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Abstract

Globus is a persistent or intermittent non-painful sen-
sation of a lump or foreign body in the throat. It is a
commonly encountered clinical condition that is usu-
ally long-lasting, difficult to treat, and has a tendency
to recur. Furthermore, due to the uncertain etiology of
globus, it remains difficult to establish standard inves-
tigation and treatment strategies for affected patients.
As a first step for managing globus, careful history
taking and nasolaryngoscopy are essential. Given the
benign nature of the condition and the recent notion
that gastroesophageal reflux disease is a major cause
of globus, empirical therapy with a high dose of proton
pump inhibitors is reasonable for patients with typical
globus. If patients are nonresponsive to this therapy,
definitive assessments such as endoscopy, multichan-
nel intraluminal impedance/pH monitoring, and ma-
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nometry should be considered. Speech and language
therapy, anti-depressants, and cognitive-behavioral
therapy can be helpful in patients whose symptoms
persist despite negative investigations.

© 2012 Baishideng. All rights reserved.
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INTRODUCTION

Globus, a persistent or intermittent non-painful sensa-
tion of a lump or foreign body in the throat, is a well-
defined clinical symptom that is usually long-lasting,
difficult to treat, and has a tendency to recur. This symp-
tom frequently improves with eating and is generally
unaccompanied by dysphagia or odynophagiam. Itis a
common condition that accounts for approximately 4%
of new referrals to ear, nose and throat (ENT) clinics,
and it is reported by up to 46% of apparently healthy
individuals, with a peak incidence in middle age[2’3j.
This condition is equally prevalent in men and women,
though the latter are more likely to seek health care for
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this symptom'’.

Hippocrates first noted globus pharyngeus approxi-
mately 2500 years ago"”. In 1707, Purcell was the first
to accurately describe the condition; he believed that
globus resulted from pressure on the thyroid cartilage
due to contraction of the strap muscles of the neck. In
the past, globus was described as “globus hystericus”
because of its frequent association with menopause or
psychogenic factors. However, Malcomson" coined the
more accurate term “globus pharyngeus” in 1968 after
discovering that most patients experiencing globus did
not have a hysterical personality. The etiology of globus
is still unknown but appears to be multifactorial (Table 1).
Although data are limited, recent studies have focused
on gastroesophageal reflux disease (GERD), abnormali-
ties of the upper esophageal sphincter (UES), psycho-
logical and psychiatric disorders, and stress as major
factors contributing to the globus sensation. The variety
of potential etiologies has made it difficult to establish
standard investigation and treatment strategies for af-
fected patients.

The aim of this review is to present the current lit-
erature on globus and to discuss its natural history and
potential causes, current trends in its diagnosis, and
methods for its treatment.

NATURAL HISTORY

Since few long-term follow-up studies have been con-
ducted on patients with globus, the natural history of
this condition has not been fully elucidated. In one
study that followed 74 globus patients for an average
of 7 years and 7 mo, 45% of the patients had persistent
symptoms during the follow-up period®. An in-depth
analysis of the features at clinical presentation failed to
reveal any reliable prognostic indicators. In another long-
term follow-up study, 60% of the patients had improved
or resolved symptoms over a 5-year period, and the male
patients with a history of globus less than 3 mo and who
did not complain of any associated throat symptoms
were teported to have the greatest chance of becoming
asymptomatic or symptomatically improved",

POTENTIAL CAUSES OF GLOBUS

Gastroesophageal reflux disease

Although there is still considerable debate about the
causative role of GERD in patients with globus, gas-
troesophageal reflux (GER) has been suggested to be a
major etiology of this symptom, potentially accounting
for 23%-68% of globus patients”mg].

Malcomson!” was the first to link GERD to the
globus sensation through the use of barium swallow to
uncover the presence of reflux in over 60% of patients
with globus. Moreover, Koufman"" found that 58%
of patients with globus had abnormal pH results, and
Cherry ¢t al'” demonstrated that 10 out of 12 subjects
complained of globus when acid was infused into the
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Gastroesophageal reflux disease

Abnormal upper esophageal sphincter function
Esophageal motor disorders

Pharyngeal inflammatory causes including: pharyngitis, tonsillitis and
chronic sinusitis

Upper aerodigestive malignancy

Hypertrophy of the base of the tongue
Retroverted epiglottis

Thyroid diseases

Cervical heterotopic gastric mucosa

Rare laryngopharyngeal tumors

Psychological factors and stress

distal esophagus. In a study that performed 24-h double-
probe pH monitoring on 25 patients with globus and
hoarseness, 72% of the patients exhibited pathologic

1 and the globus symptom score was significantly

reflux

higher in patients with GERD than in those without”".
Additionally, globus sensation improved after 8 wk of
proton pump inhibitor (PPI) therapy™. Several popula-
tion-based surveys have supported such a potential link
between GERD and the globus symptom by demon-
strating an increased risk of globus among patients with
GERD symptoms™ . In a study by Dore ez a/*”, 38.7%
of patients with GERD had the globus symptom, and
the globus sensation was more prevalent in the non-ero-
sive reflux disease group. Discordant data have also been
reported“’zmﬂ. However, it is clear that many patients
with globus have concomitant GERD and that there is a
true association between GERD and globus.

Two basic mechanisms have been proposed to explain
the association between GERD and the globus sensa-
tion*"; (1) Direct irritation and inflammation of the
laryngopharynx by retrograde flow of gastric contents,
also known as laryngopharyngeal reflux (LPR)“S’M’M; 2
Vagovagal reflex hypertonicity of the UES triggered by
acidification or distention of the distal esophagus'"”.

Abnormal upper esophageal sphincter function

Abnormal UES function has also been suggested to be a
cause of globus sensation™”™. Elevated UES pressure
has been found to be much more frequent in patients
with globus sensation than in controls (28% us 3%), sug-
gesting that hypertensive UES is a background factor for
globus™. Additionally, injection of botulinum toxin into
the cricopharyngeal muscle in a patient with both globus
and extremely high UES pressure led to a resolution of
the globus symptom and a decrease in UES pressureps]
In a study of high-resolution manometry in patients with
globus sensation, normal controls, and GERD patients
without globus, hyperdynamic respiratory UES pres-
sure changes were most prevalent in patients reporting
globusm]. However, other studies have reported contrary

3941
results™ .

Esophageal motor disorders
The prevalence of esophageal motor disorders has been
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reported to be 6%-90% in patients with globus, sug-
gesting that esophageal motor disorders are a possible
cause of, or a contributing factor in the development of
globus”**"* Fsophageal manometry has revealed ab-
normalities in as many as 67% of globus patients, with
nonspecific esophageal motility disorder being the most
frequent ﬁndingm. Moser e al™ noted that esophageal
motor disorders might, before giving rise to dysphagia,
be sensed more vaguely and induce the globus sensa-
tion. However, to infer an etiological significance of this
disorder in globus, it must be shown that the sensation
resolves after treatment for the motor disorder.

Pharyngeal inflammatory causes

Many conditions that cause irritation and inflammation
of the pharynx, such as pharyngitis, tonsillitis, and chron-
ic sinusitis with postnasal drip, can be the cause of globus
sensation by producing increased local sensitivity™*,

Upper aerodigestive tract malignancy

The presence of pharyngolaryngeal or upper esophageal
malignancy must be excluded in patients with globus
sensation, particularly in cases with “high risk” symp-
toms, such as weight loss, dysphagia, throat pain, and

lateralization of pathology[5’45].

Hypertrophy of the tongue base

Globus can be induced by severe hypertrophy of the
tongue base, probably due to the follicles touching the
posterior wall of the pharynx. Mamede ¢z 2/ demon-
strated that hypertrophied follicles were frequent in
patients with signs and symptoms of GER and that the
symptoms of hypertrophy of the tongue base could be
confused with those of GER.

Retroverted epiglottis
Through contact with the tongue base or the posterior
pharyngeal wall, retroverted epiglottis may cause globus
sensation. Symptom telief has been observed after pat-
tial epiglottectomym’w.

Thyroid diseases

Impalpable, ultrasound-detectable abnormalities in the
thyroid are known to be more common in patients with
globus sensation than in controls™. Burns ez a/*” noted
that as many as one-third of patients with a thyroid mass
complained of globus-like symptoms. Post-thyroidecto-
my patients may also complain of globus pattern symp-
toms, but these frequently diminish with time. Although
the exact mechanism of the association between globus
and thyroid diseases is pootly understood, some reports
have concluded that a thyroidectomy could improve the
globus symptom[‘w’s”.

Cervical heterotopic gastric mucosa
Globus sensation has also been linked to the presence

of cervical heterotopic gastric mucosa (CHGM)®*Y,
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and acid secretion from CHGM appears to cause symp-
toms similar to those of GERD, including globus sensa-
tion. Patients with CHGM who complained of globus
sensation and/or sore throat expetienced a significant
decrease in their symptoms after argon plasma ablation
of CHGM"™, Recently, it has been suggested that the
globus symptom may be related to Helicobacter pylori in-
fection of the CHGM"",

Rare tumors

Smooth muscle tumors of the pharynx and post cricoid
lymphangioma, as well as oropharyngeal metastasis of
Merkel cell carcinoma, have been reported in patients
complaining of globus[SS’GOJ. These cases illustrate that
patients with persistent globus should be further investi-

o2
gated to exclude rare lesions”™

Psychological factors and stress

Psychogenic problems have often been thought to cause
or trigger the globus sensation. Personality studies have
found higher levels of alexithymia, neuroticism, and
psychological distress (including anxiety, low mood, and
somatic concerns) and lower levels of extraversion in
patients presenting with globus{m’éz]. In addition, several
studies have reported increased numbers of stressful life
events preceding symptom onset, suggesting that life
stress might be a cofactor in symptom genesis and in
exacerbation. Indeed, up to 96% of patients with globus
report symptom exacerbation during periods of high
emotional intensity®*!. However, some reports have
found no differences in the psychological states of pa-
tients with globus compared to normal controls™'**!, In
actuality, psychiatric diagnoses are prevalent in subjects
seeking health care for globus, but an explanation dis-
tinct from ascertainment bias has not been established,
causing the etiological significance of these psychologi-

9% Two recent

cal characteristics to remain uncertain
studies reported that psychological status might be dif-
ferent between LPR-positive and LPR-negative patients
with globus'”*, Globus patients with LPR exhibited
weaker psychological symptoms than non-LPR globus
patients“s], and globus patients who did not respond to

PPI had significantly higher anxiety scores®”.

Others

There have been numerous isolated case reports that
have suggested an association of globus with cervical
osteophytes”’, temporomandibular joint disorders®, hy-
perviscosity of the nasopharyngeal mucosa®, Eagle’s syn-
M excessive laryngeal and pharyngeal tension"
and salivary hypofunction[m

drome

DIAGNOSIS

There has been no consensus regarding how best to diag-
nose and manage globus. A study of United Kingdom-
based ENT specialists found that 14% performed no
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tests on globus patients but rather simply prescribed ant-
acid medication if clinically indicated”". The remaining
86% investigated globus symptoms in a variety of ways,
including rigid endoscopy (61%), barium swallow (56%),
or a combination of these methods (17.5%).

Since globus is essentially a benign disorder, investi-
gation is primarily aimed at identifying those few cases
with upper aerodigestive malignancy. Thus, the first step
of an investigation of globus symptoms should be to
take a detailed patient history, paying particular attention
to the presence of “high risk” symptoms, associated re-
flux symptoms, and psychological problems. Additional-
ly, physicians should perform a physical examination of
the neck followed by nasolaryngoscopic examination of
the laryngopharynx, although the routine use of nasolat-
yngoscopy in patients with typical globus symptoms re-
mains controversial!. Patients with typical globus symp-
toms usually require no further investigation beyond an
outpatient nasolaryngoscop}7[5]. However, patients with
“alarm signs”, such as dysphagia, odynophagia, throat
pain, weight loss, hoarseness, and lateralization of pa-

thology, should undergo more extensive evaluation'.

Reflux symptom index and reflux finding score

The symptoms and physical findings of LPR are nonspe-
cific and can be confused with other laryngeal conditions
caused by smoking, allergies, infections, vocal abuse,
postnasal discharge, or neurogenic mechanisms as well as
non-pathological variations'. Belafsky ez a/™™ proposed
a useful self-administered tool, the reflux symptom index
(RSI), for assessing the degree of LPR symptoms and
developed the reflux finding score (RES) based on 8 en-
dolaryngeal signs for documenting the physical findings
and severity of LPR. However, Park ¢ a/"” demonstrated
that RFS and RSI have low specificity in globus patients,
suggesting that these may not be valid diagnostic tools
for LPR in patients with globus.

Barium swallow

Barium swallow studies have been reported to iden-
tify benign lesions in up to one-third of patients with
globus, and the most common findings include hiatal
hernia and/or reflux (8%-18%), cervical osteophytes
(0.4%-23%), and cricopharyngeal spasm (2.2%)?"*">",
Howevet, given the prevalence of these findings in the
general population, it is difficult to link these disorders
to globusHSJ. Two studies demonstrated that barium swal-
low did not identify any malignancy in typical globus pa-
tients**”. Additionally, no pharyngeal or esophageal ma-
lignancy was found in a study that reviewed 1145 barium
swallows in patients presenting with globus, prompting
the authors to conclude that barium swallow should not
be systematically requested for the exclusion of malig-
nancies in patients with globusm. Thus, this test seems
to have limited diagnostic value in the investigation of
patients with globus.
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Videofluoroscopy

Of 23 globus patients who received videofluoroscopy, 8
patients showed abnormal results; 5 had laryngeal aspira-
tion, 2 had barium stasis in the vallecula and pyriform si-
nuses, and 4 had poor pharyngeal clevation™. Although
it is unlikely that this indicates a causal relationship, vid-
eofluoroscopy may help to identify pharyngeal dysfunc-
tion in a substantial proportion of globus patients.

24-h dual-probe ambulatory pH monitoring

Whereas dual-probe ambulatory pH monitoring has
been widely used in the clinical assessment of supra-
esophageal GERD, this technology is not yet standard-
ized, and its usefulness in the definition of a clinically
relevant association with GERD is under debate. This
technique has been used to show abnormal esophageal
acid exposure in some globus patients[
reflux symptoms such as acid regurgitation and/or
heartburn were also noted in these study populations.
In a study of globus patients without reflux-like symp-
toms, all 24 focal individuals had normal dual-probe pH
results”™. Therefore, ambulatory pH monitoring seems
to be less helpful for the evaluation of globus without

411
] However,

reflux-like symptoms.

24-h multichannel intraluminal impedance monitoring

The results from several trials indicate that the best way
to detect GER in patients with extraesophageal manifes-
tations of GERD is to conduct multichannel intralumi-
nal impedance (MIT)/pH monitoring, In patients expe-
riencing persistent globus during PPI therapy, MII/pH
monitoring increased the diagnostic yield of standard pH
testing in the identification of positive symptom indices
through the detection of nonacid reflux; furthermore,
proximal reflux was a significant predictor of the globus
symptomm]. In studies investigating the utility of MII/
pH monitoring in patients displaying atypical symptoms
while “off PPI”, MII/pH monitoring increased the diag-
nostic yield for objective detection of atypical manifesta-
tions of GERD™ ™. Thus, this technique appears to be
a more promising method of obtaining reliable data for
the detection of LPR than 24-h dual probe monitoring,
as it can monitor acid as well as nonacid reflux events
and can distinguish between liquid and gaseous events.
Therefore, MII/pH monitoring appears to be useful for
ruling out GERD and for redirecting management of
patients with suspected extraesophageal manifestations

of GERD.

Flexible esophagogastroscopy

Endoscopy has been shown to be supetior to barium
swallow as a principal means of diagnosing upper
acrodigestive tract malignancy™. Excellent views of the
pyriform fossa and the postcricoid area can be achieved
by insufflating air »ia flexible esophagogastroscopy[75].
Moreover, this procedure enables full esophageal evalu-
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Careful history-taking and neck examination/nasolaryngoscopy

‘ Clinical suspicion of GERD ‘

‘ Empirical high-dose PPI therapy‘

3-mo follow-up

'

“High risk” patients or
abnormal nasolaryngoscopic findings

'

Further investigations for ruling out malignancy
or treatment of abnormalities

‘ Symptom partially improved ‘

Symptom resolved

‘ Symptom unresponsive

'

Titrate PPI therapy Increase PPI dose

Definitive assessment
- MII/pH monitoring
- Endoscopy

- Manometry

- Barium swallow

- Videofluoroscopy

— Pathological reflux confirmed ‘

‘ Negative investigations

in selected cases

|| Laparoscopic fundoplication

- Speech therapy/relaxation techniques
- Antidepressants/cognitive-behavioral therapy

- Consider other experimental therapy

Figure 1 Algorithm for management of globus. GERD: Gastroesophageal reflux disease; PPI: Proton pump inhibitor; Mil: Multichannel intraluminal impedance.

ation and diagnosis of reflux esophagitis and/or upper
esophageal malignancy as a cause of globus. However,
in general, endoscopy is known to have low sensitivity
and to be of limited value for the diagnosis of extra-
esophageal GERD. A study of 58 patients with pH-
documented LPR found that only 19% had esophagitis
or Barrett’s metaplasia[w. In another study of patients
with suspected LPR symptoms, esophagitis was generally
prevalent™ but occurred least in patients with globus
and throat symptoms. Due to the association between
globus and CGHM, it is necessary to carefully evaluate
the cervical esophagus™.

Manometry

If abnormal UES function and esophageal motor dis-
order are suspected to be the potential cause of globus,
manometry is a useful tool for assessing UES and lower
esophageal sphincter pressure, esophageal body contrac-
tion amplitude, and peristaltic sequence. However, the
etiological significance of such a disorder is difficult to
define.

TREATMENT

A suggested algorithm for the management of globus
patients based on available evidence is shown in Figure
1. Since thete is a paucity of controlled studies on the
treatment of globus, evidence-based treatment concepts
are currently not available, and a review of the litera-
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ture reveals that there is no single effective treatment.
Given the benign nature of the condition, the likelihood
of long-term symptom persistence, and the absence
of highly effective pharmacotherapy, the mainstays of
treatment are explanation and reassurance. Other es-
tablished treatment options include anti-reflux therapy,
speech and language therapy, anti-depressants, and cog-
nitive-behavioral therapy[sﬂ.

Anti-reflux treatment

Since GER has been suggested to be a major cause of
globus[m’m], it seems practical that anti-reflux treatment
should be the first attempted method for managing
patients with globus. As diagnostic tests for GERD are
somewhat invasive and costly and because a negative
study result does not definitively rule out GER, it seems
reasonable to use empirical PPI therapy as a combined
method of diagnosis and treatment® . Although there
are no controlled trials looking at the role of PPls spe-
cifically for the treatment of globus, there is a variety of
literature addressing the role of PPIs in LPR manage-
ment”™”"””! Current evidence shows that the clinical
response to PPIs in LPRD is variable””” and that LPR
symptoms improve more slowly than esophageal symp-
toms following acid-suppression therapy™
widely accepted that extraesophageal GERD requires
more aggressive and more prolonged therapy than typi-
cal GERD™, Empirical twice-daily therapy with PPIs
for at least 3 mo is recommended; this can be extended

. It is now
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for a maximum period of 6 mo"® "1™ A PPI should
be taken 30-60 min before meals so that it has reached
its highest concentration by the time food intake stimu-
lates the proton pumps. After 3-6 mo, responders can
be weaned, whereas non-responders should undergo a
definitive assessment, such as endoscopy, pH monitos-
ing, or MII/pH monitoring. If available, MII/pH moni-
toring is preferable to simple pH monitoring because
it facilitates the detection of nonacid reflux. Nocturnal
acid breakthrough (NAB) may cause incomplete treat-
ment responsello3’lo4j. The addition of h.s. histamine-2
receptor antagonists to twice-daily PPI therapy has been
suggested to control NAB" but it is currently unclear
whether this method offers any additional benefit to
the long-term control of LPRD""”". Prokinetics are
utilized when it is necessary to speed up esophageal and
gastric emptying; they can be useful when the clinical
response to PPIs is unsatisfactory''”. Diet and behavioral
modification can also decrease the amount of reflux.
Recommended dietary modifications include a reduction
in the intake of chocolate, fats, citrus fruits, carbonated
beverages, spicy tomato-based products, red wines, caf-
feine, and late-night meals. Additionally, patients should
make more general behavioral modifications, including
exercising regularly, avoiding smoking and alcohol, el-
evating the head of the bed (10-15 cm), avoiding tight
clothes around the waist, and losing weight. Sleeping
on one’s left-hand side also helps to decrease reflux.
Steward ¢ a/'"" demonstrated that lifestyle modification
was an independently significant variable in determining
the response to pharmacological therapy. An alternative
therapeutic strategy is anti-reflux surgery, with some au-
thors having reported good improvement rates of LPR
symptoms after laparoscopic nissen fundoplication“[)&mj.
To achieve a better patient outcome, a surgical approach
must be taken into consideration in a carefully selected
patient population, especially for patients who respond
to treatment but are unable to tolerate PPIs due to side
effects, those with confirmed pathological GER who do
not respond to maximal medical treatment, and those in
whom nonacid reflux has been demonstrated by a MII
study' ¥, However, if symptoms do not improve in the
4 mo following aggressive acid suppression, laparoscopic
fundoplication may be unlikely to yield additional bene-
fits!"'®!. Previous clinical responses to pharmacological acid
suppression and abnormal pharyngeal pH results are pre-
operative predictors of relief from atypical symptoms'""”.

Speech and language therapy/relaxation techniques

Speech therapy/relaxation techniques, including neck
and shoulder exercises, general relaxation techniques,
voice exercises, and voice hygiene to relieve vocal tract
discomfort and tension, have successfully been used to
treat patients with persistent globus symptoms®’. In one
uncontrolled study using these techniques on 25 globus
patients, 92% experienced improvement following treat-
ment. Khalil ¢z a/'" randomly allocated 36 globus pa-
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tients to either a speech therapy group or a reassurance
group. Those in the speech therapy group used a number
of exercises to relieve pharyngolaryngeal tension, includ-
ing yawning, adopting a “giggle posture” (which helps
retract the false vocal cords), and a “wet swallow” (as
opposed to a “dry” or “check swallow,” which patients
often perform habitually and which tends to aggravate
the globus symptom). Patients also attempted to elimi-
nate throat cleating and promote adequate hydration by
avoiding smoking, excess tea, and coffee. At the end of
3 mo, patients in the speech therapy group demonstrated
significantly better globus symptom scores compared
with those recorded prior to the intervention. Individu-
als in the speech therapy group also experienced signifi-
cant improvements in globus symptoms when compared
with controls. However, further research is needed to
distinguish whether speech therapy has a specific effect
or whether patients simply benefit from general atten-

. [119]
tion and reassurance

Cognitive-behavioral therapy/antidepressants
Globus is the fourth most common symptom of so-
matization disorder after vomiting, aphonia, and pain
in the extremities''”. Cognitive-behavioral therapy has
emerged as the best treatment for a variety of somato-
form disorders and medically unexplained symptomsm”.
Although there has not yet been a substantial trial of
cognitive-behavioral therapy in globus patients, it is likely
to be a promising treatment for repeat attenders whose
symptoms remain refractory’’”,

A small series of anti-depressants have been found
to be beneficial for some globus patients with concomi-
tant psychiatric disorders, such as panic, somatization,

major depression, and agoraphobia*'*’.

Other treatment strategies

Thyroidectomy in patients with thyroid disorder
partial epiglottectomy in selected cases whose retroverted
epiglottis made contact with the tongue base* were
both reported to significantly relieve the globus symptom.
In addition, ablation of CHGM by argon plasma coagu-
lation has shown some promise in improving chronic
globus syrnptorns[ss’sﬂ. Although additional research of
these techniques is needed, these approaches would pro-
vide some benefit to patients with unexplained chronic
globus who are refractory to any medical treatments.

49-51
: ] or

CONCLUSION

Although globus is a common clinical condition, its etiol-
ogy remains uncertain, and there is no standard protocol
for its diagnosis and management. The results of recent
studies have strongly suggested that GERD is a major
cause of globus, though this remains under considerable
debate. Numerous other disorders, such as abnormal
UES function, esophageal motility disorders, structural
head and neck diseases, and psychological factors, have
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been suggested as potential causes of globus. However,
it has been rather difficult to establish a causal relation-
ship between globus and these disorders because most
of the reported studies were uncontrolled, had a small
sample size, or were case reports. Currently, careful his-
tory taking and nasolaryngoscopy are essential as a first
step in managing globus. Given the benign nature of
the condition, patients with typical globus do not appeat
to need further investigation; rather, a 3-mo treatment
with high-dose PPIs seems to be a reliable treatment op-
tion. If patients are nonresponsive to PPI therapy, they
should undergo a definitive assessment, such as endos-
copy, pH monitoring, or MII/pH monitoring; MIT/pH
monitoring in particular may increase the diagnostic
yield of GER in globus patients. In cases with negative
clinical investigations and consistent globus symptom,
other treatment strategies, including speech therapy, anti-
depressants, and cognitive-behavioral therapy, should
be considered. In the future, well-designed, randomized
controlled studies are needed to definitively determine
the effect of PPI treatment on globus. In addition, it is
necessary to ascertain the etiology of globus wiz large-
scale studies.
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