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ABSTRACT

Objective

Evaluate the role of scintigraphy in the assessment of post-prandial gastro-esophageal
reflux in wheezing babies.

Methods

Thirteen wheezing babies with post-prandial gastroesophageal reflux (10 males
and 3 females; mean age 11 months; mean weight 11.6kg) were studied (Group
1). Patients were treated with 0.2mg/kg of cisapride, 3 times a day during 4 to 8
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months (average: 6 months). Post-prandial gastroesophageal reflux was
diagnosed by medical history, physical examination, and scintigraphy. Twelve
wheezing babies with physiologic post-prandial gastroesophageal reflux (6 males
and 6 females; mean age 8.7 months; mean weight 10.7kg) were included as a
comparative group (Group 2). Patients were submitted to scintigraphies using
18.5 MBq of ®*"Tc-sulfur colloid. Post-prandial gastroesophageal reflux episodes
were evaluated according to the esophageal regions. The total duration time of
post-prandial gastroesophageal reflux episodes was recorded (seconds). Post-
prandial gastroesophageal reflux was considered physiologic when the total
duration time of post-prandial gastroesophageal reflux episodes was lower than
8 seconds and limited to the distal esophagus. The patients were submitted to
two scintigraphies: a baseline scintigraphy, performed before cisapride therapy
and a follow-up scintigraphy, performed after cisapride therapy.

Results

There was a statistically significant reduction in the total duration time of post-
prandial gastroesophageal reflux episodes in the upper and middle esophageal
regions in the follow-up scintigraphy studies compared to baseline scintigraphy.
There was a also a reduction in the total duration time of post-prandial
gastroesophageal reflux episodes in the distal esophageal regions in the follow-
up scintigraphy studies when compared to baseline scintigraphy, however, this
reduction was not statistically significant. The total duration time of post-prandial
gastroesophageal reflux episodes in the distal esophageal region was significantly
higher in Group 1 as compared to Group 2.

Conclusion

Scintigraphy is a non-invasive, easy to perform method for determining the
reduction of post-prandial gastroesophageal reflux in wheezing babies. This
method, due to the low radiation dose, can be performed repeatedly, in order to
attain a proper evaluation of post-prandial gastroesophageal reflux.

Indexing terms: wheezing baby syndrome, gastroesophageal reflux, radionuclide
imaging.

RESUMO

Objetivo

Avaliar o papel da cintilogratfia na pesquisa de refluxo gastro-esofagico pds-prandial
em bebés chiadores.

Métodos

Treze bebés chiadores com refluxo gastro-esofdgico pos-prandial (10 masculinos
e 3 femininos, média de idade 11 meses, peso médio 11,6kg) foram estudados
(Grupo 1). Os pacientes foram tratados com 0,2mg/kg de cisaprida, 3 vezes por
dia, por 4 a 8 meses (média 6 meses). Refluxo gastro-esofagico pos-prandial foi
diagnosticado através da historia clinica, exame fisico e cintilografia. Doze bebés
chiadores com refluxo gastro-esofagico pds-prandial fisiolégico (6 masculinos, 6
femininos, média de idade 8,7 meses, peso médio 10,7kg) foram incluidos como
grupo comparativo (Grupo 2). Pacientes foram submetidos a cintilografias usando
18,5MBq de coldide-"Tc. Refluxo gastro-esofdgico pds-prandial foi avaliado
de acordo com a regido do eséfago. O tempo total de episddios de refluxo
gastro-esofagico pos-prandial foi determinado (em sequndos). O refluxo gastro-
-esofdgico pos-prandial foi considerado fisiolégico quando o total duration time
of post-prandial gastro-esophageal reflux episodes foi menor que 8 sequndos, e
restrito ao terco distal do eséfago. Os pacientes foram submetidos a duas
cintilografias: uma cintilografia basal, realizada antes da terapia com cisaprida, e
uma cintilografia apos tratamento com cisaprida.
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Resultados

Houve uma reducédo significativa do total duration time of post-prandial
gastro-esophageal reflux episodes nas porcées superior e média do eséfago nos
estudos de cintilografia, apds tratamento, quando comparados com os estudos
de cintilografia basal. Houve também uma reducdo no total duration time of
post-prandial gastro-esophageal reflux episodes na regido distal do eséfago
nos estudos de cintilografia, apds tratamento, quando comparados com os
estudos de cintilografia basal, porém esta reducdo nao foi significativa. O total
duration time of post-prandial gastro-esophageal reflux episodes no terco distal do
eséfago foi significativamente maior no Grupo 1 quando comparado ao Grupo 2.

Conclusao

A pesquisa de refluxo gastro-esofdgico através da cintilografia € um método
de facil execugdo, ndo invasivo e capaz de determinar a reducdo no refluxo
gastro-esofagico pds-prandial em bebés chiadores. Este método, devido a baixa
dose de radiacdo, pode ser repetido diversas vezes para a avaliacdo adequada do
refluxo gastro-esofdgico pds-prandial.

Termos de indexagdo: sindrome do bebé chiador, refluxo gastroesofagico,

cintolografia.

INTRODUCTION

Nearly 25% of infants present recurrent
wheezing. Risk factors for wheezing include
bronchospasms, excess secretions and inflammation.
Common etiologies are allergies, viral infection,
gastroesophageal reflux (GER), foreign bodies and
extrinsic compression of the airways".

Gastroesophageal reflux may present itself as
regurgitation of saliva or food. The term
gastroesophageal reflux disease (GERD) covers a wide
spectrum of disorders caused by GER. The frequency,
topography, and duration of GER episodes indicate
the difference between physiological or pathological
GER. Characteristics of pathological GER are the
increased frequency, intensity and duration of GER
episodes, resulting in damage to the esophagus or
respiratory tract?. Uncontrolled respiratory disease,
as well as wheezing, is often caused by frequent
disorders of the lower esophageal sphincter?. The
high prevalence of GER in wheezing babies is not
just a casual association. GER may cause or worsen
bronchial obstruction due to aspiration, vagal reflex
and increased bronchial reactivity.

Esophageal pH monitoring is considered a gold
standard method for diagnosing GER3. However, this
method is invasive and expensive. Alternatively, GER

can also be investigated by non-invasive and
cost-effective diagnostic methods, such as barium
swallow study, scintigraphy or ultrasound*. The
present study evaluates the role of scintigraphy in
the assessment of post-prandial GER in wheezing
babies

Treatment of GER involves clinical and, less
frequently, surgical management, aiming at a
reduction of aggressive factors that cause GER, and
an increase of protective factors of the esophageal
mucosa. Cisapride, a benzamide used for GER
treatment, was selected for this study. It causes the
release of acetylcholine at post-ganglionic nerve
terminals in the gastrointestinal tract, increases
contraction of stomach and esophageal muscles, and
eventually, increases the tonus of the lower
esophageal sphincter, leading to an acceleration of
gastricemptying®®.

METHODS

Patients And Clinical Protocol

The study included 25 patients diagnosed for
the wheezing baby syndrome. The clinical criteria
for diagnosing the wheezing baby syndrome,
consisted of age and frequency of episodes: patients
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should be above 3 months old, and have had at least
3 episodes of wheezing, or one continuous episode,
for more than 30 days’. All patients underwent routine
clinical and laboratory tests (hemogram, serum IgA,
IgG, IgM and IgE, Mantoux test, and sweat sodium
and chloride measurement).

Patients were then investigated for GER by
scintigraphy. They were classified in two groups:
Group 1 included 13 wheezing babies with pathologic
post-prandial GER (10 males and 3 females; mean
age 11 months; mean weight 11.6kg). Group 2
included 12 wheezing babies with physiologic
post-prandial GER (6 males and 6 females; mean
age 8.7 months; mean weight 10.7kgq).
Physiologic post-prandial GER was diagnosed when
the total duration time of GER was lower than 8
seconds and limited to the distal esophagus®.

Group 1 patients with pathologic post-prandial
GER were treated with 0.2mg/kg of cisapride, 3 times
a day during 4 to 8 months (average: 6 months).
They were submitted to two scintigraphies. The first
scintigraphy, or baseline scintigraphy (BS), was
performed before cisapride therapy. The second
scintigraphy, or follow-up scintigraphy, was performed
up to 48 hours after discontinuation of cisapride
therapy. Group 2 patients with physiologic post-
prandial GER did not receive cisapride, and were
submitted to baseline scintigraphy only.

All patients used inhalation with fenoterol
during bronchial obstruction crisis. The use of inhaled
bronchodilators occurred only for short periods of
time. Exclusion criteria consisted of cisapride
contraindication; use of systemic glucocorticoids or
bronchodilators; malnutrition; low stature or weight;
chronic diseases such as congenital infection,
tuberculosis, cystic fibrosis, cardiac disorders, primary
or secondary immunodeficiency, genetic disorders,
mental retardation; pneumatocele; pleural effusion;
acute respiratory insufficiency; pulmonary abscess.

All studies were performed after parental or
guardian written consent. The Medical School Ethics
Committee approved the protocol in accordance to
Brazil's Ministry of Health Resolution 196/96, and to
the Helsinki Convention.

SCINTIGRAPHICSTUDY

A new acquisition protocol for assessing
post-prandial GER was developed. Patients were
required to fast during 4 hours, and then, they were
given milk containing 18.5MBgq of *™Tc-sulfur colloid.
Patients being in supine position, sequential images
of the thorax and upper abdomen were performed
with a low-energy all-purpose collimator, every 2
seconds during 15 minutes, making a total of 450
images, thus obtaining a highly sensitive method for
detection of post-prandial GER.

Static images of the same regions were
performed 4 and 24 hours after the ingestion of the
radiopharmaceutical beverage, to evaluate
pulmonary aspiration. A radioactive marker was used
to locate the sternum notch and xiphoid process, and
thus determine the esophagus area. Regions of
interest were included in the entire esophagus
area, which was then divided into three portions
(lower, middle, and upper portions of the esophagus).
Time/activity curves of the lower, middle, and upper
portions of the esophagus were generated.

Post-prandial GER episodes were evaluated
according to location (lower, middle, upper portions
of the esophagus) and duration.

The duration time of all the post-prandial GER
episodes (TTGER) were summed up for each
esophageal region (lower, middle, upper) and the
result was expressed in seconds as TTGER. The TTGER
in the lower esophagus was expressed as the sum of
the post-prandial GER duration times in all three
regions (lower, middle and upper regions); the TTGER
in the middle esophagus was expressed as the sum
of the post-prandial GER times in the lower and
middle regions and the TTGER in the upper esophagus
was expressed as the sum of the post-prandial GER
times only in this portion of the esophagus.

When the TTGER was less than 8 seconds,
post-prandial GER was considered as physiologic and
supposed to be limited to the distal esophagus.

Comparisons were established by paired or
unpaired Student’s t-tests, as indicated. Significance
level was considered with values lower than 5%
(p<0.05).
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RESULTS AND DISCUSSION

Group 1 patients presented a significant
reduction on TTGER in the upper and middle
esophageal regions in the FU studies compared to
BS (p<0.05; paired Student’s t-test). They also
presented a reduction on TTGER in the distal
esophageal regions; however, such reduction was
not statistically significant (p>0.05, paired Student’s
t-test) (Figures 1 and 2).

Compared to group 2, group 1 presented a
significantly higher TTGER in the distal esophageal
regions (p<0.05; Student’s t-test), even after cisapride
therapy (p<0.05; Student’s t-test) (Figure 3).

The static images, performed at 4 and 24
hours, did not show radiotracer accumulation in the
lung fields, therefore indicating that none of the
patients presented pulmonary aspiration.

This investigation has shown that the TTGER
in the different esophageal regions is inversely
proportional to the distance to the lower esophageal
sphincter (LES) in both studies (BS; FU). This
observation has not been clearly understood in terms
of the pathogenesis of post-prandial GER, and even
studies with pH probe have not been able to explain
which is more detrimental to the patients: several

TTGER in seconds

20

BS

post-prandial GER episodes confined to the lower
esophagus or a few GER episodes that reach the
upper esophagus.

Cisapride accelerates gastric emptying, thus
lowering the probability of post-prandial GER. In this
group of patients, FU exams were performed still
under the effect of cisapride. Thus, one has to
consider that, in addition to the spontaneous
maturation of the lower esophageal sphincter (LES),
cisapride probably helped to reduce the TTGER,
particularly in the upper and middle esophagus.
These findings demonstrated a peculiar clinical
situation, namely a reduction of post-prandial GER
episodes in the upper esophagus, a region where
wheezing, even though secondary to aspiration, is
more frequent®.

Physiologic post-prandial GER, which may
occur during two hours after a meal, is a normal
phenomenon in infants below the age of 1 year.
Scintigraphy is a post-prandial test that can detect
both physiological and pathological post-prandial
GER, thus helping the health professional to decide
on the treatment and choices of medication, without
the need for any other diagnostic method.
Scintigraphy is not invasive'®!", there is no need for
sedation, is well tolerated, and rapidly performed.

B

FU Gl

Lower Esophageal Region

Figure 1. Mean TTGER for each portion of the esophagus in the baseline and follow-up scintigraphy studies.
Note: BS= baseline scintigraphy; FU= follow-up scintigraphy; TTGER= total time of post-prandial gastro-esophageal reflux.
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Scintigraphy may also be used for prolonged periods
of time without increasing exposure to radiation,
consequently being a decisive method of assessing
the effect of drugs for GER therapy'>'3. Quantification
of GER episodes and evaluation of GER
characteristics, such as volume and clearance time,
can be determined by scintigraphy, as well as
pulmonary aspiration can be diagnosed by the same
method'?. Latini et al.’* emphasized that scintigraphy
could be considered effective and reliable for

diagnosing post-prandial GER. In this study, post-
prandial GER diagnosis was based on history, physical
examination and scintigraphy.

Some authors'>'®consider scintigraphy better
than pH probe monitoring for post-prandial GER
diagnosis, while others claim that the opposite is
true’®. Vandenplas et al."” compared scintigraphy with
pH monitoring in 65 newborns; they considered both
procedures useful in investigating post-prandial GER,
even though the two techniques explore differently

Figure 2. (A) BS demonstrating GER. (B) FU of the same patient showing a global reduction of the GER.

Note: BS= baseline scintigraphy; GER= gastro-esophageal reflux; FU= follow-up scintigraphy.
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Figure 3. Mean TTGER for the lower esophageal region in the BS and FU studies and in group 2.
Note: TTGER= total time of post-prandial gastro-esophageal reflux; BS= baseline scintigraphy; FU= follow-up scintigraphy;
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the reflux phenomenon differently. The enormous
difference between these techniques raises
controversies. The above study' compared these
techniques during the post-prandial period and
demonstrated that scintigraphy was more sensitive
in detecting post-prandial GER. This can be explained
by the fact that the stomach is distended and its pH
neutralized by the ingested meal, which means that
post-prandial GER is detected by scintigraphy and
not by pH monitoring, which is unable to detect
neutral GER. Scintigraphy does not depend on the
pH of the gastric content to detect post-prandial GER.
These authors concluded that pH monitoring, besides
being an invasive method, has other disadvantages
such as its high cost, the frequently required
hospitalization, its indirect measurement of GER, its
incapacity to determine the extent of the GER or to
detect pulmonary aspiration. Karaman et al.'®
evaluated 82 wheezing children and detected GER
in 21.9% of them. They concluded that although
esophageal pH monitoring has been reported to be
the best technique in the evaluation of GER,
scintigraphy is very sensitive in the evaluation of
children with recurrent wheezing, since it is a non-
invasive and easily applicable method.

Ultrasound is a new method for detection of
GER episodes, which measures the opening of the
LES. However, the method is not quantitative, it
cannot determine the extent of the GER episodes in
the esophagus, and is not able to detect pulmonary
aspiration'. Some authors propose a combination
of diagnostic modalities to diagnose GER in young
children?.

The wheezing baby syndrome and GERD
continue to draw a great deal of interest, as there
are factors that still have to be clarified. The cause
and effect relationship between these conditions is
still a controversial topic, and the mechanisms
involved have to be identified.

Scintigraphy is a non-invasive and sensitive
method for detecting post-prandial GER episodes. The
acquisition protocol performed in this study, with a
total of 450 images, is a highly sensitive and fast
method for detection of post-prandial GER, a major

advantage when studying children. Due to its low
radiation dose, scintigraphy can be performed
repeatedly in wheezing babies. We conclude that
this modified scintigraphy protocol was effective for
assessing post-prandial GER, making it a suitable
protocol for diagnostic and research purposes,
regarding gastric motility or lower esophageal
sphincter physiology.
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