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Background: Globus pharyngeus is the lump sensation in the throat associated with various conditions
including somatoform disorder and gastroesophageal reflux disease. However, many patients with unrelated
causes were found to respond to anti-allergic treatment.

Objective: Determine the results of allergic skin test in globus pharyngeus patients who had unidentified
causes.

Material and Method: Fifty-four globus pharyngeus patients were enrolled and referred for complete
physical examination, screening psychological status, videostroboscopy, and reflux finding score assessment.
All patients including 38 controlled subjects underwent skin prick test and/or intradermal test. The globus
patients who had positive test were recommended to have anti allergic treatment. Barium swallowing study,
ambulatory double-probe pH monitoring, or plain film cervical spine was done in patients with negative skin
tests and in non-response to medication.

Results: There was statistically significant difference of positive skin test results between globus and
the control group (77.8% vs. 28.6% OR = 13.12, p < 0.001). In positive skin test-globus group, globus
symptom was improved in 64.3% after allergic treatment, which 85.2% had moderate and excellent
improvement. In patients with negative skin test and non-response group show various conditions including
gastroesophageal reflux disease (18.52%), abnormal esophageal manometry (40.74%), and myofascial pain
syndrome (3.71%).

Conclusion: Due to high prevalence of positive skin test in globus pharyngeus patients, this symptom should
be considered as one of the atypical allergic manifestations.
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esophageal disorders“®. Many cases in the literature
were found to have different causes such as cervical

Globus phryngeus, or sensation of the lump
in the throat, is a common problem that comprises 3%

to 4% of all new referrals in otolaryngology clinics®2,
It occurred one or more times in 45% of apparently
healthy people®. Globus pharyngeus had been
thought to be an anxiety state, however, in later studies,
patient with globus sensation were found to be psy-
chically healthy. Those patients had some evidence of
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osteophytes®?, hyperplastic pharynx, posterior
cricoid web®®, lingual tonsil hypertrophy©%, tempo-
romandibular joint dysfunction®®, hyperviscoelasticity
of epipharyngeal mucous®?, esopharyngeal structure
and motor disorder®*9, Most of them were reported
by the case series or in the small sample sizes.
Recently, gastroesophageal reflux disease
(GERD) is one of the most studied in the correlation
with the globus symptom. However, nowadays, these
studies still have conflicting results®®29, especially in
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Asian countries, which have lower prevalence of
GERD than Western countries®-??, In clinical practice
for globus patients, if the physical examinations
are negative for laryngopharyngeal reflux diseases,
the empirical treatment of anti-reflux regimens are
often started. However, oftenly, they do not give
symptomatic relief. On the other hand, many patients
who have globus symptoms unrelated to any causes
respond well to anti-allergic treatments. These are very
interesting in clinical observations.

According to Mill® who first studied the
correlation between globus and rhinosinusitis in seven
cases, all of the patients had abnormal sinus x-ray. The
explanation was it might be due to the mucous drip in
to the posterior pharynx. This posterior nasal drip could
occurr in both sinusitis and allergic patients. Presently,
there is no well-controlled studies in the literature to
identify the relationship of the globus symptoms and
the allergic disease.

Therefore, the aims of the present study were
to determine the prevalence of allergic skin test in
patients with globus pharyngeus and to describe the
natural history of this symptom.

Material and Method

A non-randomized controlled study was
conducted between July 2005 and June 2006 at the
otolaryngology clinic, Phramongkutklao hospital,
Thailand. The study was approved by the Institutional
Review Broad and the Ethical committee of Royal
Thai Army Medical Department. There were two study
groups, the controlled group and the globus
pharyngeus group. The controlled group consisted of
38 healthy volunteers who were aged more than 18
years old. They had no globus symptoms, no typical
allergic symptoms and all had normal oropharynx,
larynx, and pharynx examinations. The volunteers were
recruited during annual physical examinations at the
out-patient clinic. All of them had skin tests performed.
In the globus pharyngeus group, the consecutive
cases of patients with “lump in the throat” complaints
without true dysphagia or organic diseases were
enrolled in the present study. After initial assessment,
all patients underwent complete ENT examination,
videostroboscopy, reflux finding score (RFS)
assessment®, and psychological screening using
General Health Questionnaire (GHQ12)@, Thai
version®, Inclusion criteria included age more than 18
years old, no typical allergic symptoms (e.g itching,
sneezing, rhinorrhea, or asthma). All also had no
abnormality on examination of the oropharynx, larynx,
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and pharynx and should stop the antihistamine,
ketotifen, and steroid drugs at least 1 week before being
enrolled in the study. Exclusion criteria included patients
with classic allergic symptoms, classic gastritis or
gastroesophageal reflux symptoms (e.g regurgitation
heartburn), and with reflux finding score (RFS) > 7%,
which suggested laryngopharyngeal reflux condition,
patients with severe systemic diseases, who received
[-blocker, or monoamine oxidase inhibitor, those who
had obvious psychic disorders e.g anxiety, depression
and somatoform disorder, patients with history of
anaphylaxis to common allergen, dermographism
condition, and patients who smoked or had alcoholic
habits.

Reflux finding scores

In the globus pharyngeus group, the video-
stroboscope were performed and reviewed. The
“Reflux Finding Score (RFS)@” were scored by a
blind experienced otolaryngologist to find the
laryngopharyngeal reflux (LPR) condition as the
etiology of globus symptoms. The patients who had
RFS > 7 had a high possibility of having LPR® and
were excluded from the present study.

Allergy testing

Skin prick test

The presence of common 30 standardized
aeroallergens (pollens, weed trees, dander, house dust,
mites, mold and miscellaneous) were assessed through
a screening skin- prick test (GREER laboratories, Inc).
Skin prick test was performed with 1 drop of standardized
aeroallergens placed on both volar sites of upper
extremities and scratched with a lancet needle. Positive
skin prick test was recorded when there was wheal and
flare response, and wheal diameter more than 5 mm after
15 minutes. Negative control was done with 1 drop of
50% glycerol + 50% coca’s, positive control was done
with 1 drop of histamine hydrochloride (1 mg/ml).

Intradermal test

For the patients with negative skin prick test,
intradermal skin test were performed. Injection 0.01 ml
of standardized aeroallergens (GREER laboratories, Inc)
on the shoulder area with number 27 gauze needles,
slope 45 degree to plane and 2 cm apart from each
aeroallergen and negative skin test was performed
with Sterile Diluent’s For Allergen Extracts Normal
Saline With Serum Albumin (GREER laboratories, Inc).
Positive skin test was recorded when there was wheal
and flare response more than 5 mms after 15 minutes.
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Empirical treatment of the allergy

All the positive skin test globus patients then
underwent allergic medication therapies to determine
the correlation of the positive tests and the globus
symptoms. At the initial of the present study and at 1
month after treatment, the visual analogue score (VAS)
were evaluated the improvement of the symptoms by
the subjects. The positive outcomes were defined
when the improvement was more than 30 mm of the
VAS scales.

Ambulatory pH monitoring

In cases of the positive skin test patients
who did not improve globus symptoms after allergic
treatments, the 24 hr-pH-monitoring was performed
with esophageal manometry. The double antimony
electrodes were used (Jebsen & Jessen Model pH 406
Denmark). The distal electrode was positioned at 5 cm
proximal to the upper border of LES and the proximal
one was positioned at 2 cm above the UES.

If the outcome measurements for the
Esophageal probe were Demeester score > 14.72¢9,
it was determined to be a positive result. For the
pharyngeal probe, the results were positive when
percent time pH <4 more than 0.02% in upright, more
than 0% in supine position, or over all >0.1% or reflux
episode more than three®,

Other investigations

The plain film cervical spine and barium
swallowing studies were performed if necessary in
the patients who were suspected to have osteophytes
or esophageal mass or who did not respond to the
therapies. The results were summarized in frequency
table and flow chart in term of number and percent.

Results

Sixty-six globus patients were identified and
12 subjects were excluded because they had one or
more of the exclusion criteria. Finally, 54consecutive
globus patients were enrolled in the present study.
These comprised of 36 females (66.7%) and 18 males
(33.3%). Mean ages were 44.7 + 12.3 years old. Mean
duration of symptom was 5 months. Most of them
were married and were housewife (Table 1). Forty (74%)
patients had intermittent symptoms while 11 (20.4%)
had continuous ones.

Forty-nine (91%) of the globus patients had
other associated symptoms such as throat clearing
(78.4%) and intermittent cough and mild difficulty
in swallowing (27.5%). Most patients had globus
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sensation at about midline of the neck but they could
not point the exact level.

Allergic skin test

Of 54 globus patients, 42 (77.8%) had positive
skin test while eight (28.6%) of the 28 controlled
subjects had positive results (Fig. 1), which were
statistically significantly different (OR =13.12, p <0.001).
In addition, seven patients (16.6%) of the skin test
positive group developed classic allergic symptoms
after the beginning of the present study during the
1-year follow-up period (range 2-8 months, mean 3.7
months).

Empirical treatment & Visual analogue scale

Twenty-seven (64.3%) of the positive skin
test globus patients had significant improvement
(increased VAS > 30 mm) after allergy therapies. In
this group, 85.2% had moderate and excellent outcomes
(>55mm and > 75 mm, respectively) after 1 month of
empirical therapies (Fig. 1).

The rest of the positive test group and the
negative test group had other special investigations
performed as follow.

Table 1. Demographic data of the globus and controlled
subjects

Characteristics Number (%)

Globus patients  Controlled patients

(n=54) (n=138)
Age (year)
<21 1(1.9%) 3(7.9%)
21-30 7 (13.0%) 4 (10.5%)
31-40 11 (20.3%) 11 (28.9%)
41-50 20 (37.0%) 11 (28.9%)
> 50 15 (27.8%) 9 (23.7%)
Sex
Female 36 (66.7%) 25 (65.8%)
Male 18 (33.3%) 13 (34.2%)
Marrital status
Married 32 (59.3%) 24 (63.2%)
Single 17 (31.5%) 12 (31.6%)
Window 4 (7.3%) 2 (5.3%)
Divorced 1(1.9%) 0
Occupation
House wife 19 (35.2%) 13 (34.2%)
Labor 14 (25.9%) 9 (23.7%)
Officer 10 (18.5%) 7 (18.4%)
Private 7 (13.0%) 5 (13.2%)
Student 2 (3.7%) 3 (7.9%)
Agriculture 2 (3.7%) 1 (2.6%)
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Ambulatory pH monitoring

All 15 of non-improvement-positive test
group and 12 of the negative skin test group (total
n = 27) had been performed 24 hr-pH monitoring.
Five (18.5%) had positive pH-study (3 had typical LPR
and 2 patients had borderline results) (Fig. 1). All of
them responded well with GERD therapy regimen.

Esophageal manometry

Of those 27 patients with positive skin test
who did not respond to allergic therapy and those who
had negative skin test, 11 (40.7%) patients had positive
findings on esophageal manometry (4 high UES resting
pressure, 5 low amplitude peristalsis contraction, and
2 high amplitude peristalsis contraction) (Fig. 1).

Other investigations

The 13 barium swallowing studies and four
cervical spine films all had negative results. There
was one patient (3.7%) diagnosed as myofascial pain
syndrome at the neck muscle and his globus symptom
disappeared after local injection of 10% xylocain.

There were 37.03% (10/27) in the negative skin
test group and non-response positive skin test group
who had negative results in all investigations (Fig. 1)
and received supportive therapies, which had gradual
response.

Discussion

Characteristic data of the globus patients in
the present study were comparable with the study of
Malcomson®, Moloy®, Batch®® and Timon®, which
the globus patients had the average age of onset =44.7
years (Batch 45.2 years, Timon 43 years). The point
level of the globus sensation could not be identified in
most patients. Most associated symptom was throat
clearing, which was the same as Timon’s study®.
Onset of symptoms was gradual in 74%, which
contrasted to 56% of Timon’s study. There were two
interesting findings regarding the associated diseases
among patients that had not been reported before.
One globus patients had associated weight loss,
which esophageal manometry showed low amplitude
contraction of esophageal body. Another globus
patient had myofascial pain syndrome but his symptom
disappeared after xylocain injection.

In the present study, 77.8% of the globus
patients had skin test reactivity to common allergen,
which was higher than 21.05% of the control group.
These findings suggested the potential association
between globus symptom and the positive skin test.
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Globus patients
(n=54)

Positive
42(77.8%) [ Allergy skin test

Negative
12 (22.2%)

Positive special Investigations (n = 27)
Esophageal manometry 40.7%
Double probe pH monitoring 18.5%
Myofascial pain syndrome 3.7%
Barium swallow 0%
Film C-spine, Panorex 0%

Anti = Allergy Rx

Mot improved
15 (35.7%)

Assessment  —s!

|

Total positive finding= 63% (17)
Negative finding= 37% (10)

Improved
27 (64.3%)

Fig. 1 Flow chart showing the results of the study

A placebo-randomized controlled trial of the allergy
treatments should be considered in further study.

The authors excluded the patients who were
suspected to have laryngopharyngeal reflux (RFS > 7)
from the present study because the authors were
concerned only with globus patients with unidentified
causes. Ambulatory pH tests were performed only in
patients with a negative skin test and positive skin
test who did not respond to allergic medications.
Therefore, the prevalence of GERD in globus patients
could not be obtained from the present study. The
reasons the authors did not perform pH test in all
globus patients were it was an invasive procedure and
up to date, its sensitivity was relatively controversial.
In these groups, 18.5% had positive double-probe
pH test. This prevalence of reflux was lower than
previously reported®’-130),

In general, the skin prick test is a gold
standard in diagnosis of allergy. In cases of negative
skin tests, intradermal tests have been used to confirm
the diagnosis. Diagnosis of allergic diseases depend
on a patient’s history, physical examination and
positive skin tests. Positive test results without typical
allergic signs and symptoms may be due to previous
sensitization with aeroallergens. Furthermore, in some
patients, the presence of irritants or non-specific mast
cell secretagogues may explain positive responses with
concentrated extracts, especially when intradermal route
is used. Using prick puncture test, positive skin tests
probably detect the presence of specific IgE antibodies
to environmental allergens, although their presence
may not always coincide with clinically significant
allergic disease®V. However, the presence of positive
skin tests in asymptomatic subjects may predict the
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onset of allergic symptoms. According to Haggy’s
study®©?, asymptomatic patients with positive skin test
had a more significant incidence of allergic rhinitis
(32%) and asthma (6%) than asymptomatic patients
with negative skin test after 7 years follow up. As in the
present study, seven patients (16.6%) with globus
symptom and positive skin test developed typical
allergic symptoms within 1 year.

From these findings, globus may be one of
the early or may be atypical manifestation of allergic
symptoms. The mechanism of how allergy can cause
globus sensation may be due to posterior nasal drip
stagnation in the pharynx or hypopharynx, allergy
induces laryngitis©3¥ and allergy induces hyper-
viscoelasticity of pharyngeal mucous secretion®?,

Globus pharyngeus symptom may be
associated with the silent allergic reaction or positive
allergic skin tests. This symptom may be one of
the atypical manifestations of the allergy. The placebo-
randomized controlled trials are needed to confirm the
hypothesis.
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