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ABSTRACT

Background: esophageal manometry is the standard criterion for the evaluation of
dysphagia and the diagnosis of a primary motor disorder of the esophagus in adults
and children.

Aims: to describe the diagnosis according to the Chicago classification (CC) v3.0 in
children with dysphagia, in whom an esophageal motility disorder was documented.
The associated comorbidities were also determined.

Methods: an observational retrospective study was performed of 54 patients
evaluated for dysphagia, who had undergone a high-resolution manometry (HREM).
Results: a normal HREM was found in 52 % (n = 28) of the children, whereas 48 % (n =
26) had some esophageal motility disorder. The most frequent diagnosis was

ineffective esophageal motility and achalasia. Excluding previously healthy children,
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most children had a history of autoimmune disease and intellectual disability.

Conclusions: an esophageal motor disorder can be diagnosed in nearly half of infants
and children with dysphagia. In this study, all esophageal diseases could be classified
according to the CC v3.0. HREM should be considered for the evaluation of children

with dysphagia, in addition to other studies.

Keywords: Dysphagia. High-resolution manometry. Ineffective esophageal motility.

Achalasia.

INTRODUCTION

The evaluation of esophageal motility disorders in childhood can present a diagnostic
challenge due to the diversity of clinical presentation. Esophageal dysphagia is a
commonly referred symptom in pediatric gastrointestinal motility units and is present
in up to 87 % of the children in whom a high-resolution esophageal manometry
(HREM) is performed (1). HREM is often indicated in children with an anatomical
obstruction or other well-defined problems that do not explain the dysphagia.
Esophageal manometry is widely considered as the gold standard to assess esophageal
motility. This technique provides detailed information about the esophageal pressure
pattern as well as the sphincter function (2).

The Chicago classification (CC) of esophageal motility disorders has been widely used
in the diagnosis of esophageal diseases in the adult and pediatric population and was
based on metrics derived from studies in asymptomatic adult subjects (3,4). However,
there are a few studies to characterize esophageal motility disorders in the pediatric
population using the current CC. The aim of this study was to describe the
characterization of esophageal motility disorders in children with dysphagia according
to the current CC v3.0 and to describe the associated comorbidities in children with a

diagnosed esophageal motility disorder.

METHODS

Patients



[ENFERMEDADES IDIGESTIVAS

A retrospective, analytical and observational study was performed between January
2017 and February 2019. Inclusion criteria were: consecutive pediatric patients (age O-
18 years) referred for esophageal dysphagia to the physiology and gastrointestinal
motility unit in the Instituto Nacional de Pediatria (Mexico City, Mex) were included,
after a thorough evaluation by a pediatric gastroenterologist. All the patients
underwent a superior digestive endoscopic study. Some patients underwent a
contrasted barium esophagogram.

Exclusion criteria were: patients who did not complete the complete esophageal
manometry protocol (registry of fewer than ten swallows) and incomplete data in the
manometry records, history of anatomic malformation or esophageal surgery.

The presence or absence of gastrointestinal symptoms associated with esophageal
dysphagia (abdominal pain, gastroesophageal reflux, nausea, vomiting and weight loss)
was evaluated. Endoscopic esophagitis was established according to the Los Angeles

classification.

High-resolution esophageal manometry

The HREM was performed after obtaining informed consent/assent of the parents and
underage children, respectively. It was performed using a high-resolution impedance
manometry system (Sandhill Scientific Inc., Highlands Ranch, CO, USA), recording ten
effective drinks of 0.9 % saline at room temperature, according to the American
Neurogastroenterology and Motility Society - North American Society for Pediatric
Gastroenterology, Hepatology and Nutrition (ANMS-NASPGHAN) recommendations
(5). Manometric data were analyzed automatically using the BioView Analysis Sandhill
Scientific software and then each study was reviewed manually. The probe had 32
circumferential pressure sensors spaced 1 cm apart and 16 impedance channels with a
2-cm spacing.

According to the patient’s age, studies were performed with the patients in a
recumbent position or being held in the semi-upright positions. The manometry
catheter was placed nasally, with a simple lubricating gel, after a fast of six to eight

hours and without sedation. The catheter was fixed once the lower esophageal
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sphincter and/or esophagogastric junction was identified.

Data analysis

The manometric diagnosis was based using the CC algorithm (4). According to this
algorithm, the first assessment of esophageal motility is whether there is an
esophagogastric junction (EGJ) outflow obstruction as defined by integrated relaxation
pressure (IRP). Disorders of EGJ obstruction are then further classified into achalasia
subtypes and EGJ outflow obstruction. The next step was to look for major disorders of
peristalsis, which included distal esophageal spasm (defined as normal IRP and = 20 %
of premature contractions distal latency < 4.5), hypercontractile esophagus (defined as
> 20% of swallows with a distal contractile integral [DCI] > 8,000) and absent
contractility (defined as normal EGJ relaxation with 100 % failed peristalsis). The final
step was to look for minor disorders of peristalsis classified as ineffective esophageal
motility, defined by a DCI < 450 mmHg-s-cm with > 50 % ineffective swallows. Patients

who did not demonstrate any of these disorder subtypes were classified as normal.

Statistical analysis

The inferential and descriptive statistics for the numerical values were shown as the
mean and the categorical variables as percentages. The Mann-Whitney test was used
to compare the total number of symptoms among patients with normal HREM versus
abnormal HREM and the Chi-squared test was used to establish an association
between esophagitis and abnormal manometry. The level of statistical significance was
set at 0.05. Statistical evaluations were performed with the statistical software SPSS
version 22 (IBM, Armonk, NY, USA). Statistical significance was considered when an
alpha error value was < 0.05.

The study was performed in accordance with the Declaration of Helsinki.

RESULTS
Fifty-four patients who underwent HREM were included in the study; 52 % (n = 28) had

a normal HREM and 48 % (n = 26) had some manometry alteration, according to the CC
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of esophageal motility disorders v3.0. The median age was 10.4 years (range 1-17
years); 50.9 % were female and 49.1 % were male.

The main symptoms observed in addition to dysphagia were abdominal pain in 44 %,
reflux (regurgitation/heartburn) in 44 %, nausea in 33 %, vomiting in 26 % and weight
loss in 16 %. There were no differences in the total number of symptoms among
patients with normal HREM versus abnormal HREM (p = 0.90).

In addition, 42.6 % (n = 23) of patients were previously healthy and only had dysphagia
with any of the symptoms previously mentioned. The group of autoimmune diseases
represented 20.4 % (n = 11) of the children evaluated, followed by 16.6 % of patients
with intellectual disability (n = 9). Patients with congenital gastrointestinal
malformations, oncological diseases and allergic diseases each represented 5.5 %; the
rest of the associated comorbidities are presented in table 1.

Esophagitis was found in 39% (11/28) of children with a normal esophageal
manometry during the endoscopic evaluation, whereas it was documented in 30 %
(8/26) of children with an abnormal manometry. This difference was not significant (p
=0.58).

The most frequent manometric finding according to the CC v3.0 (Table 2) were
ineffective esophageal motility in 37 %, followed by EGJ outflow obstruction in 14.8 %.

Jackhammer esophagus and distal esophageal spasm were found in 3.7 %.

DISCUSSION

Esophageal dysphagia in children is one of the most common causes of presentation in
the gastrointestinal motility unit. In our study, all pediatric patients with some
esophageal motor disorder could be classified according to the algorithm of the CC
v3.0. The classification and application of esophageal motor disorders in pediatric
patients have evolved over the years. Singendonk et al. reported a retrospective study
that applied the 2012 CC criteria, and the esophageal motility disorders in children
were classified in 65.8 %. They found that CC metrics, particularly IRP and distal
latency, were age and size-dependent and required an adjustment to improve the

accuracy of diagnosis in children (6). Recently, a prospective study reported that
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certain HREM metrics were substantially influenced by the esophageal length and
required adjusted diagnostic thresholds, specifically for children (7). However, Edeani
et al. showed that esophageal motor disorders in children could be identified in all
cases using the current CC, which is similar to our study (1).

The symptoms of abnormal esophageal motility in children are like those in adults,
although symptoms are usually reported by the parents for younger children. The
presenting complaints can range from chest pain and dysphagia to pyrosis,
regurgitation, heartburn, nausea, vomiting and poor eating, which can potentially lead
to malnutrition. The spectrum of symptoms reported in our study is similar to that
described in other studies with pediatric patients (8,9).

We found that children with some autoimmune disease frequently had some
esophageal motor disorder. Dysphagia is a common symptom in patients with
rheumatologic diseases (10) and patients with achalasia are 3.6 times more likely to
suffer from any autoimmune condition (11). Immunological diseases are increasingly
frequent in the pediatric age (12). Thus, it is important to evaluate the esophageal
motility in the presence of dysphagia.

Intellectual disabilities were secondary to Down’s syndrome in the majority of our
cases and up to 63.8 % of children with Down’s syndrome may have dysphagia (13).
Zarate et al. reported that esophageal motor disorders, particularly achalasia, are
frequent in individuals with Down’s syndrome (14). Oropharyngeal dysphagia is a
common diagnosis in children with cerebral palsy (15). Nevertheless, esophageal
dysphagia is not evaluated frequently and therefore its prevalence in these patients is
unknown.

Esophageal dysmotility is almost universal after esophageal atresia repair and is mainly
related to a developmental anomaly of the esophagus (16). Aperistalsis is the most
frequent finding in the HREM and gastroesophageal reflux-related symptoms are
frequently reported (17). Dysphagia is a very unusual symptom of duodenal atresia
(18), possibly associated to gastroesophageal reflux disease (19).

In patients with acute leukemia, dysphagia is usually related to infection,

gastroesophageal reflux, chemotherapy toxicity or benign strictures (20). However,
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there are no studies that characterize esophageal motility in patients with dysphagia
and oncohematologic disease. Therefore, future studies will define the frequency and
type of manometric alterations in this group of patients.

The prevalence of childhood food allergies has increased. The most frequent
gastrointestinal symptoms include nausea, vomiting, diarrhea and pain (21). Dysphagia
is not a frequent symptom in children with a food allergy and may occur in patients
with eosinophilic esophagitis, and is less often associated with a cow’s milk protein
allergy (22). The pathophysiological mechanisms of the dysphagia in patients with
eosinophilic esophagitis are multifactorial. Primary motility disorders such as achalasia
or diffuse esophageal spasms, as well as non-specific motility disorders including
abnormal peristalsis and high amplitude contractions have also been described (23,24).
An association between a food allergy and gastroesophageal reflux disease was
observed in nearly half of infants and children (25). In fact, it has been postulated that
chronic exposure to acid can affect esophageal motility, although pediatric studies are
still inconclusive (26). In our study, there were three patients with a history of allergy
and dysphagia. The child with eosinophilic esophagitis had a manometric diagnosis of
ineffective esophageal motility and the two children with a cow’s milk protein allergy
had a normal manometry.

In our study, a high frequency of achalasia was found, although it has been reported as
a disease with low prevalence in the pediatric age (27). Our findings are probably
explained by the fact that our unit is one of the few centers in the country where
HREM is performed in pediatric patients. We also found a high frequency of minor
disorders, specifically ineffective esophageal motility. This is a heterogeneous disorder
and not consistently related to disease states or symptoms and may also be associated
with gastroesophageal reflux disease (28). Future studies in children should define the
factors associated with the development of this entity.

There are some limitations related to the current study. First, this was a retrospective
study and there is a limited number of patients. In addition, the symptoms reported in
the study were sometimes perceived by the caregiver in instances where the patient

could not verbalize symptoms. Due to the findings of the influence of esophageal
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length on HREM metrics, the clinical context of the patients should be extensively
evaluated, with the support of radiological and endoscopy studies that contribute to

an accurate diagnosis.

CONCLUSIONS

The CC v3.0 offers a systematic approach for the diagnosis of esophageal motility
disorders in adults and can be used to diagnose these diseases in the pediatric
population. In our study, an esophageal motor disorder could be characterized in
nearly half of infants and children with dysphagia. The most frequent manometric
findings according to the CC v3.0 were ineffective esophageal motility and achalasia.
Therefore, the performance of a HREM should be considered in the evaluation of

children with esophageal dysphagia.

REFERENCES

1. Edeani F, Malik A, Kaul A. Characterization of esophageal motility disorders in
children presenting with dysphagia using high-resolution manometry. Curr
Gastroenterol Rep 2017;19(3):13. DOI: 10.1007/s11894-017-0549-x

2. Hong J. Clinical applications of gastrointestinal manometry in children. Pediatr
Gastroenterol Hepatol Nutr 2014;17(1):23-30. DOI: 10.5223/pghn.2014.17.1.23

3. Schlottmann F, Herbella FA, Patti MG. Understanding the Chicago Classification:
from tracings to patients. J Neurogastroenterol Motil 2017;23(4):487-94. DOI:
10.5056/jnm17026

4, Kahrilas PJ, Bredenoord AJ, Fox M, et al. The Chicago Classification of
esophageal motility disorders, v3.0. Neurogastroenterol Motil 2015;27(2):160-74. DOI:
10.1111/nmo.12477

5. Rosen R, Garza JM, Tipnis N, et al. An ANMS-NASPGHAN consensus document
on esophageal and antroduodenal manometry in children. Neurogastroenterol Motil
2018;30(3). DOI: 10.1111/nmo.13239

6. Singendonk MM, Kritas S, Cock C, et al. Applying the Chicago Classification

criteria of esophageal motility to a pediatric cohort: effects of patient age and size.



[ENFERMEDADES IDIGESTIVAS

Neurogastroenterol Motil 2014;26(9):1333-41. DOI: 10.1111/nmo.12397

7. Singendonk MMJ, Ferris LF, McCall L, et al. High-resolution esophageal
manometry in pediatrics: effect of esophageal length on diagnostic measures.
Neurogastroenterol Motil 2020;32(1):e13721. DOI: 10.1111/nmo.13721

8. Devouge E, Michaud L, Lamblin MD, et al. Primary esophageal motor disorders
in childhood, genuine achalasia excluded. Arch Pediatr 2002;9(7):664-70. DOI:
10.1016/50929-693X(01)00963-0

9. Rommel N, Omari Tl, Selleslagh M, et al. High-resolution manometry combined
with impedance measurements discriminates the cause of dysphagia in children. Eur J
Pediatr 2015;174(12):1629-37. DOI: 10.1007/s00431-015-2582-9

10. Eyigor S. Dysphagia in rheumatological disorders. World J Rheumatol
2013;3(3):45-50. DOI: 10.5499/wjr.v3.i3.45

11. Booy JD, Takata J, Tomlinson G, et al. The prevalence of autoimmune disease in
patients with esophageal achalasia. Dis Esophagus 2012;25(3):209-13. DOI:
10.1111/j.1442-2050.2011.01249.x

12. Pefia-Vélez R, Almanza-Miranda E. Hepatitis autoinmune en la edad pediatrica.
Bol Med Hosp Infant Mex 2017;74(5):324-33. DOI: 10.1016/j.bmhimx.2017.05.004

13. Jackson A, Maybee J, Moran MK, et al. Clinical characteristics of dysphagia in
children with Down syndrome. Dysphagia 2016;31(5):663-71. DOI: 10.1007/s00455-
016-9725-7

14. Zarate N, Mearin F, Hidalgo A, et al. Prospective evaluation of esophageal
motor dysfunction in Down’s syndrome. Am J Gastroenterol 2001;96(6):1718-24. DOI:
10.1111/j.1572-0241.2001.03864.x

15. Kim JS, Han ZA, Song DH, et al. Characteristics of dysphagia in children with
cerebral palsy, related to gross motor function. Am J Phys Med Rehabil
2013;92(10):912-9. DOI: 10.1097/PHM.0b013e318296dd99

16. Faure C, Righini Grunder F. Dysmotility in esophageal atresia: pathophysiology,
characterization, and treatment. Front Pediatr 2017;5:130. DOI:

10.3389/fped.2017.00130



[ENFERMEDADES IDIGESTIVAS

17. Lemoine C, Aspirot A, Le Henaff G, et al. Characterization of esophageal motility
following esophageal atresia repair using high-resolution esophageal manometry. J
Pediatr Gastroenterol Nutr 2013;56(6):609-14. DOI: 10.1097/MPG.0b013e3182868773
18. Mousavi SA, Karami H, Saneian H. Congenital duodenal obstruction with
delayed presentation: seven years of experience. Arch Med Sci 2016;12(5):1023-7.
DOI: 10.5114/aoms.2016.60045

19. Marseglia L, Manti S, D’Angelo G, et al. Gastroesophageal reflux and congenital
gastrointestinal malformations. World J Gastroenterol 2015;21(28):8508-15. DOI:
10.3748/wijg.v21.i28.8508

20. Fulp SR, Nestok BR, Powell BL, et al. Leukemic infiltration of the esophagus.
Cancer  1993;71(1):112-6. DOIl:  10.1002/1097-0142(19930101)71:1<112::AID-
CNCR2820710118>3.0.C0O;2-1

21. Abrams EM, Sicherer SH. Diagnosis and management of food allergy. CMA)J
2016;188(15):1087-93. DOI: 10.1503/cmaj.160124

22. Pensabene L, Salvatore S, D’Auria E, et al. Cow’s milk protein allergy in infancy:
a risk factor for functional gastrointestinal disorders in children? Nutrients
2018;10(11):1716. DOI: 10.3390/nu10111716

23. Nurko S, Rosen R. Esophageal dysmotility in patients who have eosinophilic
esophagitis.  Gastrointest  Endosc  Clin N Am  2008;18(1):73-ix. ~ DOI:
10.1016/j.giec.2007.09.006

24. Santander C, Chavarria-Herbozo CM, Becerro-Gonzalez |, et al. Alteraciones de
la funcidén motora esofdgica en la esofagitis eosinofilica. Rev Esp Enferm Dig
2015;107:622-9. DOI: 10.17235/reed.2015.3801/2015

25. Yukselen A, Celtik C. Food allergy in children with refractory gastroesophageal
reflux disease. Pediatr Int 2016;58(4):254-8. DOI: 10.1111/ped.12779

26. Hoffman |, De Greef T, Haesendonck N, et al. Esophageal motility in children
with suspected gastroesophageal reflux disease. J Pediatr Gastroenterol Nutr
2010;50(6):601-8. DOI: 10.1097/MPG.0b013e3181c1f596

27. Mayberry JF, Mayell MJ. Epidemiological study of achalasia in children. Gut
1988;29(1):90-3. DOI: 10.1136/gut.29.1.90



REVISTA ESPANOLA DE

ENFERMEDADES DIGESTIVAS

The Spanish Journal of Gastroenterology

28. Gyawali CP, Sifrim D, Carlson DA, et al. Ineffective esophageal motility:
concepts, future directions, and conclusions from the Stanford 2018 symposium.

Neurogastroenterol Motil 2019;31(9):e13584. DOI: 10.1111/nmo.13584



»)

ENFERMEDADES DIGESTIVAS

Table 1. Patient characteristics and comorbidity conditions in pediatric patients with

esophageal dysphagia

Characteristics and comorbid conditions

% (n =54)

Median age (years)

Median female

Previously healthy

Autoimmune diseases™

Intellectual disability”

Congenital malformations of gastrointestinal tract*
Oncological diseases®

Allergic diseases!

Eating disorders"

Fundoplication

10.4 (range 1-17)
52 % (28)

42.6 % (23)

20.4 % (11)

16.6 % (9)

5.5% (3)

5.5% (3)

5.5 % (3)

1.8 % (1)

1.8 % (1)

*Systemic lupus erythematosus, scleroderma, dermatomyositis, autoimmune

thyroiditis. 'Down’s syndrome, cerebral palsy. ‘Duodenal atresia. *Acute lymphoblastic

leukemia. "Eosinophilic esophagitis, Cow’s milk protein allergy. "Anorexia.
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Table 2. Diagnosis of esophageal motility disorders in pediatric patients with

dysphagia based on the Chicago Classification v3.0

Disorders % (n = 26)

Ineffective esophageal motility  38.4 (10)

Achalasia 38.4 (10)
Type 1 3.8 (1)
Type 2 26.9 (7)
Type 3 7.6 (2)

EGJ outflow obstruction 15.4 (4)

Jackhammer esophagus 3.8(1)

Distal esophageal spasm 3.8(1)

EGJ: esophagogastric junction.



