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Abstract
Introduction: Esophageal disorders of gut-brain interaction are characterized by symp-
toms such as heartburn, chest pain, globus sensation, and dysphagia in the absence of 
structural, inflammatory, motor, or reflux-related abnormalities that adequately account for 
their occurrence. The Rome V criteria incorporate recent advances in the physiological 
assessment of the esophagus and should be interpreted in conjunction with the Chicago 
Classification v4.0 and Lyon Consensus 2.0. Results: This update reviews the five 
esophageal disorders of gut-brain interaction recognized by Rome V: functional chest pain, 
functional heartburn, reflux hypersensitivity, globus, and functional dysphagia. Their prin-
cipal clinical features, diagnostic criteria, pathophysiological mechanisms, and therapeutic 
strategies are analyzed. Particular emphasis is placed on the central role of esophageal 
hypersensitivity and central sensory processing mechanisms, as well as on the influen-
ce of hypervigilance and cognitive, affective, and psychosocial factors on symptom per-
ception. Conclusions: Rome V proposes an integrated diagnostic approach that allows 
esophageal symptoms to be interpreted in conjunction with endoscopic and physiological 
findings, thereby avoiding overinterpretation of minor abnormalities and unnecessary repe-
tition of diagnostic testing. Once relevant structural, inflammatory, motor, and reflux-related 
diseases have been excluded, management should target the mechanisms perpetuating 
symptoms, including hypersensitivity and hypervigilance. Patient education, neuromodula-
tion, and psychobehavioral interventions constitute relevant therapeutic tools, although the 
available evidence supporting many of these interventions remains limited.
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INTRODUCTION

Functional esophageal disorders, currently classified as 
esophageal disorders of gut-brain interaction (DGBIs), are 
characterized by symptoms such as heartburn, chest pain, 
globus sensation, or dysphagia in the absence of structural 
or inflammatory abnormalities or major motility disorders 
that adequately account for their presence(1). Rome V reta-
ins this concept but places it within the context of recent 
advances in the physiological assessment of the esophagus, 

more explicitly incorporating the Chicago Classification 
version 4.0 (CCv4.0) and Lyon Consensus 2.0 as comple-
mentary frameworks for identifying and excluding esopha-
geal motility disorders and gastroesophageal reflux disease 
(GERD), respectively(2,3).

In clinical practice, the evaluation of patients with esopha-
geal symptoms begins with a thorough medical record and 
endoscopic assessment, supplemented, when appropriate, 
by physiologic testing. Upper endoscopy with esophageal 
biopsies allows structural lesions and mucosal diseases to 
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originating in the esophagus are generated, transmitted, 
and processed. Reflecting the chronic nature of these disor-
ders, Rome V specifies that symptoms must have been pre-
sent for at least 3 months, with symptom onset occurring at 
least 6 months before diagnosis. From a pathophysiologic 
perspective, esophageal DGBIs can be understood as resul-
ting from impaired bidirectional communication between 
the esophagus and the central nervous system. Esophageal 
hypersensitivity is central to this model and refers to an 
exaggerated perception of stimuli that would normally be 
innocuous or cause only minimal discomfort. It may mani-
fest as allodynia, in which nonpainful stimuli are perceived 
as painful, or hyperalgesia, in which an exaggerated res-
ponse occurs to stimuli that are potentially painful(6). The 
symptomatic experience is not determined solely by sig-
nals originating in the esophagus. Peripheral sensory infor-
mation may be modulated by central mechanisms as well 
as cognitive and affective factors. Among these, hypervigi-
lance, defined as heightened attention to bodily sensations, 
and symptom-related anxiety may alter the interpretation 
of esophageal signals and contribute to greater symptom 

be excluded, whereas high-resolution manometry (HRM), 
interpreted according to CCv4.0, allows major motility 
disorders such as achalasia, esophagogastric junction out-
flow obstruction, absent contractility, distal esophageal 
spasm, and hypercontractile esophagus to be excluded(3). 
Complementarily, reflux monitoring, interpreted according 
to the Lyon Consensus 2.0, allows GERD to be established 
or excluded as an explanation for symptoms(2). Thus, Rome 
V proposes an integrated diagnostic approach in which 
symptoms are interpreted in conjunction with endoscopic 
and physiologic findings rather than in isolation. Another 
relevant consideration is the need to exclude mucosal 
diseases that may mimic an esophageal DGBI, such as eosi-
nophilic esophagitis. Esophageal biopsies are particularly 
important in patients with dysphagia, meal-related chest 
pain, or a history of food impaction(4,5). Only after these 
conditions have been adequately excluded should a diag-
nosis of an esophageal DGBI be considered (Figure 1).

Once relevant structural, inflammatory, and motility 
abnormalities have been excluded, the diagnostic focus shi-
fts from identifying a lesion to understanding how signals 

Figure 1. Diagnostic algorithm for esophageal symptoms and disorders of gut-brain interaction. In the absence of alarm symptoms, a relevant medical 
record, or indications for screening, an initial therapeutic trial with proton pump inhibitors (PPIs) or potassium-competitive acid blockers (PCABs) 
may be considered. In the presence of alarm symptoms, such as dysphagia, upper endoscopy with esophageal biopsies is recommended, including 
targeted biopsies to exclude eosinophilic esophagitis when appropriate. When gross or histologic abnormalities are identified, treatment should 
be directed toward the underlying etiology. In the absence of explanatory structural or histologic findings, physiologic testing should be guided by 
the clinical suspicion and may include pH monitoring with or without impedance monitoring, high-resolution esophageal manometry, functional 
lumen imaging probe (FLIP) testing, or barium esophagography. Results should be interpreted according to the Lyon Consensus 2.0 and Chicago 
Classification 4.0. When endoscopic, histologic, manometric, and pH-monitoring findings are normal, an esophageal disorder of gut-brain interaction 
should be considered according to the Rome V diagnostic criteria. FLIP: functional lumen imaging probe; PPI: proton pump inhibitor; PCAB: 
potassium-competitive acid blocker; POEM: peroral endoscopic myotomy. Image courtesy of the authors.
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burden(6). This model helps explain why symptom severity 
does not always correlate directly with objective findings 
on diagnostic testing.

Repeated exposure to noxious stimuli, even in the abs-
ence of overt mucosal injury, may promote activation of 
inflammatory pathways and sensitization of nociceptors. 
For example, acid exposure may induce esophageal epithe-
lial cells to release cytokines such as interleukin-8, thereby 
contributing to a local immune response and potentially 
to peripheral sensitization(7). However, these mechanisms 
do not fully account for all cases. In patients with functio-
nal heartburn, the distribution of nerve endings within 
the esophageal mucosa may be similar to that observed in 
healthy individuals. This finding supports an important role 
for central mechanisms in symptom generation in these 
patients(8). By contrast, more superficial nerve endings have 
been described in GERD. This finding may contribute to 
increased chemosensitivity and may, at least in part, explain 
the interest in mucosal protective strategies(9).

Initial evidence of esophageal hypersensitivity came 
from patients with noncardiac chest pain, in whom esopha-
geal balloon distension elicited pain at lower thresholds 
than those observed in healthy individuals(10). Subsequent 
studies demonstrated that up to 75% of patients with this 
condition may exhibit hypersensitivity to esophageal dis-
tension(11). Similarly, patients with functional heartburn 
exhibit greater sensitivity to mechanical and chemical 
stimuli than patients with GERD and healthy controls(12). 
However, these findings are not consistent across studies. 
Shapiro et al.(13) reported greater chest pain, somatization, 
and abnormalities in autonomic tone among patients with 
functional heartburn. However, they did not find increased 
sensitivity to chemosensory stimuli, further supporting the 
importance of central mechanisms in symptom perception. 
Likewise, hypervigilance and symptom-specific anxiety 
have gained increasing recognition as cognitive-affective 
factors capable of influencing the symptomatic experience 
and clinical outcomes in these patients(14).

Overall, Rome V conceptualizes esophageal DGBIs not 
simply as diagnoses of exclusion, but as disorders in which 
the manner in which the esophagus generates, transmits, 
and processes sensory signals plays a central role. This shift 
in perspective has practical implications: once relevant struc-
tural, inflammatory, motility, and reflux-related diseases have 
been excluded, the goal is no longer to identify an additional 
abnormality that might explain the symptoms, but rather to 
understand the mechanisms that determine their perception. 
The following sections review the five esophageal entities 
recognized in Rome V: functional chest pain (A1), functio-
nal heartburn (A2), reflux hypersensitivity (A3), globus 
(A4), and functional dysphagia (A5), highlighting for each 
the main changes from Rome IV, the diagnostic approach, 

the proposed pathophysiologic mechanisms, and the impli-
cations for clinical management (Figure 2).

RESULTS

Functional chest pain

Functional chest pain is characterized by recurrent episo-
des of retrosternal pain of presumed esophageal origin that 
are not attributable to heartburn and cannot be explained 
by gastroesophageal reflux disease (GERD), mucosal 
abnormalities, or major esophageal motility disorders. It is 
part of the spectrum of noncardiac chest pain and, by defi-
nition, represents a diagnosis of exclusion. Medical record 
alone cannot reliably distinguish cardiac from esophageal 
chest pain; therefore, when clinically suspected, cardiovas-
cular evaluation should precede gastrointestinal investiga-
tion. In an international survey conducted by the Rome 
Foundation that included more than 54,000 participants, 
the prevalence of functional chest pain was approximately 
1.4%, with a slightly higher frequency among women(15). 
Among patients with noncardiac chest pain, approximately 
half have GERD, whereas approximately one-third meet 
criteria for functional chest pain(16).

Once a cardiac cause has been excluded, the initial eva-
luation should focus on GERD, given its high prevalence 
among patients with noncardiac chest pain. Endoscopy 
allows structural and mucosal disease to be excluded when 
clinically indicated. Proximal and distal esophageal biop-
sies should be considered to exclude eosinophilic esophagi-
tis(5). In the absence of alarm features, an empiric therapeu-
tic trial of a double-dose proton pump inhibitor (PPI) or 
a once-daily potassium-competitive acid blocker (PCAB) 
for 8 weeks may be considered(17). If there is no response 
to antisecretory therapy and suspicion of GERD persists, 
ambulatory reflux monitoring may be performed, with the 
choice of pH monitoring, pH-impedance monitoring, or 
prolonged wireless pH monitoring guided by the clinical 
context and local availability(2). High-resolution mano-
metry should subsequently be considered when suspicion 
of a motility disorder persists, primarily to exclude major 
motility disorders according to the Chicago Classification 
v4.0(3), including hypercontractile esophagus, achalasia, 
esophagogastric junction outflow obstruction, and esopha-
geal spasm, the latter being the least common but most 
widely recognized. Most patients with functional chest 
pain have normal esophageal motility.

Once the diagnosis has been established, it is important 
to explain to the patient that structural diseases have been 
excluded and that the symptoms are consistent with altered 
perception and processing of esophageal signals. Treatment 
is based primarily on visceral pain neuromodulation. 
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Tricyclic antidepressants, serotonin-norepinephrine reup-
take inhibitors, and trazodone have demonstrated benefit, 
whereas the evidence for selective serotonin reuptake inhi-
bitors is less consistent(18,19). Psychological interventions, 
particularly gastrointestinal symptom–directed cognitive 
behavioral therapy and gut-directed hypnotherapy, may be 
used as adjunctive treatments, especially in the presence of 
hypervigilance or symptom-related anxiety(20-22).

Functional heartburn

Functional heartburn is characterized by a retrosternal bur-
ning sensation that persists despite optimized antisecretory 
therapy with a PPI or PCAB and cannot be explained by 
GERD, mucosal abnormalities, or major motility disorders. 
Unlike reflux hypersensitivity (vide infra), functional heart-
burn is not characterized by a temporal association between 
symptoms and physiologic reflux episodes(2,3). Rome V, in 

conjunction with the Lyon Consensus 2.0, helps distinguish 
these phenotypes and guides treatment toward their respec-
tive underlying mechanisms. Rome V requires bothersome 
symptoms at least once per week during the preceding 3 
months, with symptom onset at least 6 months before diag-
nosis, and persistence despite optimized PPI or PCAB the-
rapy for at least 8 weeks. The estimated population prevalence 
of functional heartburn is approximately 1%, although it is 
likely underestimated because diagnosis requires objective 
assessment of reflux exposure by pH monitoring(15). Among 
patients presenting with heartburn or reflux-like symptoms, 
approximately 20%–30% may have a phenotype consistent 
with functional heartburn(2). In patients with PPI-refractory 
symptoms, prolonged pH-monitoring studies suggest that 
approximately 18%–30% have normal acid exposure and no 
symptom association(23,24).

Upper endoscopy allows erosive esophagitis, strictures, 
and other mucosal diseases to be excluded. In patients 

Figura 2. Classification of esophageal disorders of gut-brain interaction according to the Rome V criteria. Five clinical entities are included: A1: 
functional chest pain; A2: functional heartburn; A3: esophageal hypersensitivity; A4: globus sensation; and A5: functional dysphagia. These disorders 
are characterized by persistent esophageal symptoms in the absence of a structural, mucosal, or motility abnormality that adequately explains the 
symptoms, in accordance with the Rome V diagnostic criteria. Image courtesy of the authors.
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with refractory symptoms, endoscopy should ideally be 
performed after discontinuation of PPIs and PCABs for 
2–4 weeks when the objective is to determine whether pre-
viously undiagnosed GERD is present. Although biopsies to 
exclude eosinophilic esophagitis are desirable, they are not 
routinely required in the absence of dysphagia, chest pain, 
or other suggestive findings(5,25). The key test for differentia-
ting functional heartburn from GERD or reflux hypersen-
sitivity is ambulatory reflux monitoring. When available, 
prolonged wireless pH monitoring may be particularly use-
ful because it allows assessment of day-to-day variability in 
acid exposure(2,23). According to the Lyon Consensus 2.0, 
an acid exposure time (AET) <4% and fewer than 40 reflux 
episodes support the exclusion of GERD, whereas an AET 
>6% supports its diagnosis. Intermediate values are incon-
clusive and require integration with other parameters(2,26). 
pH-impedance monitoring may provide additional infor-
mation, particularly when assessment of the association 
between symptoms and nonacid reflux episodes is requi-
red. Mean nocturnal baseline impedance (MNBI) may 
also contribute to interpretation: values >2,500 Ω support 
a functional heartburn phenotype, whereas values <1,500 
Ω favor GERD(2,26). High-resolution manometry does not 
diagnose functional heartburn but should be performed 
when necessary to exclude major motility disorders accor-
ding to Chicago Classification v4.0(3).

Treatment is directed primarily toward neuromodulation 
of esophageal symptom perception. Low-dose neuromo-
dulators, such as tricyclic antidepressants, may be consi-
dered, following principles similar to those used in other 
esophageal DGBIs. Specific evidence for functional heart-
burn remains limited, and treatment should be individua-
lized. The first step is to explain the diagnosis. Once clini-
cally relevant GERD has been excluded, further escalation 
of acid suppression or repetition of invasive testing gene-
rally provides little additional benefit. Antireflux surgery 
should be avoided in patients with functional heartburn. 
Psychogastroenterology interventions are particularly 
relevant in the presence of hypervigilance, symptom-spe-
cific anxiety, or maladaptive beliefs. Gastrointestinal symp-
tom–directed cognitive behavioral therapy may improve 
symptoms and quality of life, while techniques such as 
hypnotherapy, relaxation, and diaphragmatic breathing 
represent low-risk alternatives(20,21).

Reflux hypersensitivity

Reflux hypersensitivity is characterized by heartburn or 
chest pain in patients with normal endoscopy and phy-
siologic reflux exposure who nevertheless demonstrate a 
positive temporal association between symptoms and ref-
lux episodes detected during monitoring. This represents 

the principal distinction from functional heartburn, in 
which no such association is present(2,3). Thus, both diag-
noses may be associated with normal acid exposure, but 
the key question is whether reflux episodes, despite being 
physiologic, temporally coincide with symptoms. A symp-
tom index (SI) ≥50% and symptom association probabi-
lity (SAP) ≥95% support a temporal relationship between 
symptoms and reflux episodes(2). pH-impedance monito-
ring is particularly useful because it allows both acid and 
nonacid reflux episodes to be identified and determines 
whether they coincide with symptom onset. The decision 
to perform testing on or off acid suppression depends on 
whether GERD has previously been objectively establis-
hed(2). Regurgitation, belching, and symptoms attributable 
to rumination or supragastric belching are not included in 
this diagnosis and should prompt consideration of other 
mechanisms, which will be addressed in other reviews(27).

The estimated population prevalence is approximately 
0.6%–0.8%, although studies of patients with refractory 
symptoms have reported substantially higher rates(15). 
Depending on the population studied and the criteria 
applied, reflux hypersensitivity has been reported in appro-
ximately 10%–42% of patients with persistent symptoms 
despite treatment, reflecting the heterogeneity of this 
population(24,28–31). In clinical practice, rather than focusing 
on a single prevalence estimate, it is important to recognize 
that reflux hypersensitivity represents a common pheno-
type among patients with persistent symptoms and incon-
clusive or normal reflux studies.

As with the other entities, treatment should begin with a 
clear explanation of the diagnosis. It is important to convey 
that the patient has physiologic reflux exposure and that the 
underlying problem is not necessarily excessive acid pro-
duction, but rather an exaggerated response to stimuli that 
would be tolerated by others. Unlike functional heartburn, 
some patients with reflux hypersensitivity may benefit from 
acid suppression, particularly when symptomatic episodes 
are associated with acid reflux. However, the response is 
generally less predictable when weakly acidic or nona-
cid reflux episodes predominate(32,33). Neuromodulators 
represent an important therapeutic strategy, particularly 
when symptoms persist despite adequate acid suppression. 
Tricyclic antidepressants, selective serotonin reuptake inhi-
bitors, serotonin-norepinephrine reuptake inhibitors, and 
gabapentinoids have been studied, although specific evi-
dence remains limited. One clinical trial also demonstrated 
a benefit of citalopram compared with placebo in patients 
with reflux hypersensitivity(34). Antireflux surgery should 
be reserved for carefully selected patients with objectively 
demonstrated GERD and should not be performed solely 
on the basis of a positive association between reflux and 
symptoms(24,35,36). Psychogastroenterology interventions, 
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It is important to convey that idiopathic globus is benign and 
that persistence of the symptom does not necessarily indi-
cate progressive disease. PPIs or PCABs may initially be used 
when concomitant GERD is suspected; however, if there is 
no response, acid suppression should not be continued or 
intensified indefinitely. Ablation of a gastric heterotopia 
patch has been associated with symptomatic improvement 
in small studies, but the available evidence is insufficient to 
recommend this procedure routinely(40). In patients with 
persistent globus without an identifiable cause, treatment 
should be directed primarily toward behavioral and psycho-
gastroenterology-based strategies. Cognitive behavioral the-
rapy, speech-language therapy incorporating pharyngolaryn-
geal relaxation techniques, and hypnotherapy have shown 
favorable results in small studies(41). Given their low risk and 
the benign nature of the disorder, these interventions are 
particularly attractive before pharmacologic treatment or 
invasive procedures are considered.

Functional dysphagia

Functional dysphagia is characterized by a sensation of 
impaired passage of food in the absence of a structural, 
mucosal, or major motility abnormality that adequately 
explains the symptoms. The diagnosis therefore requires a 
more comprehensive evaluation than simply demonstrating 
normal endoscopy with biopsies and normal manometry. 
In line with Chicago Classification v4.0, Rome V empha-
sizes the need to exclude major motility disorders and 
esophagogastric junction outflow obstruction. However, 
high-resolution manometry may not detect subtle mecha-
nical abnormalities or impaired esophageal distensibility. In 
selected patients, functional lumen imaging probe (FLIP) 
testing or a timed barium esophagram may provide additio-
nal information before a diagnosis of functional dysphagia 
is established(3,42,43). The exact prevalence remains uncer-
tain. Population-based studies using Rome IV criteria have 
estimated a prevalence of approximately 3%, although this 
figure likely overestimates the true prevalence because 
patients in whom structural or motility disorders were not 
systematically excluded may have been included(15,44). The 
availability of FLIP has also enabled the identification of 
abnormalities that may previously have been misclassified 
as functional dysphagia, suggesting that this may be the 
least common entity among esophageal DGBIs(43,45).

From a practical standpoint, functional dysphagia should 
be considered only after a sufficiently comprehensive struc-
tural, mucosal, and motility evaluation has been comple-
ted, rather than simply on the basis of normal manome-
try. Esophageal hypersensitivity may amplify sensations 
generated by esophageal distension or bolus passage, cau-
sing minor physiologic variations to be perceived as food 

including cognitive behavioral therapy, hypnotherapy, and 
other behavioral strategies, may complement treatment, 
particularly in the presence of hypervigilance or symptom-
related anxiety.

Globus

Globus is defined as a persistent or intermittent, typically 
nonpainful sensation of a lump, foreign body, or “something 
stuck” in the throat, usually localized along the midline bet-
ween the thyroid cartilage and the sternal notch(1). A charac-
teristic feature is the absence of dysphagia or odynophagia, 
with symptoms improving in many patients while eating or 
swallowing. The diagnosis requires exclusion of a structural 
or inflammatory cause, GERD, or a major motility disor-
der that could account for the symptoms. Accordingly, 
globus should be distinguished from true dysphagia from 
the outset, as the latter warrants a different diagnostic eva-
luation. Rome V specifies that symptoms must be bother-
some, occur at least once per week during the preceding 
3 months, have begun at least 6 months before diagnosis, 
and persist despite optimized antisecretory therapy for 
at least 8 weeks. The diagnosis also requires exclusion of 
GERD and major motility disorders(1-3). Globus is a com-
mon symptom in the general population. Population-based 
studies have reported widely varying prevalence estimates 
depending on the definition used, ranging from approxi-
mately 0.8% to more than 20%(15). It may occur at any age 
but is more common during middle age. Although it affects 
both sexes, women seek medical attention more frequently. 
Its chronic course is an important consideration. Although 
globus is a benign condition, symptoms may persist for 
years; therefore, repeated investigations should be avoided 
once relevant causes have been adequately excluded(1).

The pathophysiology of globus is multifactorial. In some 
patients, peripheral triggers such as reflux or local abnormali-
ties may be present; however, in the absence of an identifiable 
cause, altered perception and processing of esophagopharyn-
geal signals appears to play a particularly important role. 
Esophageal distension studies suggest that some patients 
with globus exhibit increased sensitivity to stimuli that do 
not elicit symptoms in healthy individuals, supporting a 
mechanism of visceral hypersensitivity(37). Although abnor-
malities in upper esophageal sphincter function have been 
described, these findings have not been consistent and 
should not be considered a universal explanation for the 
symptom(38). Emotional factors may also modulate symp-
tom severity. Anxiety, stress, and life events may exacerbate 
globus, although the presence of anxiety or a psychiatric 
disorder is not required to establish the diagnosis(39). 

Once relevant causes have been excluded, the first step is 
to provide an explanation of the diagnosis and reassurance. 
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relevant structural, inflammatory, motility, and reflux-
related diseases have been excluded, the focus should shift 
toward the mechanisms that determine symptom percep-
tion, including esophageal hypersensitivity, hypervigilance, 
and cognitive-affective factors. This has an important prac-
tical implication: persistent symptoms do not necessarily 
warrant additional testing or further escalation of acid sup-
pression. Management should be individualized and, when 
appropriate, incorporate education, neuromodulation, and 
behavioral interventions. For the general gastroenterolo-
gist, the principal contribution of Rome V is to provide 
a framework for determining when further investigation 
is warranted and when the therapeutic objective should 
shift from searching for an abnormality to addressing the 
mechanisms that perpetuate symptoms.
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sticking. In addition, some FLIP studies suggest that a sub-
set of patients may have reduced esophageal wall distensi-
bility even when conventional tests are normal(46,47). As 
with other esophageal DGBIs, hypervigilance, anxiety, and 
fear of swallowing or choking may increase symptom seve-
rity and perpetuate the disorder(48). This does not imply 
that dysphagia is “psychological”; rather, the perception of 
esophageal transit results from an interaction between peri-
pheral stimuli and their central processing.

As previously discussed, treatment should begin with an 
explanation of the diagnosis and reassurance once an appro-
priate evaluation has been completed. In mild cases, simple 
measures such as eating slowly, chewing thoroughly, main-
taining an upright position, and using liquids to facilitate 
bolus passage may be helpful(49). When concomitant GERD 
is suspected, a limited course of antisecretory therapy may 
be considered. However, in the absence of evidence of ref-
lux, acid suppression should not be continued indefinitely. 
Evidence supporting the use of neuromodulators remains 
limited, but they may be considered in selected patients, 
particularly when hypersensitivity, hypervigilance, or food-
related anxiety predominates. Empiric dilation may benefit 
some patients with unexplained esophageal dysphagia, but 
its role should be interpreted cautiously. The incorporation 
of FLIP into the diagnostic evaluation may help identify 
patients with subtle abnormalities in distensibility or out-
flow obstruction in whom targeted intervention would be 
more appropriate(50–52). When fear of swallowing, maladap-
tive beliefs, or hypervigilance is present, psychogastroen-
terology interventions, including cognitive behavioral the-
rapy, psychoeducation, and breathing techniques, may be 
useful as part of comprehensive management(20).

CONCLUSIONS

The Rome V criteria consolidate a conceptual framework 
for esophageal disorders of gut-brain interaction (DGBIs) 
in which symptoms are interpreted in conjunction with 
endoscopic and physiologic findings. Integration with 
Chicago Classification v4.0 and Lyon Consensus 2.0 
provides a more structured approach to excluding major 
motility disorders and GERD, thereby reducing the risk of 
overinterpreting minor physiologic abnormalities. Once 

REFERENCES

1.	 Gyawali CP, Roman S, Zerbib F, Savarino EV, Bhatia 
S, Fass R, et al. Functional Esophageal Disorders. 
Gastroenterology. 2026;170(6):1224-39.  
https://doi.org/10.1053/j.gastro.2026.02.005

2.	 Gyawali CP, Yadlapati R, Fass R, Katzka D, Pandolfino 
J, Savarino E, et al. Updates to the modern diagnosis of 
GERD: Lyon consensus 2.0. Gut. 2024;73(2):361-71.  
https://doi.org/10.1136/gutjnl-2023-330616



331Esophageal disorders of gut-brain interaction: An update based on Rome V

Am J Gastroenterol. 2006;101(5):1084-91.  
https://doi.org/10.1111/j.1572-0241.2006.00525.x

14.	 Guadagnoli L, Yadlapati R, Taft T, Pandolfino JE, Tye 
M, Keefer L. Esophageal hypervigilance is prevalent 
across gastroesophageal reflux disease presentations. 
Neurogastroenterol Motil. 2021;33(8):e14081.  
https://doi.org/10.1111/nmo.14081

15.	 Sperber AD, Bangdiwala SI, Drossman DA, Ghoshal 
UC, Simren M, Tack J, et al. Worldwide Prevalence and 
Burden of Functional Gastrointestinal Disorders, Results 
of Rome Foundation Global Study. Gastroenterology. 
2021;160(1):99-114.e3.  
https://doi.org/10.1053/j.gastro.2020.04.014

16.	 Fass R, Dickman R. Non‐cardiac chest pain: an update. 
Neurogastroenterol Motil. 2006;18(6):408-17.  
https://doi.org/10.1111/j.1365-2982.2006.00787.x

17.	 Fass R, Fennerty MB, Ofman JJ, Gralnek IM, Johnson C, 
Camargo E, et al. The clinical and economic value of a short 
course of omeprazole in patients with noncardiac chest 
pain. Gastroenterology. 1998;115(1):42-9.  
https://doi.org/10.1016/S0016-5085(98)70363-4

18.	 Weijenborg PW, De Schepper HS, Smout AJPM, 
Bredenoord AJ. Effects of Antidepressants in Patients With 
Functional Esophageal Disorders or Gastroesophageal 
Reflux Disease: A Systematic Review. Clin Gastroenterol 
Hepatol. 2015;13(2):251-259.e1.  
https://doi.org/10.1016/j.cgh.2014.06.025

19.	 Atluri DK, Chandar AK, Fass R, Falck‐Ytter Y. Systematic 
review with meta‐analysis: selective serotonin reuptake 
inhibitors for noncardiac chest pain. Aliment Pharmacol 
Ther. 2015;41(2):167-76.  
https://doi.org/10.1111/apt.13015

20.	 Hurtte E, Rogers BD, Richards C, Gyawali CP. The clinical 
value of psycho‐gastroenterological interventions for 
functional esophageal symptoms. Neurogastroenterol 
Motil. 2022;34(6):e14315.  
https://doi.org/10.1111/nmo.14315

21.	 Luo Y, Keefer L. The Clinical value of brain‐gut behavioral 
therapies for functional esophageal disorders and symp-
toms. Neurogastroenterol Motil. 2022;34(6):e14373.  
https://doi.org/10.1111/nmo.14373

22.	 Kisely SR, Campbell LA, Yelland MJ, Paydar A. 
Psychological interventions for symptomatic management 
of non-specific chest pain in patients with normal coro-
nary anatomy. Cochrane Heart Group, editor. Cochrane 
Database Syst Rev. 2015;2015(6):CD004101.  
https://doi.org/10.1002/14651858.CD004101.pub5

23.	 Yadlapati R, Gyawali CP, Masihi M, Carlson DA, 
Kahrilas PJ, Nix BD, et al. Optimal Wireless Reflux 
Monitoring Metrics to Predict Discontinuation of 
Proton Pump Inhibitor Therapy. Am J Gastroenterol. 
2022;117(10):1573-82.  
https://doi.org/10.14309/ajg.0000000000001871

24.	 Spechler SJ, Hunter JG, Jones KM, Lee R, Smith BR, 
Mashimo H, et al. Randomized Trial of Medical versus 
Surgical Treatment for Refractory Heartburn. N Engl J 

3.	 Yadlapati R, Kahrilas PJ, Fox MR, Bredenoord AJ, Prakash 
Gyawali C, Roman S, et al. Esophageal motility disorders 
on high‐resolution manometry: Chicago classification ver-
sion 4.0©. Neurogastroenterol Motil. 2021;33(1):e14058.  
https://doi.org/10.1111/nmo.14058

4.	 Von Muhlenbrock C, Núñez P, Quera R, Venegas J, Pacheco 
N, Herrera K, et al. Clinical description of adults with eosi-
nophilic esophagitis treated at a Chilean university center. 
Rev Gastroenterol México Engl Ed. 2025;90(1):8-14.  
https://doi.org/10.1016/j.rgmxen.2024.04.010

5.	 Oude Nijhuis RAB, Curvers WL, Van Der Ende M, 
Herregods TVK, Schuitenmaker JM, Smout AJPM, et 
al. Utility of Routine Esophageal Biopsies in Patients 
With Refractory Reflux Symptoms. Am J Gastroenterol. 
2021;116(4):816-20.  
https://doi.org/10.14309/ajg.0000000000001064

6.	 Knowles CH, Aziz Q. Basic and clinical aspects of gastroin-
testinal pain. Pain. 2009;141(3):191-209.  
https://doi.org/10.1016/j.pain.2008.12.011

7.	 Ustaoglu A, Nguyen A, Spechler S, Sifrim D, Souza 
R, Woodland P. Mucosal pathogenesis in gastro‐
esophageal reflux disease. Neurogastroenterol Motil. 
2020;32(12):e14022.  
https://doi.org/10.1111/nmo.14022

8.	 Nikaki K, Woodland P, Lee C, Ghisa M, Marinelli C, 
Savarino E, et al. Esophageal mucosal innervation in 
functional heartburn: Closer to healthy asymptomatic 
subjects than to non‐erosive reflux disease patients. 
Neurogastroenterol Motil. 2019;31(9):e13667.  
https://doi.org/10.1111/nmo.13667

9.	 Woodland P, Shen Ooi JL, Grassi F, Nikaki K, Lee C, Evans 
JA, et al. Superficial Esophageal Mucosal Afferent Nerves 
May Contribute to Reflux Hypersensitivity in Nonerosive 
Reflux Disease. Gastroenterology. 2017;153(5):1230-9.  
https://doi.org/10.1053/j.gastro.2017.07.017

10.	 Richter JE, Barish CF, Castell DO. Abnormal sensory 
perception in patients with esophageal chest pain. 
Gastroenterology. 1986;91(4):845-52.  
https://doi.org/10.1016/0016-5085(86)90685-2

11.	 Nasr I, Attaluri A, Hashmi S, Gregersen H, Rao SSC. 
Investigation of esophageal sensation and biomechanical 
properties in functional chest pain. Neurogastroenterol 
Motil. 2010;22(5):520-6, e116.  
https://doi.org/10.1111/j.1365-2982.2009.01451.x

12.	 Yang M, Li ZS, Chen DF, Zou DW, Xu XR, Fang DC, et al. 
Quantitative Assessment and Characterization of Visceral 
Hyperalgesia Evoked by Esophageal Balloon Distention 
and Acid Perfusion in Patients With Functional Heartburn, 
Nonerosive Reflux Disease, and Erosive Esophagitis. Clin J 
Pain. 2010;26(4):326-31.  
https://doi.org/10.1097/AJP.0b013e3181c8fc83

13.	 Shapiro M, Green C, Bautista JM, Peru RL, Malagon 
IB, Corvo M, et al. Functional Heartburn Patients 
Demonstrate Traits of Functional Bowel Disorder but Lack 
a Uniform Increase of Chemoreceptor Sensitivity to Acid. 



Revista. colomb. Gastroenterol. 2026;41(3):324-332. https://doi.org/10.22516/25007440.1631332 Review article

2012;107(11):1662-7.  
https://doi.org/10.1038/ajg.2011.179

35.	 Broeders JAJL, Bredenoord AJ, Hazebroek EJ, Broeders 
IAMJ, Gooszen HG, Smout AJPM. Effects of anti-
reflux surgery on weakly acidic reflux and belching. Gut. 
2011;60(4):435-41.  
https://doi.org/10.1136/gut.2010.224824

36.	 Patel A, Sayuk GS, Gyawali CP. Prevalence, characteristics, 
and treatment outcomes of reflux hypersensitivity detected 
on pH‐impedance monitoring. Neurogastroenterol Motil. 
2016;28(9):1382-90.  
https://doi.org/10.1111/nmo.12838

37.	 Chen CL, Szczesniak MM, Cook IJ. Evidence for oesopha-
geal visceral hypersensitivity and aberrant symptom 
referral in patients with globus. Neurogastroenterol Motil. 
2009;21(11):1142-e96.  
https://doi.org/10.1111/j.1365-2982.2009.01316.x

38.	 Kwiatek MA, Mirza F, Kahrilas PJ, Pandolfino JE. 
Hyperdynamic upper esophageal sphincter pressure: a 
manometric observation in patients reporting globus sensa-
tion. Am J Gastroenterol. 2009;104(2):289-98.  
https://doi.org/10.1038/ajg.2008.150

39.	 Harris MB, Deary IJ, Wilson JA. Life events and difficulties 
in relation to the onset of globus pharyngis. J Psychosom 
Res. 1996;40(6):603-15.  
https://doi.org/10.1016/0022-3999(96)00024-4

40.	 Bajbouj M, Becker V, Eckel F, Miehlke S, Pech O, Prinz 
C, et al. Argon plasma coagulation of cervical heterotopic 
gastric mucosa as an alternative treatment for globus sensa-
tions. Gastroenterology. 2009;137(2):440-4.  
https://doi.org/10.1053/j.gastro.2009.04.053

41.	 Poovipirom N, Ratta‐apha W, Maneerattanaporn M, 
Geeratragool T, Chuenprapai P, Leelakusolvong S. 
Treatment outcomes in patients with globus: A randomi-
zed control trial of psychoeducation, neuromodulators, 
and proton pump inhibitors. Neurogastroenterol Motil. 
2023;35(3):e14500.  
https://doi.org/10.1111/nmo.14500

42.	 Carlson DA, Baumann AJ, Donnan EN, Krause A, Kou 
W, Pandolfino JE. Evaluating esophageal motility beyond 
primary peristalsis: Assessing esophagogastric junction 
opening mechanics and secondary peristalsis in patients 
with normal manometry. Neurogastroenterol Motil. 
2021;33(10):e14116.  
https://doi.org/10.1111/nmo.14116

43.	 Carlson DA, Pandolfino JE, Yadlapati R, Vela MF, Spechler 
SJ, Schnoll-Sussman FH, et al. A Standardized Approach 
to Performing and Interpreting Functional Lumen Imaging 
Probe Panometry for Esophageal Motility Disorders: The 
Dallas Consensus. Gastroenterology. 2025;168(6):1114-
1127.e5.  
https://doi.org/10.1053/j.gastro.2025.01.234

44.	 Drossman DA, Li Z, Andruzzi E, Temple RD, Talley 
NJ, Grant Thompson W, et al. U. S. Householder survey 
of functional gastrointestinal disorders: Prevalence, 
sociodemography, and health impact. Dig Dis Sci. 

Med. 2019;381(16):1513-23.  
https://doi.org/10.1056/NEJMoa1811424

25.	 Poh CH, Gasiorowska A, Navarro-Rodriguez T, Willis MR, 
Hargadon D, Noelck N, et al. Upper GI tract findings in 
patients with heartburn in whom proton pump inhibitor 
treatment failed versus those not receiving antireflux 
treatment. Gastrointest Endosc. 2010;71(1):28-34.  
https://doi.org/10.1016/j.gie.2009.08.024

26.	 Sifrim D, Roman S, Savarino E, Bor S, Bredenoord AJ, 
Castell D, et al. Normal values and regional differences in 
oesophageal impedance-pH metrics: a consensus analysis 
of impedance-pH studies from around the world. Gut. 
2021;70(8):1441-9.  
https://doi.org/10.1136/gutjnl-2020-322627

27.	 Sawada A, Guzman M, Nikaki K, Sonmez S, Yazaki E, 
Aziz Q, et al. Identification of Different Phenotypes of 
Esophageal Reflux Hypersensitivity and Implications for 
Treatment. Clin Gastroenterol Hepatol. 2021;19(4):690-
698.e2.  
https://doi.org/10.1016/j.cgh.2020.03.063

28.	 Abdallah J, George N, Yamasaki T, Ganocy S, Fass R. Most 
Patients With Gastroesophageal Reflux Disease Who Failed 
Proton Pump Inhibitor Therapy Also Have Functional 
Esophageal Disorders. Clin Gastroenterol Hepatol. 
2019;17(6):1073-1080.e1.  
https://doi.org/10.1016/j.cgh.2018.06.018

29.	 Rengarajan A, Pomarat M, Zerbib F, Gyawali CP. Overlap 
of functional heartburn and reflux hypersensitivity with 
proven gastroesophageal reflux disease. Neurogastroenterol 
Motil. 2021;33(6):e14056.  
https://doi.org/10.1111/nmo.14056

30.	 Savarino E, Zentilin P, Tutuian R, Pohl D, Gemignani L, 
Malesci A, et al. Impedance-pH reflux patterns can differen-
tiate non-erosive reflux disease from functional heartburn 
patients. J Gastroenterol. 2012;47(2):159-68.  
https://doi.org/10.1007/s00535-011-0480-0

31.	 Ribolsi M, Cicala M, Zentilin P, Neri M, Mauro A, 
Efthymakis K, et al. Prevalence and clinical characteristics 
of refractoriness to optimal proton pump inhibitor therapy 
in non‐erosive reflux disease. Aliment Pharmacol Ther. 
2018;48(10):1074-81.  
https://doi.org/10.1111/apt.14986

32.	 Savarino E, Zentilin P, Savarino V. NERD: an umbrella 
term including heterogeneous subpopulations. Nat Rev 
Gastroenterol Hepatol. 2013;10(6):371-80.  
https://doi.org/10.1038/nrgastro.2013.50

33.	 Weijenborg PW, Cremonini F, Smout AJPM, Bredenoord 
AJ. PPI therapy is equally effective in well‐defined non‐ero-
sive reflux disease and in reflux esophagitis: a meta‐analysis. 
Neurogastroenterol Motil. 2012;24(8):747-57, e350.  
https://doi.org/10.1111/j.1365-2982.2012.01888.x

34.	 Viazis N, Keyoglou A, Kanellopoulos AK, Karamanolis 
G, Vlachogiannakos J, Triantafyllou K, et al. Selective 
Serotonin Reuptake Inhibitors for the Treatment of 
Hypersensitive Esophagus: A Randomized, Double-
Blind, Placebo-Controlled Study. Am J Gastroenterol. 



333Esophageal disorders of gut-brain interaction: An update based on Rome V

Manometry. Am J Gastroenterol. 2020;115(3):367-75.  
https://doi.org/10.14309/ajg.0000000000000536

49.	 Smout A, Fox M. Weak and absent peristalsis. 
Neurogastroenterol Motil. 2012;24 Suppl 1:40-7.  
https://doi.org/10.1111/j.1365-2982.2011.01831.x

50.	 Colon VJ, Young MA, Ramirez FC. The short- and long-
term efficacy of empirical esophageal dilation in patients 
with nonobstructive dysphagia: a prospective, randomized 
study. Am J Gastroenterol. 2000;95(4):910-3.  
https://doi.org/10.1111/j.1572-0241.2000.01928.x

51.	 Jacob R, Danta M, Feller R, Williams D, Sanagapalli S. 
Empiric Esophageal Dilatation for Solid-Food Dysphagia: 
Presence of Mucosal Tear on Relook Endoscopy 
Predicts Symptomatic Response. Am J Gastroenterol. 
2023;118(10):1888-90.  
https://doi.org/10.14309/ajg.0000000000002319

52.	 Scolapio JS, Gostout CJ, Schroeder KW, Mahoney 
DW, Lindor KD. Dysphagia Without Endoscopically 
Evident Disease: To Dilate Or Not? Am J Gastroenterol. 
2001;96(2):327-30.  
https://doi.org/10.1111/j.1572-0241.2001.03514.x

1993;38(9):1569-80.  
https://doi.org/10.1007/BF01303162

45.	 Bill J, Rajagopal S, Kushnir V, Gyawali CP. Diagnostic yield 
in the evaluation of dysphagia: experience at a single ter-
tiary care center. Dis Esophagus. 2018;31(6).  
https://doi.org/10.1093/dote/doy013

46.	 Carlson DA, Baumann AJ, Prescott JE, Schauer JM, Krause 
A, Donnan EN, et al. Prediction of Esophageal Retention: 
A Study Comparing High-Resolution Manometry and 
Functional Luminal Imaging Probe Panometry. Am J 
Gastroenterol. 2021;116(10):2032-41.  
https://doi.org/10.14309/ajg.0000000000001402

47.	 Mittal RK, Muta K, Ledgerwood-Lee M, Gandu V, Zifan 
A. Abnormal Esophageal Distension Profiles in Patients 
With Functional Dysphagia: A Possible Mechanism of 
Dysphagia. Gastroenterology. 2021;160(5):1847-1849.e2.  
https://doi.org/10.1053/j.gastro.2020.12.002

48.	 Carlson DA, Gyawali CP, Roman S, Vela M, Taft TH, 
Crowell MD, et al. Esophageal Hypervigilance and Visceral 
Anxiety Are Contributors to Symptom Severity Among 
Patients Evaluated With High-Resolution Esophageal 


