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Abstract

Abstract Background: The effects of minimally invasive surfactant administration (MISA) in preterm infants with neonatal
respiratory distress syndrome (NRDS) are unclear. Methods: We searched randomized controlled trials (RCTs) and compared
MISA techniques with intubation for surfactant delivery in preterm infants with NRDS in PubMed, Embase, Cochrane Library,
and Web of Science. Results: Thirteen RCTs (1931 infants) were included in the meta-analysis. The use of MISA techniques
decrease the incidence of bronchopulmonary dysplasia (BPD) at 36 weeks, pneumothorax, and hemodynamically significant
patent ductus arteriosus (hsPDA) (Risk Ratio(RR) : 0.59, 95% confidence interval (CI) : 0.46 to 0.75, p < .0001; RR : 0.60,
95% CI : 0.39 to 0.93, p= .02 and RR : 0.88, 95% CI : 0.78 to 1.00, p= .04, respectively). In addition, infants in the MISA
group required less mechanical ventilation within 72 h of life or during hospitalization (RR : 0.60, 95% CI : 0.48 to 0.75, p<
.00001 and RR : 0.64, 95% CI : 0.49 to 0.82, p = .0005, respectively) compared with infants in the control group. However, the
rate of surfactant reflux was higher in the MISA group than that in the control group (RR : 2.12, 95% CI : 1.37 to 3.29, p =
.0008). There were no significant differences in mortality and other outcomes beteween the MISA group and the control group.
Conclusions: The administration of surfactant with MISA techniques could lower the requirement for mechanical ventilation,

and decrease the incidence of BPD at 36 weeks, pneumothorax, and hsPDA.
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Abstract

Background:The effects of minimally invasive surfactant administration (MISA) in preterm infants with
neonatal respiratory distress syndrome (NRDS) are unclear.

Methods: We searched randomized controlled trials (RCTs) and compared MISA techniques with intuba-
tion for surfactant delivery in preterm infants with NRDS in PubMed, Embase, Cochrane Library, and Web
of Science.

Results: Thirteen RCTs (1931 infants) were included in the meta-analysis. The use of MISA techniques
decrease the incidence of bronchopulmonary dysplasia (BPD) at 36 weeks, pneumothorax, and hemodynam-
ically significant patent ductus arteriosus (hsPDA) (Risk Ratio(RR) : 0.59, 95% confidence interval (CI) :
0.46 to 0.75, p < .0001; RR : 0.60, 95% CI : 0.39 to 0.93, p= .02 and RR : 0.88, 95% CI : 0.78 to 1.00,
p= .04, respectively). In addition, infants in the MISA group required less mechanical ventilation within
72 h of life or during hospitalization (RR : 0.60, 95% CI : 0.48 to 0.75, p< .00001 and RR : 0.64, 95% CI
: 0.49 to 0.82, p = .0005, respectively) compared with infants in the control group. However, the rate of
surfactant reflux was higher in the MISA group than that in the control group (RR : 2.12, 95% CT : 1.37 to
3.29, p = .0008). There were no significant differences in mortality and other outcomes beteween the MISA
group and the control group.

Conclusions: The administration of surfactant with MISA techniques could lower the requirement for
mechanical ventilation, and decrease the incidence of BPD at 36 weeks, pneumothorax, and hsPDA.
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Neonatal respiratory distress syndrome (NRDS), one of the most common respiratory diseases in preterm
infants, is mainly due to the lack of pulmonary surfactant, which often results in neonatal death!. Exoge-
nous pulmonary surfactant replacement therapy can reduce the incidence of NRDS and neonatal mortality
and improve the long-term outcome; therefore, it is currently recognized as the most effective treatment for
NRDS 24, Previous treatment options for NRDS included mechanical ventilation with surfactant replace-
ment therapy, except that this approach resulted in a high incidence of ventilator-associated lung injury and
bronchopulmonary dysplasia (BPD) %°. Intubation, surfactant administration, and extubation (INSURE)
techniques were later developed, which could effectively reduce the incidence of BPD and the duration of
mechanical ventilation "®. However, endotracheal intubation can damage the airway 9, and transient positive
pressure ventilation can cause significant lung injury'°.

In order to prevent intubation for surfactant delivery in preterm infants with NRDS, MISA techniques are
recommended, including less invasive surfactant administration (LISA) and minimally invasive surfactant
therapy (MIST) . These techniques are characterized with the use of a thin catheter for surfactant delivery
while the infant breathes spontaneously with the support of nasal continuous positive airway pressure (nC-
PAP). Nevertheless, it is still unknown whether MISA techniques can reduce the mortality rate, as well as
the incidence of BPD and other neonatal complications compared with conventional intubation techniques.
Therefore, we systematically searched randomized controlled trials (RCTs), compared MISA techniques with
endotracheal intubation for surfactant delivery, and conducted meta-analysis to further clarify their efficacy
and safety.



2 | METHODS

This systematic review was conducted in accordance with the Preferred Reporting Items for Systematic
Reviews and Meta-analyses (PRISMA) guidelines 2.

2.1 | Search strategy

Searches were conducted in PubMed, Embase, Cochrane Library, and Web of Science databases from in-
ception to November 4, 2020. Keywords and MeSH terms were as follows: “Infant, Premature”, “Infant,
Extremely Premature”, “Premature Birth”, “MISA” | “MIST”, “LISA”, “less invasive”, “minimally invasive”,
“thin catheter”, “gastric tube”, “nasogastric tube”, “non-intubated”, “non-intubation”, “noninvasive”, “lung
surfactant”, “pulmonary surfactant”, and “surfactant”. We also reviewed the references in each included
study to identify any relevant papers that might have been missed from the search.

2.2 | Inclusion criteria
(1) Participants: premature infants diagnosed with NRDS (gestational age, <37 weeks).
(2) Research type: published clinical RCTs written in English.

(3) Intervention measures: the intervention group applied MISA techniques for surfactant delivery, whereas
the control group applied endotracheal instillation.

(4) One or more of the following outcomes was measured in the literature: the mortality rate, the requirement
for mechanical ventilation, or the presence of any other neonatal morbidity.

2.3 | Study selection and data extraction

After Endnote software was used to remove duplicate studies, two reviewers (Xiaohong Wu and Zhoushan
Feng) independently selected eligible studies and extracted data according to the inclusion criteria. Differ-
ences were settled by discussion and consensus. For studies with incomplete information, if the missing data
could not be obtained after contacting the author, a group discussion was conducted to decide whether the
study should be included.

2.4 | Study quality assessment

Two reviewers (Xiaohong Wu and Zhoushan Feng) independently evaluated data in randomized studies using
the Cochrane “Risk of Bias Assessment Tool” 3. Parameters for evaluation were as follows: adequacy of
random sequence generation, allocation concealment, blinding of the caregivers and the assessors, incomplete
outcome data reporting, and selective reporting. Discrepancies were settled by discussion and consensus.

2.5 | Data analysis

Meta-analysis was performed by Review Manager 5.3 (The Cochrane Collaboration, Copenhagen, Denmark)
and Stata 14.0 (Stata Corporation, College Station, TX, USA). Effect sizes computed for the analyses were
presented as risk ratios (RR) with 95% confidence intervals (CI). The RR was not estimable when the
events were zero in both groups. I?<50% was indicative of no heterogeneity, and the fixed effect model was
adopted. By contrast, I? >50% was indicative of heterogeneity, and the random effect model was applied
after sensitivity analysis. Publication bias was assessed visually by funnel plots and then by Egger tests. P
< .05 was considered statistically significant.

3 | RESULTS
3.1 | Study selection and characteristics of included studies

A total of 915 studies were obtained during the initial search. Subsequently, 371 duplicates were distinguished
and excluded with Endnote software. From the remaining 544 articles, 496 articles were exempted after
scanning titles and abstracts. Finally, 35 articles were excluded after reading the full text, and 13 articles!4-26
were included in the meta-analysis with a total of 1931 infants, including 964 in the MISA group and 967 in
the control group.



The control groups in two articles 419 chose mechanical ventilation after intubation for surfactant delivery,

whereas the intervention groups in 11 articles '°-'820-26chose INSURE techniques. The MISA techniques
used in the intervention groups were as follows: eight articles 14:16-20:22:26y35ed LISA techniques, two articles
21,24 ysed MIST techniques, two articles 232?° used both techniques, and one article ' only mentioned
administration of a surfactant via a thin catheter but did not specify which technique was used.

The application of cesarean sections and antenatal steroids was similar between the two groups in each study.
All studies described similar criteria for surfactant delivery with similar values of fractional oxygen inhalation
(FiO2) and/or respiratory distress severity, whereas 12 articles 14:16-26 described criteria for rescue intubation.
In ten articles'#212426 the type of pulmonary surfactant was Curosurf, whereas in three articles 22:23:25,
three other kinds of pulmonary surfactant were used. The literature screening process is shown in Figure 1,
and the basic characteristics of the included studies are given in Table 1.

3.2 | Risk of bias assessment for all included studies

All included studies were generally considered to be low or moderate risk according to the Cochrane as-
sessment standards for RCT. Among them, 11 trials '416:18-26 yeported the method of random sequence
generation, and 11 trials 416:19-26described the specific allocation concealment methods. Due to the partic-
ularity of the intervention, blinding was not possible in all trials, and blinding of researchers and subjects
was assessed as high risk. However, almost all studies described the criteria for surfactant delivery !4-26
and rescue intubation'®'%-26 o as to minimize such bias. Twelve articles'®1%-26 reported complete outcome
data. For reporting bias, five studies 1%:17:18:22:23,26 showed unclear bias because they were not registered in
a public trial registry, and three studies 292425 showed high risk (Table 2).

3.3 | Outcomes

3.3.1 | All-cause mortality

Mortality data were reported in 11 studies 42326 in which one study 2% had a mortality rate of 0, so it

was not included in the meta-analysis. There was no significant difference in the mortality rate between the
MISA group and the control group (Risk ratio (RR) : 0.75, 95% confidence interval (CI) : 0.56 to 1.00, 12 =
8%, p = .05, 10 studies'*23 (n = 1478)).

As the subjects in two studies !9 were preterm infants at < 29 weeks and for the control group, instead of

choosing INSURE techniques for surfactant delivery, the authors selected a more traditional approach, that
is, continuous mechanical ventilation after surfactant instillation with endotracheal intubation, sensitivity
analysis yielded different results (RR : 0.69, 95% CI : 0.51 to 0.95, p = .02, I? = 17%, 8 studies!>-18:20-23 (
= 1047)) (Figure 2A).

3.3.2 | BPD at 36 weeks

Twelve trials 14-21:23-26 involving 1831 newborns reported the incidence of BPD at 36 weeks. Meta-analysis

revealed that MISA techniques brought about a significant decrease in this outcome (RR : 0.59, 95% CI :
0.46 to 0.75, 12 = 3%, p < .0001). Sensitivity analysis limited to studies that unequivocally stated the use
of the INSURE regimen in the control group showed similar results (RR : 0.59, 95% CI : 0.45 to 0.78, 12 =
20%, p = .0002, 10 studies!5-18:20:21,23-26 (, — 1400)) (Figure 2B).

3.3.3 | Need for mechanical ventilation within 72 h of life

Eight trials 14:16-18,20,21,24.26 ¢howed data on the requirement of mechanical ventilation within 72 h of life
with a total of 892 infants. Meta-analysis revealed that infants in the MISA group required less mechanical
ventilation within 72 h of life (RR : 0.60, 95% CI : 0.48 to 0.75, I? = 36%, p < .00001). Sensitivity analysis
showed similar results (RR : 0.76, 95% CI : 0.58 to 0.99, 12 = 0%, p = .04, 7 studies!6-18:20,:21,24.26 (, — §72))
(Figure 2C).

3.3.4 | Need for mechanical ventilation during hospitalization



In this meta-analysis, the random effect model (REM) was applied, as significant heterogeneity was observed
in the fixed-effect model (FEM) (I? = 72%). Meta-analysis estimated that the MISA group had a lesser
need for mechanical ventilation during hospitalization (RR : 0.64, 95% CI : 0.49 to 0.82, p = .0005, 8
studies'#1719:21-23 (n —= 1350)). The heterogeneity did not change significantly after removing each trial
one by one. The exclusion of two studies 19 yielded similar results and failed to significantly reduce
the heterogeneity (RR : 0.66, 95% CI : 0.48 to 0.91, 12 = 51%, p = .01, 6 studies'®17?1-23 (n = 919)) (Figure
2D).

3.3.5 | Other outcome measures

Meta-analysis revealed a significantly lower incidence of pneumothorax and hsPDA in the MISA group than
that in the control group (RR : 0.60, 95% CI : 0.39 to 0.93], p = .02, 9 studies'419:21:22.26 (3 = 1187) and RR :
0.88, 95% CI : 0.78 to 1.00, p = .04, 11 studies 1*+1921-25 (1 = 1796), respectively). There were no significant
differences between the two groups in the other neonatal complications, namely, pulmonary hemorrhage,
retinopathy of prematurity (ROP) (>stage II or the need for treatment), intraventricular haemorrhage
(IVH) (all grades), severe IVH (grade IIT or higher), and periventricular leukomalacia (PVL). For procedure-
related outcomes, meta-analysis showed that MISA techniques increased the rate of surfactant reflux (RR
2,12, 95% CI : 1.37 to 3.29, p = .0008, 5 trials'®-1821:26 (n = 576)), but did not increase the need for
additional surfactant compared with the control group (RR : 1.17, 95% CI : 0.95 to 1.45, p = .15, 11 trials
15-22,24-26(1y = 1658)). Sensitivity analysis was performed, and the heterogeneity of each outcome did not
change significantly (Table 3).

3.4 | Publication bias

Publication bias in the literature reporting the mortality rate was assessed by constructing a funnel plots
and performing the Egger test. The funnel plot was symmetrical visually and verified by the Egger test (p
= .896) (Figure 3).

4 | DISCUSSION

In this study, a systematic review of 13 RCTs demonstrated that the use of MISA techniques could sig-
nificantly reduce the incidence of BPD at 36 weeks, pneumothorax, and hsPDA without increasing the
incidence of other neonatal complications compared with endotracheal intubation for surfactant delivery.
MISA techniques also reduced the need for mechanical ventilation within 72 h of life or during hospitaliza-
tion. Although MISA techniques increased the rate of surfactant reflux, they did not increase the need for
additional surfactant, indicating that MISA techniques did not reduce the efficiency of surfactant.

In addition, there was no significant difference in the mortality rate between the two groups. On the one
hand, the mortality rate was lower in the MISA group than that in the control group (9.1% vs. 12.1%), and
it was right on the edge of statistical significance (p = .05), so further analysis is needed after additional
RCT studies are published. On the other hand, the mortality rate was significantly reduced in the MISA
group after sensitivity analysis (RR = 0.69, 95% CI : 0.51 to 0.95, p = .02). This reduction might have
been due to the younger gestational age of subjects in the excluded study (gestational age, < 29 weeks)
14,19 The younger the gestational age, the higher the mortality rate 272%. The effect of gestational age
on mortality was greater than that of surfactant delivery techniques between the two groups. Overall, the
results concluded here were robust to most sensitivity analyses.

Pneumothorax occurred less frequently in the MISA group than in the control group, considering that
MISA techniques do not cause pressure or volume damage from brief mechanical ventilation. Similarly, the
incidence of hsPDA in the MISA group was lower than that in the control group, suggesting that MISA
techniques had fewer effects on hemodynamics. Epidemiological studies have reported that hsPDA associates
with BPD 22, hsPDA increased the pressure of pulmonary capillary bed arteries and veins, resulting in more
fluid infiltration into the pulmonary interstitium, which aggravated pulmonary edema. In this study, the
incidence of hsPDA in the MISA group was lower than that in the control group, which might have been
another reason for the low incidence of BPD.



The use of INSURE techniques for surfactant delivery has been widely reported in clinical practice, but
many shortcomings remain®’-3!. Surfactant delivery in a noninvasive approach that reduces the hazards of
endotracheal intubation, and it includes aerosolized administration 32, laryngeal mask airway-guided admin-
istration 3334, pharyngeal administration 3°, and minimally invasive pulmonary surfactant administration.
However, due to the lack of relevant studies on the first three approaches, the results are inconsistent, and
further studies are needed to evaluate their safety and effectiveness®6:37. Compared with endotracheal in-
tubation, the possible advantages of minimally invasive administration are as follows. Firstly, thin tubes
can reduce damage to vocal cords and the tracheal mucosa ?. Secondly, MISA techniques can prevent lung
injury in premature infants from high pressure or lung overdistension!?3®. Finally, they allow uninterrupted
application of NCPAP during surgery, thereby facilitating the maintenance of stable oxygen saturation 3°.

This meta-analysis searched for RCT studies using a thin catheter for surfactant delivery and included
LISA and MIST techniques, leading to differences from other meta-analyses. A previously published meta-
narrative review failed to identify a lesser BPD at 36 weeks in the MISA group 4, but this study observed
a reduction in BPD at 36 weeks, which was consistent with the conclusions of a mesh meta-analysis and
a cross-sectional observational multicenter study*'*2. In comparison with a recent meta-analysis*®, after
excluding the same two RCTs for sensitivity analysis, this study found a reduction in mortality, whereas the
authors of the previously published meta-analysis did not.

Although we strived for a comprehensive and accurate meta-analysis, there were several limitations. First,
there were differences in the gestational age and the body weight among the studies, and lung tissues at
different stages of development showed different sensitivities to injury from mechanical ventilation, which
might have affected the incidence of BPD at 36 weeks, pneumothorax, and other complications. Second,
different doses and types of surfactant might have affected the outcome of the study. Due to the limited
number of existing studies, it was difficult to evaluate the aforementioned factors in the groups, and additional
large-sample, multi-center clinical studies are needed to further explore the efficacy and safety. Finally, none
of the included studies reported long-term neurodevelopmental follow-up data.

In conclusion, the use of MISA techniques for surfactant delivery not only reduced the need for mechanical
ventilation (within 72 h of life or during hospitalization), but also reduced the incidence of BPD at 36
weeks, pneumothorax, and hsPDA without increasing the incidence of other complications. Therefore,
MISA techniques should be considered as part of the lung protective strategy for premature infants with
NRDS. However, the specifics of these techniques are rarely reported and related large-sample multicenter
studies are scarce. Therefore, additional well-designed, well-targeted RCT studies are needed to evaluate
their efficacy and safety.
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