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Abstract

Background: Non-invasive ventilation (NIV) has been recommended as the best respiratory support for preterm
infants with respiratory distress syndrome (RDS). However, the best NIV technique to be used as first intention in
RDS management has not yet been established.

Nasal intermittent positive pressure ventilation (NIPPV) may be synchronized (SNIPPV) or non-synchronized to the
infant’s breathing efforts.

The aim of the study is to evaluate the short-term effects of SNIPPV vs. NIPPV on the cardiorespiratory events, trying
to identify the best ventilation modality for preterm infants at their first approach to NIV ventilation support.

Methods: An unmasked randomized crossover study with three treatment phases was designed. All newborn
infants < 32 weeks of gestational age with RDS needing NIV ventilation as first intention or after extubation will be
consecutively enrolled in the study and randomized to the NIPPV or SNIPPV arm. After stabilization, enrolled
patients will be alternatively ventilated with two different techniques for two time frames of 4 h each. NIPPV and
SNIPPV will be administered with the same ventilator and the same interface, maintaining continuous assisted
ventilation without patient discomfort.

During the whole duration of the study, the patient’s cardiorespiratory data and data from the ventilator will be
simultaneously recorded using a polygraph connected to a computer.

The primary outcome is the frequency of episodes of oxygen desaturation. Secondary outcomes are the number of
the cardiorespiratory events, FiO, necessity, newborn pain score evaluation, synchronization index, and
thoracoabdominal asynchrony. The calculated sample size was of 30 patients.
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NIV ventilation.

Discussion: It is known that NIPPV produces a percentage of ineffective acts due to asynchronies between the
ventilator and the infant's breaths. On the other hand, an ineffective synchronization could increase work of
breathing. Our hypothesis is that an efficient synchronization could reduce the respiratory work and increase the
volume per minute exchanged without interfering with the natural respiratory rhythm of the patient with RDS. The
results of this study will allow us to evaluate the effectiveness of the synchronization, demonstrating whether
SNIPPV is the most effective non-invasive ventilation mode in preterm infants with RDS at their first approach to

Trial registration: ClinicalTrials.gov NCT03289936. Registered on September 21, 2017.

Keywords: Non-invasive ventilation, NIPPV, SNIPPV, Synchronization, Cardiorespiratory events, Preterm infants, RDS

Background
Respiratory problems are some of the major issues to
deal with in preterm infants [1].

Because of the immaturity of respiratory mechanisms
and structures, the use of support devices is often neces-
sary. These include both conventional mechanical venti-
lation (MV) techniques, which require the use of an
endotracheal tube, as well as non-invasive ventilation
(NIV) techniques that use softer ventilator-patient inter-
faces. Increasing attention is being paid to the latter ones
as they are less aggressive and associated with better
outcomes both in terms of mortality and short and long-
term complications, such as bronchopulmonary dyspla-
sia (BPD) [2, 3].

Nasal intermittent positive pressure ventilation (NIPP
V) is a NIV technique in which the infant’s airways are
kept open between two pressure levels: peak inspiratory
pressure (PIP) and positive end-expiratory pressure
(PEEP) [4, 5]. The frequency and duration of each phase
are defined by setting the inspiratory and expiratory
times or the ventilation rate.

This technique has already shown its superiority in
terms of reduced duration of MV, reduced necessity of
intubation, decreased extubation failure, and reduced
prevalence of BPD if compared with non-invasive tech-
niques based on continuous pressure support, such as
continuous positive airway pressure (CPAP) [6]. Recent
meta-analyses of studies where NIPPV was used as an
alternative to CPAP following extubation show that it
reduces the need for re-ventilation and air leaks, without
reducing BPD [7]. There is insufficient evidence to rec-
ommend NIPPV as the primary mode of respiratory sup-
port in the delivery room [1].

It is important to specify that the ventilation rate on
NIPPV does not reflect the real infant’s spontaneous re-
spiratory rate (RR), as the ventilator supplies the PIP re-
gardless of respiratory efforts. In order to reproduce a
more physiological and gentle ventilation, new devices
have been developed able to detect the infant’s respira-
tory effort and consequently supply a PIP, synchronizing
the ventilation rate with the infant’s RR.

The devices used for synchronization can identify the
infant’s respiratory effort by detecting variation in flow
or pressure. While the MV circuit can detect the exact
beginning of inspiration through the continuous moni-
toring of pressure or through the precise interception of
inspiratory and expiratory flow, some difficulties occur
in NIV where, as a consequence of the impossibility to
detect expiratory flow, the moment of the exact begin-
ning of spontaneous inspiration is hard to identify.

Recently, a new type of NIV ventilator equipped with
a pressure sensor has been put on the market. The soft-
ware of this ventilator is able to calculate the flow ac-
cording to the pressure variations of the circuit and to
capture the flow variations induced by spontaneous
breathing, allowing synchronization of the flow with the
patient’s respiratory acts [8].

The use of a synchronized NIV technique would allow
for a more physiological respiratory support, reducing
respiratory fatigue and improving the infant’s compli-
ance. Despite these premises, the diffusion of synchro-
nized NIPPV (SNIPPV) in neonatal intensive care units
(NICUs) and studies on its efficacy are limited [9].

Some authors have already demonstrated the benefits
of using a synchronized NIV technique in terms of extu-
bation success rate, BPD prevalence, mortality, and neu-
rocognitive development [2, 8]. SNIPPV seems more
effective than NIPPV and nasal CPAP (NCPAP) in redu-
cing the need for intubation in respiratory distress syn-
drome (RDS), in improving the success of extubation,
and in treating apnea of prematurity, with a reassuring
absence of relevant side effects [7, 8, 10]. SNIPPV deliv-
ered through a ventilator can reduce extubation failure
but may not confer long-term advantages such as reduc-
tion in BPD [1]. Other reported beneficial aspects of
SNIPPV include improved thoracoabdominal synchrony,
reduced work of breathing (WOB), and reduced need
for intubation [5, 7, 11].

It has already been shown that SNIPPV is more effect-
ive than NIPPV and NCPAP in reducing the number of
desaturations and apneas in preterm infants undergoing
CPAP treatment for apnea of prematurity [12]. However,
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the effectiveness of SNIPPV compared to NIPPV in pre-
term infants with RDS is still not completely clear.

Our study protocol was designed to evaluate the
short-term effects of SNIPPV vs. NIPPV on the major
cardiorespiratory variables, trying to identify the best
ventilation modality for preterm infants at their first ap-
proach to NIV ventilation support, on the bases of car-
diorespiratory events reduction and fraction of inspired
oxygen (FiO,) request.

Methods

Aims

Evaluate the short-term effects of SNIPPV vs. NIPPV in
a group of preterm infants on the cardiorespiratory
events at their first approach to NIV ventilation as first
intention (soon after birth) or after extubation.

Study design and setting

The study has been designed as an unmasked random-
ized crossover study. It will involve the NICU of the
University of Turin. The data analysts will be masked.

Inclusion criteria

All newborn infants with RDS needing NIV ventilation
(NIPPV or SNIPPV) as first intention or after extubation
and with all following characteristics will be consecu-
tively enrolled in the study:

1. Gestational age (GA) at birth < 32 weeks
First approach to NIV ventilation (first intention or
after extubation)

3. Parental written consent

4. < 7days of life

Exclusion criteria
The following are the study exclusion criteria:

1. Neurological (including intraventricular

hemorrhage (IVH) > 2° grade) or surgical diseases

Sepsis (clinical or laboratory-confirmed)

Chromosomal or genetic abnormalities

Major malformations and congenital anomalies

Cardiac problems (including hemodynamically

significant patent ductus arteriosus (PDA))

6. Contraindication to NIV (i.e., nasal trauma and
gastrointestinal surgery within the previous 7 days).

AR

Recruitment and randomization

Both parents will sign an informed written consent, and
sufficient time will be allowed for consent. Non-Italian-
speaking parents will only be asked for their consent if
an adult interpreter is available. To support the involve-
ment of participants whose first language is not Italian, a
trusted interpreter and a cultural mediator will be used.
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The decision to use a NIV support will be based on
clinical evaluation. For patients enrolled at NICU admis-
sion (first intention subgroup), infants will be enrolled as
soon as possible in their first 24 h of life. For patients en-
rolled after extubation (after extubation subgroup), in-
fants will be enrolled at the moment of extubation. At
the start of NIV, eligible patients will be allocated to one
of the two arms (NIPPV-SNIPPV-NIPPV or SNIPPV-
NIPPV-SNIPPV) by block randomization. Custom soft-
ware will be used to obtain an arbitrary sequence to
randomize patients to both arms, creating balance be-
tween patients needing NIV as first intention or after
extubation.

After 2h of stabilization (stabilization phase) in the
randomly assigned NIV mode, enrolled patients will be
alternatively ventilated with the two different techniques
for two time frames of 4 h each. If surfactant is needed
before starting the study, the stabilization phase will last
4 h after administration.

Infants will be kept supine throughout the study. During
the whole study duration (including the stabilization
phase), all patients will be continuously monitored with a
multiparametric monitor and the data from the ventilator
will also be recorded. The first hour of each NIPPV/
SNIPPV time frame will be considered as the wash-out
phase and named “adaptation phase”: the data recorded
during this phase will be excluded from the analysis. Milk
meals will be administered during the adaptation phase.

Pain and compliance scales will be filled in by nurses
every 60 min. Blood gas analysis (BGA) values will be re-
corded at the end of the stabilization phase, at the end
of phase A (first NIV modality), and phase B (second
NIV modality).

Patients will drop out of the study in case of:

1. NIV failure criteria: FiO, > 40%, pH < 7.2, pCO,; >
65 mmHg, > 3 episodes of desaturations
(transcutaneous O, saturation (SatO, TC) < 80%)
per hour, > 3 episodes of apnea (>20s) and/or
bradycardia (heart rate (HR) < 80 beats per minute
(bpm)) per hour, Silverman score > 6. Necrotizing
enterocolitis, bowel perforation, and hemodynamic
instability are indications of NIV failure [13]

2. Air leak syndrome (i.e., pneumothorax)

3. Need for invasive procedures during the study

4. Need for surfactant during the study

5. Development of hemodynamic instability or surgical
problems during the study

6. Death

Data obtained from dropouts (patients who drop out
of the study) will be analyzed separately.

After 8 h of study (and 2 h of stabilization phase), each
patient will be ventilated with the best NIV modality
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according to clinical data and the cardiorespiratory pa-
rameters observed during the study.
The design of the study is outlined in Fig. 1.

Techniques

NIV ventilator

NIPPV is a non-invasive ventilation technique in which
PIP administration is not synchronized with the infant’s
respiratory efforts. SNIPPV is a non-invasive ventilation
technique in which PIP administration is synchronized
with the infant’s respiratory efforts.

NIPPV and SNIPPV will be delivered using a Giulia® neo-
natal ventilator via nasal prongs (Ginevri Medical Tech-
nologies, Rome, Italy). With this device, clinicians can
switch from NIPPV to SNIPPV mode and vice versa with-
out changing the circuit and the ventilation interface avoid-
ing discomfort for the patient. The size of the nasal prongs
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will be determined by the infant’s weight and characteristics
to minimize nasal air leaks as per the manufacturer’s rec-
ommendation. In SNIPPV mode, the synchronization will
be achieved through an algorithm based on flow detection
through a fixed orifice pneumotachograph (2.5 mm inner
diameter—dead space 1 mL) interposed between the prongs
and the Y piece (flow-SNIPPV).

The optimal NIV setup will be decided by the clini-
cians and individualized for each patient during the
stabilization phase in order to obtain the lowest FiO,
levels necessary to reach SatO, TC of 90-94% then the
values of PEEP, PIP, backup RR, flow, and inspiratory
time will be kept constant during phases A and B.

Polygraphy
The Embletta® MPR PG (PG (Multi Parameter Recorder
- Polygraphy) - XS is a multiparametric polygraph that

Any newborn with RDS needing NIV
as first intention or at extubation

l

!

If present .
( Exclusion criteria*2 ) ——> ( Excluded abnormalities

l

( Written informed consent )

Clinical data collection in
database
C Clinical observation )

!
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* Chromosomal or genetic
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2 hours (4 hin case of
surfactant administration): NIPPV SNIPPV
monitoring, BGA l l

( Starting monitoring )

X

If not AN * <3 episodes of apnea (> 20 s) and/or
( Stability during NIV** ) y bradycardia (HR < 80 bpm) per hour

**Stability during NIV:

* FiO2 < 40%

epH>72

* pCO2< 65 mmHg

* < 3 episodes of desaturations (SatO2
TC < 80%) per hour

* Silverman score <6

* No developing necrotizing
enterocolitis, bowel perforation, or
hemodynamic instability

| 1 hour: adaptation to NIV, SNIPP
feeding

o —
/ 3 hours: monitoring, BGA ><

***Dropout criteria:
* No stability during NIV**
* Air leak syndrome
* Needing of invasive procedures
Dropout during the study

criteria***: : .
- If present * Needing of surfactant during 1_he study
1 hour: adaptation fo NIV, (@N[[I13% SNIPPV * Development of hemodynamic
: feeding A\ instability or surgical problems
2 - 7 * Death
T 3 hours: monitoring, BGA
o
End ( End monitoring )

Continue with the best NIV
mode for each patient
according to clinical data and
cardiorespiratory parameters
observed during the study

Fig. 1 Study design
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records the patient’'s ECG trace (to calculate HR), FiO,,
pulse-oximeter (to obtain HR and SatO, TC), respiratory
curve (thoracic impedance, through which RR is calcu-
lated). The Embletta® will also be interfaced with Giulia®
ventilator using a custom interface (Ginevri Medical
Technologies, Rome, Italy) that will obtain three analog
output channels (trigger, pressure, flow) from the Giulia®
ventilator.

Data from Embletta® will be analyzed by a designed
software provided by the manufacturer.

Monitoring and data collection
Data on respiratory support and overall clinical status
will be collected from enrolment to discharge. Data will
be recorded continuously by the polygraph from enrol-
ment to the end of the study.

All the data that will be collected will be obtained
from the clinical records and from the Embletta® MPR
PG-XS. Data will be recorded on a database specifically
designed for this study. Access to the database will be
password protected. Participants will be identified by
trial number only.

Data obtained from the clinical records cannot be
modified after being recorded in the database. Data from
the Embletta® MPR PG-XS will be recorded and ana-
lyzed by software provided by the manufacturer and can-
not be modified.

All data recorded throughout the study period are
listed in Table 1.

Cardiorespiratory events

Cardiorespiratory events are defined as episodes of apnea
lasting more than 20s or over 5s if followed by desatur-
ation or bradycardia and/or episodes of desaturation in

Table 1 Data recorded before and during the study period
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which blood oxygen saturation falls below 80% for 4s
or more and/or episodes of bradycardia with HR
below 80 bpm.

Outcomes
The primary outcome of the study is the frequency of
episodes of desaturation.

Secondary outcomes are listed below:

1. The number of the cardiorespiratory events (apnea,
bradycardia, oxygen desaturation)

2. FiO, needing during SNIPPV vs. NIPPV monitoring
to maintain SatO, TC between 90 and 94%, defined
as mean fraction of inspired oxygen, expressed in
percentage

3. Newborn pain score evaluation during SNIPPV vs.
NIPPV monitoring, using Neonatal Pain Scale Score

4. Synchronization index, defined as the percentage of
spontaneous breaths supported by the ventilator

5. Patient-ventilator concordance, defined as the time
between the onset of the patient’s inspiratory effort
and mechanical inflation in synchronized
ventilation

6. Thoracoabdominal asynchrony, defined as the
phase difference between thoracic and abdominal
impedance

Dropout patients will be considered to establish the
frequency of NIV failure, NIV weaning, and the need for
surfactant during each phase of the study.

The main result will be the difference in cardiorespira-
tory events during SNIPPV versus NIPPV.

Tolerance to each of the two NIV modalities will be
evaluated by evaluating the number of failure episodes

Before enrolment

During the study period

ANAMNESTIC VARIABLES

- GA at birth

- Birth weight

- Delivery type

- APGAR at 1/5 min (and 10 min if available)

- Presence of intrauterine growth restriction

- Maternal administration of magnesium sulfate

- Steroid prenatal prophylaxis (number of doses)

- Intrapartum antibiotic prophylaxis (if indicated)

- Presence of intraamniotic infection and administration of
intrapartum antibiotic therapy

CLINICAL VARIABLES

- Surfactant administration (time and number of doses)

- Type and duration of MV previously administered (if any)

- Type and duration of NIV previously administered (if any)

- Corrected GA at enrolling

- Caffeine doses administered (if any)

CARDIORESPIRATORY VARIABLES

- FiO, to maintain SatO,TC 90-94% (as weighted mean)
- NIV failure® and endotracheal intubation

- Number of the cardiorespiratory events?

OTHER POLYGRAPH VARIABLES (continuous monitoring)
- HR

-RR

- SatO, TC

- thoracic impedance

- from ventilator: trigger, pressure, flow

- pressure in ventilator circuit

CLINICAL VARIABLES

- Neonatal Pain Scale score

LABORATORY VARIABLES

- BGA values at the end of stabilization phase, phase A and phase B

GA gestational age, MV mechanical ventilation, NIV non-invasive ventilation, SatO, TC transcutaneous O, saturation, HR heart rate, RR respiratory rate

NIV failure criteria: FiO, > 40%, pH < 7.2, pCO, > 65 mmHg, > 3 episodes of desaturations (SatO, TC < 80%) per hour, > 3 episodes of apnea (> 20s) and/or
bradycardia (HR <80 bpm) per hour, Silverman score > 6. Necrotizing enterocolitis, bowel perforation, and hemodynamic instability are indications of NIV failure
PCardiorespiratory events are defined as episodes of apnea lasting more than 20's or over 5 s if followed by desaturation or bradycardia and/or episodes of
desaturation with blood oxygen saturation below 80% for 4 s or more and/or episodes of bradycardia with HR below 80 bpm.
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and the cardiorespiratory events and analyzing the
scores for individual compliance and pain. The individ-
ual need for oxygen under the two NIV modalities will
be considered a known risk factor for premature retin-
opathy and various other complications.

The Standard Protocol Items: Recommendations for
Interventional Trials (SPIRIT) figure of enrolment, inter-
ventions, and assessments is shown in Fig. 2. The SPIR
IT checklist is provided as Additional file 1.

Statistical analysis and sample size
Descriptive variables will be analyzed in function of their
distribution. T student test or Mann Whitney U test in
case of continuous variables (if normally or not normally
distributed respectively) and chi-squared or fisher test
for qualitative ones. All tests will be two-sided with a
significance threshold of 0.05.

A subgroup analysis will be performed according to
the time of NIV support (first intention or after
extubation).
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The number of patients to be enrolled is calculated
considering clinically relevant a difference of 30% in car-
diorespiratory events between the two ventilation modal-
ities. Assuming a mean of 5 and a SD of 1.5 events/h
(based on available literature data), the number of pa-
tients to be enrolled is 30, to obtain an 80% power and a
significance threshold of 0.05.

Quality control and quality assurance procedures
Compliance to protocol

Compliance will be defined as full adherence to protocol.
Compliance with the protocol will be ensured by a num-
ber of procedures as described.

Site setup

Principal investigators will participate in preparatory
meetings in which details on study protocol, non-
invasive ventilation, multiparametric polygraph, and data
collection will be accurately discussed with all NICU
staff, including nursing and medical staff.

STUDY PERIOD

Enrolment | Allocation

Post-allocation Close-out

TIMEPOINT** -t 0

t1 7] ts ts

ENROLMENT:

Eligibility screen X

Informed consent X

Allocation X

INTERVENTIONS:

NIPPV(X)

XY

SNIPPV(Y)

XY

ASSESSMENTS:

Cardio-respiratory
variables

Multiparametric
polyhraph

L 4

monitoring

L 4

Neonatal Pain
Scale

Blood gas analysis

X X X

- 0: allocation

- t1: stabilization phase
- t2: phase A

- t3: phase B

- t4: study end

Fig. 2 Spirit figure

- t1: enrolment period: NICU admission or at extubation
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Safety

Safety endpoints will include incidence, severity, and caus-
ality of reported significant adverse events (SAEs). All
SAEs will be followed until satisfactory resolution or until
the investigator responsible for the care of the participant
deems the event to be chronic or the patient to be stable.
All expected and unexpected SAEs, whether or not they
are attributable to the study intervention, will be reviewed
by the principal investigators to determine if there is a rea-
sonable suspected causal relationship with the interven-
tion. If the relationship is reasonable, SAEs will be
reported to the ethics committee and inform all other in-
vestigators to guarantee the safety of the participants.

Discussion

The European Consensus Guidelines on the Management
of Respiratory Distress Syndrome recommend NIV as the
best respiratory support for preterm infants with RDS [1].

It is well known that the NIV is a valid tool to reduce
the duration and the need for MV. The reduction in MV
is closely related to the development of ventilator lung
injury and complications such as BPD. Early switching
from the MV to the NIV has been advocated, even for
extremely preterm infants [14]. Therefore, it is desirable
to identify the best type of NIV to be used at birth or
after extubation.

The popularity of NIPPV is rising since its comparison
to NCPAP has demonstrated a significant decrease in re-
spiratory failure, re-intubation rates, and extubation fail-
ure [6]. However, there is insufficient evidence to
recommend NIPPV as the primary mode of respiratory
support in the delivery room [1].

Synchronization may be important in delivering effect-
ive NIPPV: studies using SNIPPV and delivering NIPPV
to infants by a ventilator observed benefits more consist-
ently [7].

The periodic breaths of NIPPV increase tidal volume
leading to enhanced removal of CO,, sustained alveolar
ventilation during episodes of apnea and increased func-
tional residual capacity (FRC) [4, 15]. Asynchronies
between ventilator and infant breaths may alter spontan-
eous breath rhythm, induce glottal narrowing, increase
WOB, increase abdominal distension, and cause volu-
trauma. SNIPPV seems to be associated with an increase
in tidal and minute volumes compared to NCPAP [16].
It has also been demonstrated that SNIPPV recruits col-
lapsed alveoli, thereby increasing FRC and decreasing
the need for MV [17]. Several explanations may account
for the effectiveness of SNIPPV: decreased thoracoab-
dominal motion asynchrony and flow resistance through
the nasal prongs, with improved stability of the chest
wall and pulmonary mechanics, increased flow delivery
in the upper airway with the addition of a PIP above
PEEP [18].
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Synchronization during nasal ventilation is considered
to provide more efficient respiratory support and syn-
chrony. One of the first studies to demonstrate WOB re-
duction in preterm infants using SNIPPV was conducted
more than ten years ago [19]. Huang et al. [20] sup-
ported these benefits of synchronized ventilation
achieved by using a Graseby capsule, showing an im-
proved gas exchange and a decreased respiratory effort.

Compared to NCPAP and NIPPV, SNIPPV is more ef-
fective in reducing desaturation and apneas; compared
to NCPAP, SNIPPV reduces BPD risk, extubation fail-
ure, and severe retinopathy of prematurity [16, 21].

Gizzi et al. compared the effects of flow-SNIPPV,
NIPPV, and NCPAP on the rates of desaturation and
bradycardias in preterm infants with apnoeic-spells (the
mean GA at study was 30 weeks) [12]. A randomized
crossover study with three treatment phases was con-
ducted: patients received the three modes of ventilation
for 4 h each, using a conventional nasal ventilator able to
provide synchronization by a pneumotachograph (Giu-
lia® ventilator; GINEVRI srl, Albano Laziale, Rome,
Italy). Flow-SNIPPV has been shown to reduce desatur-
ation and apneas in NCPAP infants [12].

SNIPPV may be superior to NIPPV even in patients
with RDS, as first intention (soon after birth) or after
extubation.

As first intention, flow-SNIPPV combined with surfac-
tant seemed to be a promising strategy for treating infants
in the acute phase of RDS [22]. However, a recent meta-
analysis showed that early NIPPV appears to be superior
to NCPAP alone in decreasing respiratory failure and the
need for intubation, without any additional benefits of
SNIPPV [10]. Recently, Handoka et al. reported grade of
RDS, mean airway pressure, and antenatal steroid use as
the predictors of early SNIPPV failure [18].

A lower WOB is an important consideration when
choosing which non-invasive mode should be used to
support preterm infants immediately after extubation.
SNIPPV and NIPPV delivered by a ventilator demon-
strated short-term benefits for extubation failure and
long-term pulmonary effects for BPD and pulmonary air
leaks [7]. SNIPPV post-extubation reduced the WOB
and thoracoabdominal asynchrony [5, 11].

Several fans are currently available for SNIPPV. The
Giulia® ventilator (GINEVRI srl, Albano Laziale, Rome,
Italy) is one of them, providing a flow-SNIPPV. The
Giulia® uses a pressure sensor. The trigger quality of this
system is not known.

It is known that NIPPV produces a percentage of inef-
fective acts because they are not synchronized with pa-
tient’s acts. On the other hand, a bad synchronization
system could have the effect of increasing respiratory
work. Our hypothesis is that a valid synchronization
could reduce the respiratory work and increase the
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volume per minute exchanged without interfering with
the natural respiratory rhythm of the infant with RDS. A
randomized crossover study with three treatment phases
will be conducted to evaluate the short-term effects of
SNIPPV vs. NIPPV in a group of preterm infants at their
first approach to NIV ventilation as first intention or
after extubation on the cardiorespiratory events.

The results of this study will allow us to evaluate the
effectiveness of the synchronization obtained by the
flow-SNIPPV.

The results of this study will demonstrate whether
synchronization is the most effective ventilation mode
even in preterm infants with RDS.

We want to make a few considerations given the popu-
lation for this trial is infants with RDS and the current glo-
bal pandemic of a virus that is especially harmful to
pulmonary systems. Since patients of this trial are preterm
infants admitted in NICU, existing hygiene rules and stan-
dards of care are applied to all patients. Hospital restric-
tions have a significantly limited parental presence for
NICU admitted infants. Otherwise, the trial is not
modified. To accommodate risks and restrictions due
to COVID-19, all neonates born to mothers with sus-
pected or confirmed COVID-19 who need intensive
care are admitted to another unit and are not en-
rolled in the trial.

Trial status
The protocol is syncNIPPV17 version no. 1.6. The re-
cruitment is expected to begin on September 1st, 2020.
The anticipated date of recruitment completion is Au-
gust 31st 2021.

The trial was registered in ClinicalTrials.gov on 09/21/
2017, NCT03289936.

All items from the WHO Trial Registration Data set
can be found within the manuscript.
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WOB: Work of breathing; SAEs: Significant adverse events

Supplementary Information
The online version contains supplementary material available at https://doi.
0rg/10.1186/513063-021-05351-0.

Additional file 1. SPIRIT 2013 checklist: recommended items to address
in a clinical trial protocol and related documents.

Page 8 of 9

Acknowledgements
The authors would like to thank Ms. Emma Joyce Cartiglia for English
language review.

Authors’ contributions

FCr, FCh, and EM conceptualized and designed the study, drafted the initial
manuscript, and approved the final manuscript as submitted. SMB, EM, GM,
and CP reviewed and revised the manuscript and approved the final
manuscript as submitted. MF collaborated to design the study and approved
the final manuscript as submitted. AC and EB critically reviewed the
manuscript and approved the final manuscript as submitted. All authors read
and approved the final manuscript.

Funding
Not applicable.

Availability of data and materials
The datasets generated during the current study are available from the
corresponding author on reasonable request.

Declarations

Ethics approval and consent to participate

Study protocol was approved with the approval number 0077664 on 7
August 2017 by the ethics committee of the NICU (Comitato Etico
Interaziendale — AOU Citta della Salute e della Scienza di Torino; phone: +
39.011.6336547; email: comitatoetico@cittadellasalute.to.it). A written
informed consent to participate will be obtained from all participants’
parents/legal guardians.

Consent for publication
Not applicable.

Competing interests

Engineer Mattia Ferroglio declares to have a contract with GINEVRI srl as
responsible for technical assistance for the Piedmont region. All the other
authors declare that they have no competing interests.

Received: 31 August 2020 Accepted: 2 June 2021
Published online: 14 June 2021

References

1. Sweet DG, Carnielli V, Greisen G, Hallman M, Ozek E, Te Pas A, et al.
European Consensus Guidelines on the Management of Respiratory Distress
Syndrome - 2019 Update. Neonatology. 2019;115(4):432-50.

2. Cummings JJ, Polin RA, Committee on Fetus and Newborn, American
Academy of Pediatrics. Noninvasive Respiratory Support. Pediatrics. 2016;
137(1). https://doi.org/10.1542/peds.2015-3758.

3. Isayama T, lwami H, McDonald S, Beyene J. Association of noninvasive
ventilation strategies with mortality and bronchopulmonary dysplasia
among preterm infants: a systematic review and meta-analysis. JAMA. 2016;
316(6):611-24.

4. Owen LS, Manley BJ. Nasal intermittent positive pressure ventilation in
preterm infants: equipment, evidence, and synchronization. Semin Fetal
Neonatal Med. 2016;21(3):146-53.

5. Permall DL, Pasha AB, Chen X. Current insights in non-invasive
ventilation for the treatment of neonatal respiratory disease. Ital J
Pediatr. 2019;45(1):105.

6. Ferguson KN, Roberts CT, Manley BJ, Davis PG. Interventions to improve
rates of successful extubation in preterm infants: a systematic review and
meta-analysis. JAMA Pediatr. 2017;171(2):165.

7. Lemyre B, Davis PG, De Paoli AG, Kirpalani H. Nasal intermittent positive
pressure ventilation (NIPPV) versus nasal continuous positive airway pressure
(NCPAP) for preterm neonates after extubation; 2017.

8. Moretti C, Gizzi C, Montecchia F, Barbara CS, Midulla F, Sanchez-Luna
M, et al. Synchronized nasal intermittent positive pressure ventilation of
the newborn: technical issues and clinical results. Neonatology. 2016;
109(4):359-65.

9. Mowitz ME, Zupancic JAF, Millar D, Kirpalani H, Gaulton JS, Roberts RS, et al.
Prospective economic evaluation alongside the non-invasive ventilation
trial. J Perinatol Off J Calif Perinat Assoc. 2017;37(1):61-6.


https://doi.org/10.1186/s13063-021-05351-0
https://doi.org/10.1186/s13063-021-05351-0
mailto:comitatoetico@cittadellasalute.to.it
https://doi.org/10.1542/peds.2015-3758

Cresi et al. Trials

20.

21.

22.

(2021) 22:392

Lemyre B, Laughon M, Bose C, Davis PG. Early nasal intermittent positive
pressure ventilation (NIPPV) versus early nasal continuous positive airway
pressure (NCPAP) for preterm infants. Cochrane Database Syst Rev. 2016;12:
CD005384.

Charles E, Hunt KA, Rafferty GF, Peacock JL, Greenough A. Work of
breathing during HHHFNC and synchronised NIPPV following extubation.
Eur J Pediatr. 2019;178(1):105-10.

Gizzi C, Montecchia F, Panetta V, Castellano C, Mariani C, Campelli M, et al.
Is synchronised NIPPV more effective than NIPPV and NCPAP in treating
apnoea of prematurity (AOP)? A randomised cross-over trial. Arch Dis Child
- Fetal Neonatal Ed. 2015;100(1):F17-23.

Salvo V, Lista G, Lupo E, Ricotti A, Zimmermann LJI, Gavilanes AWD, et al.
Noninvasive Ventilation Strategies for Early Treatment of RDS in Preterm
Infants: An RCT. Pediatrics. 2015;135(3):444-51.

Manley BJ, Doyle LW, Owen LS, Davis PG. Extubating Extremely Preterm
Infants: Predictors of Success and Outcomes following Failure. J Pediatr.
2016;173:45-9.

Alexiou S, Panitch HB. Physiology of non-invasive respiratory support. Semin
Fetal Neonatal Med. 2016;21(3):174-80.

Moretti C, Giannini L, Fassi C, Gizzi C, Papoff P, Colarizi P. Nasal flow-
synchronized intermittent positive pressure ventilation to facilitate weaning in
very low-birthweight infants: Unmasked randomized controlled trial. Pediatr
Int. 2008;50(1):85-91.

Li W, Long C, Zhangxue H, Jinning Z, Shifang T, Juan M, et al. Nasal
intermittent positive pressure ventilation versus nasal continuous positive
airway pressure for preterm infants with respiratory distress syndrome: a
meta-analysis and up-date. Pediatr Pulmonol. 2015;50(4):402-9.

Handoka NM, Azzam M, Gobarah A. Predictors of early synchronized non-
invasive ventilation failure for infants < 32 weeks of gestational age with
respiratory distress syndrome. Arch Med Sci AMS. 2019;15(3):680-7.

Aghai ZH, Saslow JG, Nakhla T, Milcarek B, Hart J, Lawrysh-Plunkett R, et al.
Synchronized nasal intermittent positive pressure ventilation (SNIPPV)
decreases work of breathing (WOB) in premature infants with respiratory
distress syndrome (RDS) compared to nasal continuous positive airway
pressure (NCPAP). Pediatr Pulmonol. 2006;41(9):875-81.

Huang L, Mendler MR, Waitz M, Schmid M, Hassan MA, Hummler HD. Effects
of synchronization during noninvasive intermittent mandatory ventilation in
preterm infants with respiratory distress syndrome immediately after
extubation. Neonatology. 2015;108(2):108-14.

Bhandari V. Noninvasive respiratory support in the preterm infant. Clin
Perinatol. 2012;39(3):497-511.

Gizzi C, Papoff P, Giordano |, Massenzi L, Barbara CS, Campelli M, et al. Flow-
synchronized nasal intermittent positive pressure ventilation for infants <32
weeks' gestation with respiratory distress syndrome. Crit Care Res Pract.
2012,2012:1-7.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.

Page 9 of 9

Ready to submit your research? Choose BMC and benefit from:

e fast, convenient online submission

o thorough peer review by experienced researchers in your field

 rapid publication on acceptance

o support for research data, including large and complex data types

e gold Open Access which fosters wider collaboration and increased citations
e maximum visibility for your research: over 100M website views per year

K BMC

At BMC, research is always in progress.

Learn more biomedcentral.com/submissions




	Abstract
	Background
	Methods
	Discussion
	Trial registration

	Background
	Methods
	Aims
	Study design and setting
	Inclusion criteria
	Exclusion criteria
	Recruitment and randomization
	Techniques
	NIV ventilator
	Polygraphy

	Monitoring and data collection
	Cardiorespiratory events
	Outcomes
	Statistical analysis and sample size

	Quality control and quality assurance procedures
	Compliance to protocol
	Site setup
	Safety

	Discussion
	Trial status
	Abbreviations
	Supplementary Information
	Acknowledgements
	Authors’ contributions
	Funding
	Availability of data and materials
	Declarations
	Ethics approval and consent to participate
	Consent for publication
	Competing interests
	References
	Publisher’s Note

