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Objectives: The objectives of the study were to determine the efficacy of flexible
endoscopy (FE) to assess the approachable aeroesophageal tract (AET) and
subsequent changes in clinical management in infants with severe bronchopulmonary
dysplasia (sBPD).

Methods: This retrospective study investigated sBPD infants who received FE
measurement from 2011 to 2020. FE was supported with non-invasive ventilation (FE-
NIV) of pharyngeal oxygen with nose closure and abdominal compression without
any mask or laryngeal mask airway. Data on AET lesions, changes in subsequent
management, and FE therapeutic interventions were collected and analyzed.

Results: Forty-two infants were enrolled in the study. Two thin scopes (1.8- and 2.6-
mm outer diameter) were used. FE analysis revealed 129 AET lesions in 38 (90.5%)
infants. Twenty-eight infants (66.7%) had more than one lesion. Thirty-five (83.3%)
infants had 111 airway lesions where bronchial granulations (28, 25.2%), tracheomalacia
(18, 16.2%), and bronchomalacia (15, 13.5%) were the main complications. Eighteen
esophageal lesions were found in 15 (35.7%) infants. No significant FE-NIV
complications were observed. The FE findings resulted in changes in management in
all 38 infants. Thirty-six (85.7%) infants underwent altered respiratory care with pressure
titrations (29, 45.3%), shortened suction depth (17, 26.6%), immediate extubation (8,
12.5%), changed insertion depth of endotracheal tube (7, 10.9%) and tracheostomy
tube (8, 4.7%). Twenty-one (50%) infants had 50 pharmacotherapy changes, including
added steroids, anti-reflux medicine, antibiotics, and stopped antibiotics. Eighteen
(42.8%) infants received 37 therapeutic FE-NIV procedures, including 14 balloon
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dilatations, 13 laser-plasty, and 10 stent implantations. Seven (16.7%) infants underwent
surgeries for four tracheostomies and three fundoplications.

Conclusion: Flexible endoscopy with this non-invasive ventilation could be a safe and
valuable technique for direct and dynamic visual measurement of AET, which is essential
for subsequent medical decision making and management in infants with sBPD.

Keywords: bronchopulmonary dysplasia, flexible bronchoscopy, premature infant, noninvasive ventilation,

Soong’s ventilation

INTRODUCTION

Successful management of severe bronchopulmonary dysplasia
(sBPD) requires a multidisciplinary approach to optimize
respiratory care, proper pharmacotherapy, appropriate
interventions, and assessment of comorbidities (1). It is
important to identify the lesions and have individualized
management strategies in each infant with sBPD. Flexible
endoscopy (FE) is a well-established gold standard tool for the
direct visualization of dynamic anomalies in the aeroesophageal
tract (AET) (2-4). Infants with sBPD typically require numerous
invasive management, which include invasive positive pressure
ventilation (PPV), multiple intubation and extubation of
endotracheal tube (ET) and feeding tube, and airway suctioning
during prolonged hospitalization (5, 6). As a result, these
fragile infants are vulnerable to iatrogenic AET lesions such as
subglottic stenosis, tracheomalacia (TM), carina malacia (CM),
bronchomalacia (BM) (7-9), and gastroesophageal reflux disease
(GERD) (10-12). Studies have reported that less than 5% of
BPD patients had normal airway evaluations (13). Treatment
strategies are available to prevent and manage AET lesions,
which can improve their outcomes. Therefore, it is important
to perform a detailed FE assessment of the AET to clearly
recognize the lesions. However, the existing AET anomalies and
compromised cardiopulmonary status remain challenging for
invasive FE procedures and related adverse events.

“Pharyngeal oxygen with optional nose closure and abdomen
compression (PhO,-NC-AC)” is a novel model of non-invasive
ventilation (NIV), which can provide oxygenated PPV without
using an artificial device such as an Ambu bag, face or nasal mask,
laryngeal mask airway, ET, or ventilator. Previous studies (14-19)
have demonstrated its efficacy in providing adequate oxygenation
and ventilation during FE procedures of the AET in pediatric
patients, even in a high-risk population. To our knowledge, there
is no study that investigated the use of FE with NIV (FE-NIV)
support to evaluate infants with sBPD.

This study also aimed to describe (1) the findings of FE-NIV
measurement in AET lumens and (2) the resultant changes in the
clinical management of infants with sBPD.

MATERIALS AND METHODS

This retrospective study investigated infants with sBPD who
underwent FE-NIV evaluation of AET from January 2011 to
December 2020 in a tertiary medical center, Taipei Veterans
General Hospital in Taiwan. Written informed consent was

obtained from the parents/legal guardians prior to the FE-NIV
procedure. This was approved by the ethical committee review
board of the hospital (IRB-TPEVGH No.: 2021-08-015BC).

Patients Enrolled

From the criteria described by the National Institute of Child
Health and Development (NICHD) (8), infants were diagnosed
with sBPD if (1) born prior to 32 weeks postmenstrual
age (PMA), and required supplemental oxygen for >28 days
and >30% oxygen concentration or PPV at 36 weeks PMA;
and (2) born between 32 and 37 weeks gestational age, and
required supplemental oxygen for >28 days and >30% oxygen
concentration or PPV at 56 days of life. Since the use of high-
flow nasal cannula (HENC) was not specified, infants born before
32 weeks PMA or born between 32 and 37 weeks PMA were
defined as having sBPD if on >2 LPM with any inspired oxygen
at 36 weeks PMA or 56 days of life, respectively. Failure of
extubation was defined as the need for re-intubation within 48 h
of extubation. Infants with congenital cardiovascular diseases
were excluded from the study.

Patient Preparation

All FE-NIV procedures were performed at the bedside of the
neonatal or pediatric intensive care unit. Procedural sedation was
administered with intravenous midazolam (0.1-0.2 mg/kg) with
or without ketamine (1-2 mg/kg), and spontaneous breathing
was maintained as much as possible. Topical anesthesia with
2% lidocaine solution (1-2 ml/kg) was instilled directly into the
distal airways or nostrils, larynx, and trachea of infants with or
without invasive airways (ET or tracheostomy tube). A syringe
catheter, which is a trimmed suction catheter connected on a 5-
ml syringe, was used to deliver the lidocaine solution with rigid
laryngoscopy. Continuous monitoring of vital signs, including
non-invasive blood pressure every 3 min, was done throughout
the course of FE-NIV.

Non-invasive Ventilation Support

Infants’ original respiratory support devices, including nasal
cannula, nasal prongs, artificial airway, and ventilator, were
all replaced with the following NIV of PhO,-NC-AC (13-17)
support, which is briefly described below.

A warmed and humidified pure oxygen flow (1.0 L/kg/min)
was continuously provided through a nasopharyngeal catheter
(via the right nostril) to fill the upper airway space (Figure 1A).
The infants mouth was closed by hooking the operator’s right
index finger at the chin. The thumb and middle fingers were
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FIGURE 1 | lllustrations show flexible endoscopy with non-invasive ventilation of “continuous nasopharyngeal oxygen with optional nose closure and abdomen
compression.” (A) Nose open with narrow aeroesopharyngeal lumens; (B) sustained pharyngeal inflation with nose closure, which expands the lumens; and (C) for
assessment, the scope tip may in pharyngeal, tracheobronchial, or esophageal lumens.
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placed around the nose. The following procedures could be
repeated to deliver the PPV (1). Inspiration was initiated by
performing NC for 1-3 s with the thumb and middle finger.
Cricoid pressure may be applied concurrently with the little finger
(2). Expiration was started with the release of NC (Figure 1B). It
could also be facilitated with the simultaneous use of AC over the
umbilical region. These two steps were performed optionally at
a rate of 3-5 cycles per minute. The operator could control both
the FE and NC (release) maneuvers, while an assistant (if present)
might provide the AC (release). If desaturation (<85% or 10%
less than the prior baseline) or bradycardia (<100 beats/min)
occurred for more than 30 s, the FE was removed, and NC-AC
maneuvers were aggressively (5-10 cycles per minute) done.

Flexible Endoscopy
The FE-NIV were proceeded through the following ways:

(a) For infants with invasive airways (ET or tracheostomy tube),
FE was performed directly via the invasive airway to check the
lumens inside and beyond the tip. Then removed the airways,
while the tracheostomy wound was blocked with tape for the
following FE-NIV examinations.

(b) For infants without invasive airway (or after extubation), FE-
NIV was performed via the nostril (left) and examined down
to all-approachable tracheobronchial lumens.

(c) Finally, the FE was withdrawn back into the pharynx, re-
cannulated, and checked esophagus and stomach with proper
insufflation of the esophageostomach by NC (Figure 1C).

After above FE-NIV procedures, the infants remained in the
intensive care unit for continuous management.

Data Collection and Analysis

Infants’ characteristics and information were collected from the
electronic medical records. Data about the AET findings, related
adverse events, and associated FE therapy were obtained from

the FE reports. Airway malacia is defined as a lumen diameter
reduction of more than 50% during spontaneous breathing.
GERD is recognized as a visible, loose gastroesophageal junction,
obvious reflux with mucosal erosion (20). Categorical variables
were reported as frequency and percentage, while continuous
variables were reported as median and interquartile range. All
data analyses were performed using the Stata 13.1 software.

RESULTS

A total of 42 infants with a mean gestational age at birth of
27.1 weeks were enrolled in the study (Table 1). Thirty-two
(76.2%) infants were transferred from other medical centers. At
the time of FE, infants had a median PMA of 43.2 weeks, a
median chronological age of 15.1 weeks, and a mean (SD) body
weight of 3.4 (0.6) kg. Furthermore, 22 (52.4%) infants required
respiratory support with invasive airway, 17 (40.4%) infants had
ET, and 5 (11.9%) infants had tracheostomy tubes; PPV with
nasal prongs was used in 16 (38.1%) infants, and oxygen cannulas
were used in four (9.5%) infants. The leading indications for
FE-NIV measurement were as follows: failure to wean PPV in
36 (85.7%) infants, failed ET extubation in 27 (64.3%) infants,
and abnormal breathing sounds in 15 (35.7%) infants. Thirty-five
(83.3%) infants had more than one indication.

Endoscopes Used

Two thin flexible endoscopies without an inner channel,
Olympus LFP scope (outer diameter 1.8 mm, working length
60 cm) or Olympus LFP scope (outer diameter 2.6 mm, working
length 30 cm), were used for the FE-NIV procedures. Both
were easily passed and assessed through 2.5- to 4.0-mm inner
diameters of invasive airway, as well as from the nose to all
approachable AET in infants without invasive airway. All FE-
NIV were performed by authors W] Soong and PC Tsao; both
are qualified neonatologists, pulmonologists, and intensivists.
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TABLE 1 | Characteristics of infants with severe bronchopulmonary dysplasia who
received flexible endoscopy (FE) with novel® non-invasive ventilation (NIV) support
(n =42).

Variable Case number (%)

Gestation age at birth (weeks)®
PMAC at FE (weeks)?
Chronological age at FE (weeks)?

27.1 (25.3, 29.5)
43.2 (40.8, 48.2)
15.1 (12.4, 19.5)

Body weight at FE (mean + SD, Kg) 3.44+0.6
Male sex 24 (57.1)
Respiratory supports prior to FE

Endotracheal/tracheostomy tube 17/5 (52.4)
Nasal prongs-NIV 16 (38.1)
Oxygen 4(9.5)
Indications of FE

Failure to wean positive pressure support 36 (85.7)
Failed endotracheal tube extubation 27 (64.3)
Abnormal breathing sounds 15 (35.7)
Retractions 14 (38.3)
Suspected central airway problems 13 (28.6)
Persistent lung lesion 11 (28.6)
More than one indication 35 (83.3)

aPharyngeal oxygen (1.0 L/kg/min) with optional nose close and abdomen
compression PhOo~NC-AC). P Data are presented as median (interquartile range).
CPMA, post-menstrual age.

Detected Lesions

A total of 129 AET lesions in 38 (90.5%) infants were identified
(Table 2), which included 111 airway lesions in 35 (83.3%) infants
and 18 esophageal problems in 15 (35.7%) infants. Among them,
28 (66.7%) infants presented with more than one lesion. Of the
111 airway lesions, the following were most frequently identified:
bronchial granulation (28, 25.2%), TM (18, 16.2%), BM (15,
13.5%), and subglottic stenosis (11, 9.9%). Lobar bronchial
granulations were right-side dominant (right 18, left 10, and
bilateral 7), which might be caused by a deep-positioned ET
and deep-suction trauma, resulting in local lumen narrowing
or malacia. There were 18 esophageal lesions, which included
12 (66.7%) GERD, 3 (16.7%) esophageal inlet stenosis, and 3
(16.7%) mid-esophageal stenosis. Both sites of stenosis were
defined as opening less than 3.0 mm with difficult FE (OD
2.6 mm) insertion.

Adverse Events

The mean (£SD) duration of the FE-NIV procedure in infants
with and without invasive airway were 102 (+33) s and 227
(£55) s, respectively (Table 3). Eight (19%) infants developed
desaturation or bradycardia for more than 30 s, but all recovered
within 60 s after aggressive NC-AC maneuvers. The duration of
desaturation or bradycardia was less than 90 s. No pulmonary
air leak related to the FE-NIV procedure was noted. All infants
successfully completed the FE-NIV procedure.

Changes in Management

Flexible endoscopy findings led to 158 changes in subsequent
management in 38 (90.5%) infants as shown in Table 4.
There were 64 changes in respiratory care in 36 (85.7%)

infants, which included PPV titrations (29, 45.3%), suction
depth (17, 26.6%), tip position of artificial airway (10, 15.6%),
and extubation (8, 12.5%). Twenty-one (50.0%) infants had
changed 50 pharmacotherapies, which included add inhale or
systemic steroids (15, 30.0%), anti-reflux medication (14, 28.0%)
and antibiotics (8, 16.0%), and discontinued antibiotics (13,
26.0%) due to the found clean tracheobronchial lumens. In 18
(42.9%) infants, 37 therapeutic interventions were performed
with FE-NIV, which included balloon dilatation (14, 37.8%)
for narrow lumens, laser-plasty (13, 35.1%) for stenotic lesions
or granulation ablations, and stent implantation (10, 27.0%)
for severe (collapse of more than 90%) major tracheobronchial
airway malacia that caused difficult weaning of PPV. Among
these 10 stent implantations, there were four TMs, four CMs (two
right and two left), and two left main BMs. Seven (16.7%) infants

TABLE 2 | Findings and associated causes in aeroesophageal track using flexible
endoscopy in infants (n = 42) with severe bronchopulmonary dysplasia.

Positive findings Infants (%) Lesions (%) Associated causes?

Aeroesophageal tracts 38 (90.5) 129

Airway 35 (83.9) 111 (100) latrogenic
Laryngeal granulation 6(5.4) ETP
Subglottic stenosis 11(9.9) ET
Supra-stomy granulation 4 (3.6) Stomy tube
Supra-stomy malacia® 5(4.5)

Tracheal granulation 8(7.2) ET/suction injury
Tracheomalacia 18 (16.2) ET/PPVA
Carina granuloma 6 (5.4) Deep ET/suction
Carina malacia 10(9.0) Deep/prolonged ET/PPV
Bronchial granulation 28 (25.2) Deep ET/suction
Bronchomalacia 15 (18.5) PPV
Esophagus 15(35.7) 18 (100) latrogenic
Inlet stenosis 3(16.7) Feeding tube
Mid-esophageal stenosis 3(16.7) EA® anastomosis
GERD' 12 (66.7) Labor breath
More than one finding 28 (66.7%) 75 (68.2) latrogenic

aProlonged tissue damage. PEndotracheal tube. °More than 90% lumen collapse
during quiet exhalation. 9Positive pressure ventilation. ©Esophageal atresia.
"Defined as visible loose gastroesophageal junction with reflux.

TABLE 3 | Procedural durations and complications associated with flexible
endoscopy (FE) of the aeroesophageal tract in infants (n = 42) with severe
bronchopulmonary dysplasia.

Items Infant number (%)

Duration of FE procedure, seconds

Via invasive airways,® mean (SD) 102 (33)
Whole aeroesophageal tracts, mean (SD) 227 (55)
No significant complications 28 (66.7)
Desaturation (<85% between 31 and 90 s) 8 (19.0)
Bradycardia (<100 beats/min between 31 and 90 s) 4(9.5)
Bleeding, mucosa 0
Pulmonary air-leak problem 0
Death 0

4Endotracheal tube or tracheostomy tube.
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TABLE 4 | Flexible endoscopy findings resulted in change of management of aeroesophageal track in infants (n = 42) with severe bronchopulmonary dysplasia.

Changes in management Infant no. (%)

Involved 38 (90.5)
Respiratory cares 36 (85.7)
PPV titrations

Short depth of suctioning

Change depth of ET/tracheostomy tube

Extubation of ET (to nasal prongs NIVP)

Medications 21 (50.0)
Add systemic steroids

Add anti-reflux

Stop antibiotics

Add antibiotics

Therapeutic FE procedures 18 (42.9)
Balloon dilatation 9
Laser-plasty 7
Stent implantation 6
Surgical procedures 7 (16.7)
Tracheostomy 4
Fundoplication 3

Change no. (%) Rationales
158
64 (100)
29 (45.9) Moderate® TM, CM, BM
17 (26.6) Carina or bronchial traumatic granulations
7/3 (15.6) Avoids tip irritation at same site
8(12.5) Acceptable central airways
50 (100)
15(30.0) Extubation, granulations
14 (28.0) Loose gastroesophageal junction
13 (26.0) Clear airways
8 (16.0) Purulent secretion, preventive
37 (100)
14 (37.8) Stenosis over larynx, trachea, and bronchi
13(35.1) Subglottic narrowing, granulations in trachea or bronchi
10 (27.0) Severe® TM, CM, BM;
7 (100)
4 (57.1) Severe subglottic stenosis
3(42.9) Severe GERDA

BM, bronchomalacia; CM, carina malacia; ET, endotracheal tube; FE, flexible endoscopy, NIV, non-invasive ventilation; PPV, positive pressure ventilation;
TM, tracheomalacia. 2Lumen collapse between 50 and 90%. P Non-invasive ventilation. °Lumen collapse more than 90%. ?Gastroesophageal reflux disorder.

received surgical approaches due to failed medical management,
which included four tracheostomies for severe subglottic stenosis
and three fundoplications for severe GERD.

DISCUSSION

To the best of our knowledge, this is the first medical
report wherein FE-NIV measurements were performed in the
entire approachable AET in infants with sBPD. FE-NIV is a
practical and well-tolerated technique, even in cardiopulmonary
compromised populations. In this study, all infants had safely
received complete, direct, and dynamic visual measurements
within 7 min. Desaturation or bradycardia was transient and
resolved with brief maneuvers of the NIV.

BPD is a clinically challenging condition. Many AET
lesions, which result in fixed or dynamic lumen narrowing
or incompetency, may be frequently overlooked due to poor
diagnostic value of indirect radiographic images, incomplete
measurement with artificial device block, or intolerant FE
procedures without appropriate support. AET tissues of
premature infants are particularly vulnerable to injury (21, 22).
Since birth, they encounter frequent invasive trauma, such as
intubations, suctions, infections, prolonged PPV, and systemic
injuries of sepsis, hypoxia, and acidosis during their complicated
and lengthy hospitalizations. These iatrogenic damages could
result in AET tissue fibrosis, lumen narrowing, and structural
weakness (23-25). Therefore, sBPD infants are best measured
and managed by a multidisciplinary team that are specialized on
comprehensive care of such diseases.

For infants with invasive airways, FE assessment through the
artificial lumens should focus on the tissue around the tip of
the tube, where most iatrogenic trauma happens. Manipulation

of the artificial airway and FE can imitate the dynamic striking
injury of airway tube and suction catheter, respectively, over
the mucosa. These iatrogenic lesions may be ignored clinically.
Therefore, a comprehensive measurement with FE-NIV should
be performed from the nostrils to the whole approachable
bronchi, esophagus, and stomach. Lesions around the pharynx,
larynx, subglottis, and tracheostomy can be assessed (23-27).
Kurachek et al. (28) reported that upper airway lesions like
laryngomalacia, subglottic stenosis, etc., are the leading causes
of extubation failure in pediatric patients. In our study, 38/42
(90.5%) of infants had AET lesions, which was higher than
those in a previous report by Hysinger of only 20/27 (74.0%)
infants having AET lesions (24). While, FE was assessed through
the ET in 24/27 (88.9%) infants; therefore, only lesions beyond
the distal tip of ET could be identified. Using the FE-NIV
approach, we were able to precisely examine the whole AET and
identify more lesions. These findings allowed further formulation
of appropriate and individualized management strategies for
respiratory care, pharmacotherapies, and invasive therapies.
This highlights the importance of performing a complete and
precise AET evaluation. During FE-NIV, the NIV can serve as a
pneumatic stent and PPV, which eliminates airway resistance and
respiratory work in infants with sBPD. Under direct visualization,
the levels of lumen opening pressure, closing pressure, and PPV
could also be titrated to ensure airway patency during subsequent
respiratory care.

For symptomatic airway lesions such as granulations and
stenosis, therapeutic interventions such as laser ablation or
balloon dilatation could also utilize the FE-NIV (4, 16). For
infants with severe TM, CM, or BM with frequent life-threatening
episodes and failed response to conservative management,
FE-NIV-aided stent placement (4, 17, 29) could avert more
invasive surgical approaches such as tracheostomy, tracheoplasty,
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tracheopexy, or aortopexy. These FE-NIV interventions were all
less invasive, safe, and well tolerated. In this study, tracheostomy
and gastric fundoplication were reserved for severe and refractory
subglottic stenosis and GERD, respectively.

This FE-NIV measurement of infants with sBPD provides
several advantages. (1) Its practice is easy and simple, which
obviates the need for artificial airway devices such as face masks,
ventilation bags, laryngeal airway masks, ET, and ventilators.
Compared with the HFNC, it may be better as less oxygen
flow is needed, enough, and controllable PPV for assist and
resuscitative ventilation even in an apneic status. (2) It is
cost effective and applicable in resource-limited situations.
(3) The PPV interface is located near the larynx with less
ventilation dead space. Physiologically, it is similar to “apneic
oxygenation (30, 31),” which can prolong the duration of safe
oxygen saturation. (4) No existence of artificial device that
allows extensive and unimpeded FE measurement; therefore,
AET lesions could be identified more completely. (5) It can
provide direct and dynamic visual evidence-based data to
formulate individual clinical decisions and management. (6)
It can safely provide detailed FE as well as more invasive
therapeutic procedures (4, 15-18, 26) even in cardiopulmonary
compromised infants.

This study had several limitations. (1) Due to its retrospective
nature, it was difficult to clarify the complex factors contributing
to these pathological lesions, especially for infants who were
transferred to our hospital relatively late. (2) For FE-NIV,
there was no control group against the traditional approaches
of flexible bronchoscopy. (3) Bronchoalveolar lavage was not
performed or included because that could easily be obtained with
direct suction from the invasive airway. Hence, we preferred to
use FE without an inner channel. (4) Although the technique
of FE-NIV has previously been reported (14-19), it may still
not be familiar to many pediatric pulmonologists. A future

REFERENCES

1. Abman SH, Collaco JM, Shepherd EG, Keszler M, Cuevas-Guaman M, Welty
SE, et al. Interdisciplinary care of children with severe bronchopulmonary
dysplasia. ] Pediatr. (2017) 181:12-28.el. doi: 10.1016/j.jpeds.2016.
10.082

2. PengYY, Soong W], Lee YS, Tsao PC, Yang CF, Jeng M]. Flexible bronchoscopy
as a valuable diagnostic and therapeutic tool in pediatric intensive care
patients: a report on 5 years of experience. Pediatr Pulmonol. (2011) 46:1031-7.
doi: 10.1002/ppul.21464

3. DeBoer EM, Prager JD, Kerby GS, Stillwell PC. Measuring pediatric
bronchoscopy outcomes using an electronic medical record. Ann Am Thorac
Soc. (2016) 13:678-83. doi: 10.1513/AnnalsATS.201509-5760C

4. Soong WJ, Tsao PC, Lee YS, Yang CF. Therapeutic flexible airway endoscopy
of small children in a tertiary referral center-11 years” experience. PLoS One.
(2017) 12:€0183078. doi: 10.1371/journal.pone.0183078

5. Hysinger EB, Friedman NL, Padula MA, Shinohara RT, Zhang H, Panitch
HB, et al. Children’s Hospitals neonatal consortium. tracheobronchomalacia
is associated with increased morbidity in bronchopulmonary dysplasia.
Ann Am Thorac Soc. (2017) 14:1428-35. doi: 10.1513/AnnalsATS.201702-1
780C

6. Jensen EA, DeMauro SB, Kornhauser M, Aghai ZH, Greenspan JS, Dysart KC.
Effects of multiple ventilation courses and duration of mechanical ventilation
on respiratory outcomes in extremely low-birth-weight infants. JAMA Pediatr.
(2015) 169:1011-7. doi: 10.1001/jamapediatrics.2015.2401

bronchoscopy training program with repetitive practice that
makes it more translatable may be necessary. (5) The sample size
was small and the FE-NIV used in the study was single-center
based. Further multicenter studies of FE-NIV measurement in
the whole AET may be necessitated.

FE-NIV could be a simple, safe, and valuable technique
for obtaining direct visual and dynamic AET lesions in
infants with sBPD. With this, subsequent medical decision
making and individualized management may be optimized and
advised accordingly.

DATA AVAILABILITY STATEMENT

The raw data supporting the conclusions of this article will be
made available by the authors, without undue reservation.

ETHICS STATEMENT

The studies involving human participants were reviewed
and approved by IRB-TPEVGH No.: 2021-08-015BC. Written
informed consent to participate in this study was provided by the
participants’ legal guardian/next of kin.

AUTHOR CONTRIBUTIONS

W-JS: conceptualization, methodology, investigation, resources,
writing-original draft, and supervision. P-CT, C-FY, Y-SL,
and C-HL: investigation and project administration. C-HC:
investigation and writing-review and editing. All authors
contributed to manuscript revision, read, and approved the
submitted version.

7. Sant’Anna GM, Keszler M. Weaning infants from mechanical ventilation. Clin
Perinatol. (2012) 39:543-62. doi: 10.1016/j.clp.2012.06.003

8. Ehrenkranz RA, Walsh MC, Vohr BR, Jobe AH, Wright LL, Fanaroff AA,
et al. Validation of the national Institutes of health consensus definition of
bronchopulmonary dysplasia. Pediatrics. (2005) 116:1353-60. doi: 10.1542/
peds.2005-0249

9. Downing GJ, Kilbride HW. Evaluation of airway complications in high-risk
preterm infants: application of flexible fiberoptic airway endoscopy. Pediatrics.
(1995) 95:567-72. doi: 10.1542/peds.95.4.567

10. Nobile S, Noviello C, Cobellis G, Carnielli VP. Are infants with
bronchopulmonary dysplasia prone to gastroesophageal reflux? A prospective
observational study with esophageal pH-impedance monitoring. J Pediatr.
(2015) 167:279-85.el. doi: 10.1016/j.jpeds.2015.05.005

11. Eichenwald EC. Committee on fetus and newborn. diagnosis and
management of gastroesophageal reflux in preterm infants. Pediatrics.
(2018) 142:e20181061. doi: 10.1542/peds.2018-1061

12. Wang LJ, Hu Y, Wang W, Zhang CY, Bai YZ, Zhang SC. Gastroesophageal
reflux poses a potential risk for late complications of bronchopulmonary
dysplasia: a prospective cohort study. Chest. (2020) 158:1596-605. doi: 10.
1016/j.chest.2020.05.523

13. Cohn RC, Kercsmar C, Dearborn D. Safety and efficacy of flexible endoscopy
in children with bronchopulmonary dysplasia. Am ] Dis Child. (1988)
142:1225-8. doi: 10.1001/archpedi.1988.02150110103030

14. Soong W], Jeng MJ, Lee YS, Tsao PC, Harloff M, Matthew Soong YH. A novel
technique of non-invasive ventilation: pharyngeal oxygen with nose-closure

Frontiers in Pediatrics | www.frontiersin.org

April 2022 | Volume 10 | Article 837329


https://doi.org/10.1016/j.jpeds.2016.10.082
https://doi.org/10.1016/j.jpeds.2016.10.082
https://doi.org/10.1002/ppul.21464
https://doi.org/10.1513/AnnalsATS.201509-576OC
https://doi.org/10.1371/journal.pone.0183078
https://doi.org/10.1513/AnnalsATS.201702-178OC
https://doi.org/10.1513/AnnalsATS.201702-178OC
https://doi.org/10.1001/jamapediatrics.2015.2401
https://doi.org/10.1016/j.clp.2012.06.003
https://doi.org/10.1542/peds.2005-0249
https://doi.org/10.1542/peds.2005-0249
https://doi.org/10.1542/peds.95.4.567
https://doi.org/10.1016/j.jpeds.2015.05.005
https://doi.org/10.1542/peds.2018-1061
https://doi.org/10.1016/j.chest.2020.05.523
https://doi.org/10.1016/j.chest.2020.05.523
https://doi.org/10.1001/archpedi.1988.02150110103030
https://www.frontiersin.org/journals/pediatrics
https://www.frontiersin.org/
https://www.frontiersin.org/journals/pediatrics#articles

Soong et al.

Bronchoscopy in Severe BPD Infants

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

and abdominal-compression- aid for pediatric flexible bronchoscopy. Pediatr
Pulmonol. (2015) 50:568-75. doi: 10.1002/ppul.23028

Soong WJ, Yang CE Lee YS, Tsao PJ, Lin CH, Chen CH. Vallecular cyst
with coexisting laryngomalacia: successful diagnosis and laser therapy
by flexible endoscopy with a novel noninvasive ventilation support
in infants. Pediatr Pulmonol. (2020) 55:1750-6. doi: 10.1002/ppul.
24796

Soong WJ. Pediatric interventional flexible bronchoscopy. Pediatr Respirol
Crit Care Med. (2018) 2:38. doi: 10.4103/prcm.prem_12_18

Soong WJ, Tsao PC, Lee YS, Yang CF. Flexible endoscopy for pediatric
tracheobronchial metallic stent placement, maintenance and long-term
outcomes. PLoS One. (2018) 13:€0192557. doi: 10.1371/journal.pone.019
2557

Soong WJ, Tsao PC, Lee YS, Yang CF. Retrieval of tracheobronchial foreign
bodies by short flexible endoscopy in children. Int J Pediatr Otorhinolaryngol.
(2017) 95:109-13. doi: 10.1016/j.ijporl.2017.01.033

Soong WJ, Chen CH, Lin CH, Yang CE Lee YS, Tsao PC, et al. Sustained
pharyngeal inflation on upper airway effects in children-flexible bronchoscopy
measurement. Pediatr Pulmonol. (2021) 56:3293-300. doi: 10.1002/ppul.
25608

Muthusamy VR, Lightdale JR, Acosta RD, Chandrasekhara V, Chathadi KV,
Eloubeidi MA, et al. The role of endoscopy in the management of GERD.
Gastrointest Endosc. (2015) 81:1305-10. doi: 10.1016/j.gie.2015.02.021

Shaffer TH, Bhutani VK, Wolfson MR, Penn RB, Tran NN. In vivo mechanical
properties of the developing airway. Pediatr Res. (1989) 25:143-6. doi: 10.1203/
00006450-198902000-00013

Islam JY, Keller RL, Aschner JL, Hartert TV, Moore PE. Understanding
the short- and long-term respiratory outcomes of prematurity and
bronchopulmonary dysplasia. Am J Respir Crit Care Med. (2015) 192:134-56.
doi: 10.1164/rccm.201412-2142PP

Hysinger EB. Central airway issues in bronchopulmonary dysplasia. Pediatr
Pulmonol. (2021) 56:3518-26. doi: 10.1002/ppul.25417

Hysinger E, Friedman N, Jensen E, Zhang H, Piccione J. Bronchoscopy in
neonates with severe bronchopulmonary dysplasia in the NICU. ] Perinatol.
(2019) 39:263-8. doi: 10.1038/541372-018-0280-y

Lambercy K, Pincet L, Sandu K. Intubation related laryngeal injuries in
pediatric population. Front Pediatr. (2021) 9:594832. doi: 10.3389/fped.2021.
594832

26. Soong WJ. Endoscopic diagnosis and management of iatrogenic cervical
esophageal perforation in extremely premature infants. ] Chin Med Assoc.
(2007) 70:171-5. doi: 10.1016/S1726-4901(09)70352- 1

27. Su BH, Lin HY, Chiu HY, Lin HC. Esophageal Perforation: a complication
of nasogastric tube placement in premature infants. ] Pediatr. (2009)
154:460,460.e1. doi: 10.1016/j.jpeds.2008.10.015

28. Kurachek SC, Newth CJ, Quasney MW, Rice T, Sachdeva RC, Patel NR, et al.
Extubation failure in pediatric intensive care: a multiple-center study of risk
factors and outcomes. Crit Care Med. (2003) 31:2657-64. doi: 10.1097/01.
CCM.0000094228.90557.85

29. Hsieh KH, Chou YL, Soong WJ, Lee YS, Tsao PC. Long-term management and
outcomes of tracheobronchial stent by flexible bronchoscopy in infants <5 kg:
A 13-year single-center experience. ] Chin Med Assoc. (2019) 82:727-31. doi:
10.1097/JCMA.0000000000000048

30. Soneru CN, Hurt HE Petersen TR, Davis DD, Braude DA, Falcon RJ.
Apneic nasal oxygenation and safe apnea time during pediatric intubations
by learners. Paediatr Anaesth. (2019) 29:628-34. doi: 10.1111/pan.13645

31. Overmann KM, Boyd SD, Zhang Y, Kerrey BT. Apneic oxygenation to prevent
oxyhemoglobin desaturation during rapid sequence intubation in a pediatric
emergency department. Am ] Emerg Med. (2019) 37:1416-21. doi: 10.1016/j.
2jem.2018.10.030

Conflict of Interest: The authors declare that the research was conducted in the
absence of any commercial or financial relationships that could be construed as a
potential conflict of interest.

Publisher’s Note: All claims expressed in this article are solely those of the authors
and do not necessarily represent those of their affiliated organizations, or those of
the publisher, the editors and the reviewers. Any product that may be evaluated in
this article, or claim that may be made by its manufacturer, is not guaranteed or
endorsed by the publisher.

Copyright © 2022 Soong, Tsao, Yang, Lee, Lin and Chen. This is an open-access
article distributed under the terms of the Creative Commons Attribution License
(CC BY). The use, distribution or reproduction in other forums is permitted, provided
the original author(s) and the copyright owner(s) are credited and that the original
publication in this journal is cited, in accordance with accepted academic practice. No
use, distribution or reproduction is permitted which does not comply with these terms.

Frontiers in Pediatrics | www.frontiersin.org

April 2022 | Volume 10 | Article 837329


https://doi.org/10.1002/ppul.23028
https://doi.org/10.1002/ppul.24796
https://doi.org/10.1002/ppul.24796
https://doi.org/10.4103/prcm.prcm_12_18
https://doi.org/10.1371/journal.pone.0192557
https://doi.org/10.1371/journal.pone.0192557
https://doi.org/10.1016/j.ijporl.2017.01.033
https://doi.org/10.1002/ppul.25608
https://doi.org/10.1002/ppul.25608
https://doi.org/10.1016/j.gie.2015.02.021
https://doi.org/10.1203/00006450-198902000-00013
https://doi.org/10.1203/00006450-198902000-00013
https://doi.org/10.1164/rccm.201412-2142PP
https://doi.org/10.1002/ppul.25417
https://doi.org/10.1038/s41372-018-0280-y
https://doi.org/10.3389/fped.2021.594832
https://doi.org/10.3389/fped.2021.594832
https://doi.org/10.1016/S1726-4901(09)70352-1
https://doi.org/10.1016/j.jpeds.2008.10.015
https://doi.org/10.1097/01.CCM.0000094228.90557.85
https://doi.org/10.1097/01.CCM.0000094228.90557.85
https://doi.org/10.1097/JCMA.0000000000000048
https://doi.org/10.1097/JCMA.0000000000000048
https://doi.org/10.1111/pan.13645
https://doi.org/10.1016/j.ajem.2018.10.030
https://doi.org/10.1016/j.ajem.2018.10.030
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/journals/pediatrics
https://www.frontiersin.org/
https://www.frontiersin.org/journals/pediatrics#articles

	Flexible Endoscopy With Non-invasive Ventilation Enables Clinicians to Assess and Manage Infants With Severe Bronchopulmonary Dysplasia
	Introduction
	Materials and Methods
	Patients Enrolled
	Patient Preparation
	Non-invasive Ventilation Support
	Flexible Endoscopy
	Data Collection and Analysis

	Results
	Endoscopes Used
	Detected Lesions
	Adverse Events
	Changes in Management

	Discussion
	Data Availability Statement
	Ethics Statement
	Author Contributions
	References


