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Abstract

Introduction: Globus pharyngeus accounts for up to 4% of otolaryngology consul-
tations. There is no consensus in the literature regarding its treatment; however,
most studies agree that gastroesophageal reflux is the primary etiological factor.
Objective: To determine whether treatment with proton pump inhibitors is associa-
ted with changes in the quality of life of patients with globus pharyngeus. Methods:
This prospective observational study included patients who attended otolaryngology
outpatient consultations between January and December 2022 and were diagnosed
with globus pharyngeus. All patients underwent a comprehensive otolaryngologic
evaluation, and the following assessment tools were used before and after three
months of treatment: the Reflux Symptom Index (RSI), the Reflux Finding Score
(RFS), the Glasgow-Edinburgh Throat Scale (GETS) for globus pharyngeus, and
the SF-36 Quality of Life Questionnaire. Results: The study population consisted of
35 patients, 27 of whom were women (77.1%), with an average age of 55.2 years.
Improvement was observed in all RSI scale parameters. Quality of life improved
after treatment in the domains of bodily pain, vitality, social functioning, emotional
role, and mental health. Conclusions: In this observational study, treatment with
proton pump inhibitors significantly improved symptoms associated with globus
pharyngeus.
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tion, often difficult for patients to describe. It is associated

with a wide range of symptoms and significant interperso-

Globus pharyngeus is a common condition that may
account for up to 4% of otolaryngology consultations.
Its prevalence in the general population is approximately
12.5% in the United States®¥, and up to 45% of healthy
volunteers in a study conducted in the United Kingdom
reported experiencing it™”. It has a peak incidence in middle
age, with an average age of onset of 43 years (range: 22 to 71
years)®). Some authors have reported a higher prevalence
among women®, while others have found similar rates in
both men and women”). This is a poorly understood condi-

nal variability, which has limited the development of stan-
dardized diagnostic and treatment protocols.

Due to the lack of consensus on the etiology of globus
pharyngeus, there is no standardized algorithm for its
diagnosis and treatment. An example of this is a study
conducted in the United Kingdom, where 14% of otolaryn-
gologists did not perform any diagnostic tests in patients
presenting with globus pharyngeus symptoms and instead
prescribed treatment with proton pump inhibitors (PPIs).
The remaining 86% investigated the symptoms using a
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variety of methods, including esophagogastroduodenos-
copy (61%), barium swallow (56%), or a combination of
both approaches (17.5%)®.

Although several studies have reported an association
between globus pharyngeus and psychosomatic disorders,
such as anxiety and depression®'?), there is only one known
study that evaluates quality of life before and after initial
otolaryngology consultation, without providing any spe-
cific treatment other than patient education. In this study,
conducted by Pia Jirvenpii et al. in 20171Y, 30 patients
with globus pharyngeus underwent physical examination
and nasofibro-laryngoscopy. The evaluation also included
the Reflux Finding Score (RES), as well as questionnaires
such as the Reflux Symptom Index (RSI), the Dysphagia
Handicap Index (DHI), and the 15D Quality of Life
Questionnaire. The results showed that patients with glo-
bus pharyngeus had higher disability scores, which impro-
ved after four months of follow-up without any specific
treatment. Furthermore, up to one-third of patients decli-
ned additional testing following the initial consultation?.

Although this study suggests a possible psychosomatic
origin for this condition, the role of PPI therapy has not
been extensively studied. This appears contradictory, con-
sidering that laryngopharyngeal reflux has been regarded
as the primary etiology of globus pharyngeus”'?. The aim
of this study is to determine the relationship between PPI
treatment and changes in quality oflife in patients with glo-
bus pharyngeus.

METHODOLOGY

This research study was approved by the Department
of Research and the Ethics Committee of the School of
Medicine at the Universidad de Cartagena. An observa-
tional, prospective linear study was conducted, based on a
before-and-after design. It included 3S conveniently selected
patients who attended outpatient otolaryngology consulta-
tions at Gastropack Medical Center and ORL del Caribe in
Cartagena between January and December 2022, presenting
globus pharyngeus as their main reason for consultation.
Patients between 18 and 75 years of age were included.
Exclusion criteria were: incomplete questionnaire data;
current or recent (within the past year) treatment with PPIs;
suspected diagnosis of other upper aerodigestive tract con-
ditions; or alarm symptoms suggestive of malignancy of the
upper digestive tract, such as weight loss, dysphagia, ody-
nophagia, or symptom lateralization.

Prior to signing the informed consent form, all patients
underwent a comprehensive otolaryngologic evaluation,
including nasofibrolaryngoscopy. The Reflux Symptom
Index (RSI), the Reflux Finding Score (RFS), the Glasgow-
Edinburgh Throat Scale (GETS) for globus pharyngeus,
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and the SF-36 questionnaire were administered to assess

quality of life. Esomeprazole 40 mg was prescribed every

12 hours for 3 months. After the treatment period, the RSI,

RES, GETS, and SF-36 assessments were repeated. All sur-

vey data were collected directly by the principal investiga-

tor via telephone.

The RSI is a scale used to assess the degree of laryn-
gopharyngeal reflux symptoms. It is based on nine items
scored from 0 to 5, depending on the severity of the symp-
toms, with a maximum score of 45. A score greater than or
equal to 13 is indicative of laryngopharyngeal reflux(¥. The
GETS scale was designed to evaluate patients with globus
pharyngeus symptoms, estimating the presence and severity
of common throat complaints on a scale from 0 to 7. The
last two items are questions that help establish a relations-
hip between globus and the patient’s quality of life". The
RES is an endoscopic findings scale developed to analyze the
laryngopharyngeal changes caused by laryngopharyngeal
reflux. The maximum score is 26, and a score of 7 or higher is
considered highly suspicious for this condition'*.

For the estimation of quality of life, the recommenda-
tions established in the SF-36 manual were followed. After
the administration of the questionnaire, the following steps
were carried out:

1. Homogenization of the response direction by recoding
the 10 items that required it, ensuring that all items
followed the gradient of “the higher the score, the better
the health status.”

2. Calculation of the sum of the items that make up the
scale (raw score of the scale).

3. Linear transformation of the raw scores to obtain scores
on a scale between 0 and 100 (transformed scores of
the scale).

For each dimension, the items were coded, summed, and
transformed into a scale ranging from 0 (the worst health
status for that dimension) to 100 (the best health status) ().

The statistical analysis was performed using Jamovi soft-
ware. Numerical and categorical variables were expressed
as the mean (standard deviation [SD]) and as percentages,
respectively. In addition, to determine the normality of the
sample, the non-parametric Shapiro-Wilk test was applied.
A significance level of 5% was set.

To determine the relationship between quality of life
and proton pump inhibitor treatment, the mean difference
was estimated using the Student’s ¢-test for paired samples
in variables with a normal distribution. For variables with
a non-normal distribution (physical function, physical
role, general health, social function, and emotional role),
the Wilcoxon signed-rank test was used. Additionally, to
assess the relationship between treatment and changes in
the RSI, GETS, and RFL, the difference in medians for pai-
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red samples was estimated using the Wilcoxon signed-rank
test, as these variables had a non-normal distribution. This
was done by comparing the scores from the questionnaires
before and after initiating PPI treatment.

RESULTS

Finally, 35 patients were available for analysis. Of these,
77.1% (n = 27) were women. The mean age was 55.2 years
(SD: 14.5). The mean scores of all RSI items significantly
decreased statistically. On the one hand, the severity of
symptoms such as throat clearing, occasional or paroxys-
mal cough, and the sensation of a lump or needle in the
throat showed the greatest reduction after treatment. On
the other hand, symptoms such as dysphonia or other voice
issues, as well as difficulty swallowing, showed the least
change by the end of the treatment (Table 1).

When evaluating the GETS scale, scores decreased con-
siderably across all assessed symptoms. The difference was
statistically significant for all items except for “swelling in
the throat.” The symptoms that showed the greatest reduc-
tion in severity were the sensation of discomfort in the
throat, the amount of time spent thinking about the throat,
phlegm in the throat, and the constant urge to swallow
(Table 2).

Regarding the endoscopic findings of the patients after
antisecretory treatment, the most frequent observation was
the presence of erythema/hyperemia in the larynx limited
to the arytenoids, in 57.1% of patients. Only 8.6% (n = 3)
had a positive RFS score (>7 points) for laryngopharyngeal
reflux, indicating that imaging abnormalities are not neces-

sarily required to determine the presence of the symptom.
One does not exclude the other (Table 3).

The SF-36 dimension with the highest score prior to
treatment was physical functioning, with a mean of 50.8,
followed by social functioning, with a score of 49.1. The
lowest scores were observed in the physical role and emo-
tional role dimensions, with scores of 25 and 24, respecti-
vely. An increase was observed in all SF-36 subscales after
treatment, and in five out of the eight dimensions, the diffe-
rences reached statistical significance (bodily pain, vitality,
social functioning, emotional role, and mental health)
(Table 4).

DISCUSSION

The present study predominantly included female patients
(77%), with a mean age of 55.2 years (+ 14.5). The mean
age among women was 52.3 years, while among men it was
65 years, reflecting an earlier and more frequent presenta-
tion in females. This finding is consistent with most reports
in the global literature, which describe a higher prevalence
in women, as observed in the studies by Drossman et al.,
Thompson et al., and Harvey et al.>*. However, a higher
percentage of arterial hypertension (HTN) and diabetes
mellitus (DM) was found in this sample. This can be partia-
lly explained by the older mean age of the study population
compared to other studies, in which the average age ranges
from 45 to 52 years!7"1%),

The most prevalent medical histories in the sample were,
in order, HTN, tobacco use, type 2 DM, and alcohol con-
sumption. Contrary to current assumptions, this study

Table 1. RSI Symptom Scale Differences Before and After Proton Pump Inhibitor Treatment

RSl scale items
Dysphonia or other voice problem
Clearing of the throat
Presence of excessive mucus in the throat or postnasal drip
Difficulty swallowing food, liquids or pills
Coughing after eating or lying down
Feeling of choking or obstruction
Occasional or paroxysmal cough
Sensation of a lump or a needle in the throat

Retrosternal burning, chest pain, indigestion, sour regurgitation

Table created by the authors.

Pretreatment Posttreatment Difference p
1.9 1.1 0.8 0.001
3.2 1.7 -1.5 <0.001
23 1.4 0.9 0.001
1.6 0.8 0.8 0.002
1.5 0.6 -1.0 0.001
22 1.1 -1.1 <0.001
2.3 11 -1.3 <0.001
3.2 1.8 -14 <0.001
2.0 1.0 -1.0 <0.001
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Table 2. Difference in GETS Scale Item Scores Before and After Treatment

Symptom of the GETS scale
Sensation of having something stuck in the throat
Sore throat
Throat discomfort/irritation
Difficulty swallowing food
Sensation of throat closing
Swelling in the throat
Phlegm in the throat
Cannot clear throat when swallowing
Constant urge to swallow
Food sticks when swallowing
How much time do you spend thinking about your throat?

At the moment, how annoying do you find the sensation in your throat?

Table created by the authors.

found that only a small percentage (5.7%) of patients had
a history of diagnosed depression or anxiety. According to
various authors, psychiatric disorders such as depression,
generalized anxiety, and panic disorder may be present in
up to 44% of patients with globus pharyngeus®?. Moreover,
in Rasmussen’s study, 84% of participants presented with
anxiety, mainly related to fear of having cancer(®).

After evaluating reflux-related symptoms, the sensation
of throat clearing was identified as the most severe symp-
tom, followed by the sensation of a “lump” or “needle”
in the throat. These discomforts often overlap with and
are easily confused with the general symptom of globus
pharyngeus, making it difficult to establish a specific diag-
nosis of laryngopharyngeal reflux. Such a diagnosis would
require additional diagnostic tools, such as esophagogas-
troduodenoscopy or 24-hour esophageal pH monitoring,
to differentiate these pathologies®V. Patients in this cohort
did not report typical symptoms of gastroesophageal reflux
disease, which are usually common in that condition, such
as a history of chronic gastritis, heartburn, sour regurgita-
tion, or chest pain®*?¥). This may be explained by the fact
that patients were recruited from an otolaryngology clinic,
where it is less common for referred individuals to present
with predominantly gastroesophageal symptoms.

Patients’ perceived quality of life was low from the begin-
ning of the study. Most reported a fair health status that had
remained the same or worsened over the past year. This
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Pretreatment Posttreatment Difference p
26 1.6 -1.1 <0.001
22 i.3 0.9 0.005
29 1.3 -1.6 <0.001
1.7 0.7 -1.0 <0.001
1.8 1.0 0.8 0.009
0.9 0.6 0.3 0.208
3.1 14 1.7 <0.001
22 1.3 0.9 0.004
29 1.2 1.7 <0.001
1.4 0.6 0.8 0.002
45 23 2.2 <0.001
49 25 2.4 <0.001

finding is consistent with the literature, such as the study by
Harris et al. on stressful life events and the onset of globus
pharyngeus®?, in which patients with globus pharyngeus
reported more discomfort and more stressful life events
during the two months prior to symptom onset compared
to controls. These findings support the idea that emotional
disorders may play a causal role in the onset of globus pharyn-
geus rather than being a consequence of the symptom.

Moreover, regarding their physical health, patients in
the present study reported reduced work performance and
limitations in carrying out daily activities. With respect to
emotional problems, they reported doing less than they
would like to, experiencing pain that interfered with work-
related tasks during the past month, and feeling exhausted
and fatigued over the past week. Notably, nearly half of the
patients reported being less careful in carrying out their
job duties, difficulty engaging in social activities due to
low mood, and nervousness. These findings are suppor-
ted by previously published studies, such as that by Dr.
Jarvenpdi'), in which patients with globus pharyngeus
had lower quality-of-life scores at their initial otolaryngo-
logy consultation. These findings are relevant because they
highlight the connection between globus pharyngeus and
impairment in key areas of the patient’s life, particularly in
their occupational and emotional well-being.

The literature describes that patients who do not show
significant symptom improvement despite treatment with
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Table 3. Endoscopic Findings on the RFS Scale

Findings Score Frequency Percentage
Subglottic Absent 88! 94.3
edema : :

No information 2 5.7
Ventricular Absent 33 94.3
obliteration : i

No information 2 5.7
Erythema/ Absent 9 25.7
hyperemia :

Arytenoids only 20 57.1

Diffuse 4 114

No information 2 5.7
Edema of vocal  Absent 29 82.9
folds i

Mild 1 2.9

Moderate 3 8.6

No information 2 57
Diffuse laryngeal Absent 13 37.1
edema )

Mild 11 314

Moderate 8 22.9

Obstructive 1 2.9

No information 2 57
Granuloma/ Absent 32 914
granulation
fissue Present 1 29

No information 2 5.7
Thick Absent 25 714
endolaryngeal
mucus Present 8 22.9

No information 2 5.7

Table created by the authors.

PPIs often have an underlying, uncontrolled anxiety disor-
der®¥. Although only two patients (5.7%) in this study had
a prior diagnosis of anxiety or depression, the average emo-
tional role score on the quality-of-life scale was significantly
reduced. This finding suggests a probable underdiagnosis of
psychiatric conditions among patients with globus pharyn-
geus, who may also benefit from referral to and treatment
by psychology or psychiatry specialists. It should be noted
that no validated scales were used in this study to objecti-
vely diagnose anxiety or depression in the participants.

Table 4. Difference of the Subscales of the SF-36 Quality of Life Survey
Before and After Treatment

Quality of life Pre- Pos- Difference p
aspect
Physical function 50.8 54.3 815 0.116
Physical role 25 28.6 3.6 0.262
Bodily pain 47.7 54.9 7.2 0.027
General health 471 49.5 24 0.166
Vitality 44.3 5.5 1.2 0.003
Social function 491 58.6 gi5 0.029
Emotional role 24.8 34.7 9.9 0.02
Mental health 43.4 49.9 6.5 0.029

Table created by the authors.

When analyzing quality-of-life scores based on patient
self-perception, the domains that showed statistically signi-
ficant improvement after treatment with PPIs were bodily
pain, vitality, social functioning, emotional role, and men-
tal health. No other studies were found that specifically
evaluated changes in quality of life following antisecretory
treatment in patients with globus pharyngeus. However,
there are studies assessing quality-of-life changes in patients
with gastroesophageal reflux disease after PPI treatment,
such as the study by Aanen et al., in which the most notable
improvements after treatment were observed in emotional
role and vitality®®.

Regarding the improvement in RSI-assessed symp-
toms, all showed statistically significant improvement.
The most notable improvements were in occasional
coughing after eating (66% improvement), throat clearing
(52%), and the sensation of a lump or needle in the throat
(56%), which were the most severe symptoms reported
by patients before treatment. Prior to initiating PPI the-
rapy, the mean RSI score was 20.3 points, and 26 out of 35
patients (74%) had an RSI above 13 points, a threshold
considered suspicious for laryngopharyngeal reflux!?.
After treatment, the mean RSI score was 10.6 points. Very
similar data were found in a recently published study by
Boom et al."® in which their patients with globus pharyn-
geus had a mean RSI score of 18.8 points at baseline, with
76% of patients having a score greater than 13, and a post-
treatment RSI score of 10.3 points after two months of
PPI therapy.
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Regarding symptom improvement on the GETS scale,
the most consistently responsive symptoms were “wanting
to swallow all the time,” “phlegm in the throat,” “throat
discomfort,” and “the sensation of having something
stuck.” As for the endoscopic findings prior to antisecre-
tory treatment, evaluated using the Reflux Finding Score
(RFS), the most relevant signs observed were: erythema/
hyperemia in the larynx and mild to moderate diffuse
laryngeal edema in more than half of the patients; thick
laryngeal mucus in approximately 25% of the patients;
and mild to moderate edema of the vocal folds in just over
10%. However, only three patients (9%) had a positive
REFS score for laryngopharyngeal reflux, despite all of them
reporting symptoms of globus pharyngeus. This suggests
that a negative RFS result does not rule out the presence
of the symptom nor the potential benefit of antisecretory
treatment. The mean RFS score in this study was 3.6 points,
which contrasts with findings in the literature, such as in
the study by Dr. Boom et al."¥), where the mean score was
S points and 25% of the patients had a positive RFS score
for laryngopharyngeal reflux prior to treatment.

In the literature, the Reflux Finding Score (RFS) has
been reported to have a sensitivity of 87.8% and a speci-
ficity of 37.5% for detecting patients with pharyngeal ref-
lux, as confirmed by the reference standard, which is pH
monitoring®%?”). Shilpa et al. found in their study that the
RSIand the RFS were complementary and showed a strong
correlation with the diagnosis of laryngopharyngeal reflux.
They also concluded that after three months of treatment
with PPIs, 70% of their patients showed improvement in
the RES®®). This association between the presence of glo-
bus pharyngeus and signs suggestive of laryngopharyngeal
reflux could be further clarified through larger studies that
include a greater number of patients and hospital centers.
It is also important to consider that the RES is a subjective
assessment and may show interobserver variability, which
could account for differences found between studies. In
patients who do not show improvement in symptoms with
antisecretory treatment, it is also essential to evaluate for
functional voice disorders, as several studies have described
a causal relationship between these two pathologies®>*").
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