
Relationship Between the Respiratory Severity Score and 
Extubation Failure in Very-Low-Birth-Weight Premature 
Infants

Objective: The objective of the study is to investigate the utility of the respiratory severity score (RSS), an easy-to-use, non-invasive 
respiratory failure assessment tool that does not require arterial blood sampling, for predicting extubation failure in very-low-
birth-weight premature infants. 
Methods: Demographic characteristics, clinical course, and neonatal morbidities were retrospectively analyzed. Data were ob-
tained from the files of infants who were admitted to our unit between February 2016 and September 2020, were born before 30 
weeks’ gestation, and had a birth weight <1250 g. Extubation success was defined as no need for reintubation for 72 h after extuba-
tion. RSS and RSS/kg values before each patient’s first planned extubation were calculated. RSS values before extubation and risk 
factors for extubation failure were compared between infants in the successful and failed extubation groups. 
Results: Our study enrolled 142 infants who met the inclusion criteria. The extubation failure rate was 30.2% (43/142). Early ges-
tation, low birth weight, male sex, high RSS, grade ≥3 intraventricular hemorrhage, late-onset sepsis, low weight at the time of 
extubation, and postmenstrual age at the time of extubation were identified as risk factors for extubation failure. In the logistic 
regression analysis including these risk factors, RSS/kg remained a significant risk factor, along with late-onset sepsis (OR 25.7 [95% 
CI: 5.70–115.76]; p<0.001). In the receiver operating characteristic analysis of RSS values, at a cutoff value of 2.13 (area under the 
curve: 82.5%), RSS/kg had 77% sensitivity and 78% specificity (p<0.001). The duration of mechanical ventilation and hospital stay 
were prolonged in infants with extubation failure. The incidence rates of stage ≥3 retinopathy of prematurity and stage ≥2 necro-
tizing enterocolitis were also higher. 
Conclusions: High RSS and RSS/kg values were closely associated with extubation failure and can be used as a non-invasive assess-
ment tool to support clinical decision-making, and thus reduce the rate of extubation failure.
Keywords: Extubation failure; prematurity; respiratory severity score.
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Introduction
Although non-invasive methods have gradually gained 
prominence in recent years and have been used more fre-
quently for respiratory management of premature infants 
with very low birth weight (VLBW), a significant number of 
these infants require mechanical ventilation.[1,2] Endotracheal 
intubation and mechanical ventilation are associated with 
bacterial colonization, sepsis, ventilator-associated pneu-
monia, and airway trauma despite their lifesaving capability.
[3,4] Furthermore, as the duration of mechanical ventilation 
increases, so too does the risk of bronchopulmonary dyspla-
sia (BPD) and neurodevelopmental disorder.[5,6] Therefore, 
performing early extubation in preterm infants, and short-
ening the duration of mechanical ventilation as much as 
possible, have become important objectives for physicians 
working in neonatal intensive care units.

Currently, decisions regarding extubation are usually based 
on subjective clinical judgments informed by blood gas val-
ues, ventilator parameters, and interpretation of the infant’s 
clinical condition; this may lead to inappropriate extuba-
tion.[7] Previous studies conducted on extremely low-birth-
weight premature infants determined that approximately 
one-third of extubated infants required re-intubation.[8] 
Extubation failure is not only associated with prolonged 
mechanical ventilation time but is also independently 
associated with increased mortality and longer hospital-
ization time.[9,10] Hypoxemia, bradycardia, blood pressure 
fluctuations, and changes in cerebral function caused by 
repeated endotracheal intubation and complications (such 
as upper airway trauma and atelectasis) are possible causes 
of these negative outcomes.[11,12] Although numerous stud-
ies conducted over a long period have explored ways to 
determine infants’ readiness for extubation, and thereby 
increase extubation success,[13–16] no strong evidence sup-
ports the use of any particular predictor of extubation 
readiness over clinical judgment alone.[17]

The respiratory severity score (RSS) is a non-invasive respi-
ratory failure assessment tool that does not require arterial 
blood samples. It has been used as a measure of disease 
severity in some large-scale multicenter studies.[18,19] In 
addition, its association with BPD, mortality, and short-term 
complications has been investigated,[20,21] and high RSS val-
ues were found to be associated with extubation failure.[22] 
A study in which the RSS was analyzed by weight (RSS/
kg) found that RSS/kg was more useful for predicting the 
development of pulmonary hypertension than the RSS.[23]

Our aim in this study was to examine factors affecting extu-
bation failure and to investigate the value of pre- extubation 
RSS for predicting extubation success.

Methods
This retrospective, single-center study enrolled premature 
infants in the neonatal intensive care unit of our hospital 
between February 2016 and September 2020. Approval 
of the study was obtained from the university’s clinical 
research Ethics Committee (No: 2021/51-13).

Study Population
The study population consisted of infants born in our 
 hospital, or in an external center and transferred to our unit, 
at a gestational age <30 weeks and birth weight <1250 g.

Inclusion Criteria
Infants who were intubated due to respiratory failure on 
the first postnatal day and underwent the first planned 
extubation were included in the study.

Exclusion Criteria
The exclusion criteria were late transfer, no previous 
intubation, intubation in the days following delivery, 
unplanned extubation, presence of a major congenital 
anomaly, and death or transfer to another center without 
extubation.

Data Collection
The demographic data of the infants included in the study 
(gestational age, birth weight, mode of delivery, sex, ante-
natal steroid therapy, 5-min Apgar score, small for ges-
tational age [SGA] status, maternal age, preeclampsia, 
preterm premature membrane rupture, chorioamnionitis), 
findings related to clinical follow-up (duration of invasive 
mechanical ventilation, duration of noninvasive mechan-
ical ventilation, duration of oxygen treatment, surfactant 
need, postnatal steroid therapy, pneumothorax, late-onset 
sepsis, grade ≥3 intraventricular hemorrhage [IVH], hemo-
dynamically significant patent ductus arteriosus [PDA], 
stage ≥2 necrotizing enterocolitis [NEC], stage ≥3 retinopa-
thy of prematurity [ROP]), length of hospital stay, BPD, and 
mortality data were recorded by examining patient files 
and online patient records.

The time of extubation, postmenstrual age (PMA), and 
weight of patients who underwent planned extubation were 
recorded. Pre-extubation RSS and RSS/kg parameters were 
estimated. The following formula was used to estimate RSS.

RSS: MAP × FiO2

MAP: mean airway pressure; FiO2: inspired oxygen fraction.

RSS/kg was estimated based on the birth weight of the 
patient during the first 2 postnatal weeks, whereas the 
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current weight was used on subsequent days. In cases 
where MAP could not be obtained from patient records, it 
was estimated using the following formula.

MAP: PEEP + [(PIP – PEEP) × (Ti/(Ti + Te)]

PEEP: positive end expiratory pressure; PIP: peak inspira-
tory pressure; Ti: inspiratory time; Te: expiratory time.

The patients were divided into two groups: those who were 
successfully extubated and those who underwent failed 
extubation. RSS, RSS/kg, and all other variables were com-
pared between the groups.

Respiratory Management
No standard approach for delivery room respiratory man-
agement was applied, as some of the infants had been 
referred from external centers. However, delivery room 
management for infants born in our unit was consistent 
with the recommendations of international guidelines.[24] 
Although non-invasive ventilation strategies were pre-
ferred as the primary treatment in infants with respiratory 
distress syndrome (RDS), to minimize barotrauma and 
volutrauma due to endotracheal intubation and mechan-
ical ventilation, pressure-controlled, volume-guaranteed, 
synchronized conventional ventilation methods were per-
formed in cases where invasive mechanical ventilation was 
required. High-frequency oscillatory ventilation (HFOV) 
was preferred only as a rescue method.

In our unit, the decision for intubation of hemodynamically 
stable infants is made by the physician based on the following 
parameters: PIP: 12–16 cm H2O; PEEP: 5–6 cm H2O; ventilation 
rate: <25/min; FiO2 <30%; partial oxygen saturation (SpO2): 
90–94%, blood gas pH: ≥7.3; and partial carbon dioxide pres-
sure (pCO2): <55 mmHg. During the post-extubation period, 
neither nasal continuous positive airway pressure (NCPAP) 
nor nasal intermittent positive pressure ventilation (NIPPV) 
was uniformly applied; however, NIPPV was performed 
before endotracheal intubation in cases where NCPAP failed. 
Sedative drugs were discontinued for at least 12 h prior to 
planned extubation. All of the infants included in the study 
were given a loading dose of 20 mg/kg caffeine on the post-
natal 1st day, followed by a maintenance dose of 5–10 mg/kg.

The decision to perform re-intubation despite noninvasive 
respiratory support required the presence of at least one of 
the following indices of clinical deterioration: pH <7.2 and/
or pCO2 >65 mmHg in blood gas; failure to sustain target 
oxygen saturation during in pulse oximetry monitoring; or 
recurrent (≥3) apnea attacks accompanied by bradycardia 
in the last 6 h or a single apnea attack that required positive 
pressure ventilation with a bag valve mask.

Definitions
Late transfer was considered as transfer taking place after the 
first postnatal day. Successful extubation was defined as no 
need for re-intubation during the 72 h following the extuba-
tion. Unplanned extubation was defined as spontaneous or 
accidental extubation without fulfillment of the extubation 
criteria, and application of noninvasive ventilation thereafter. 
Re-intubation immediately after extubation was not included 
in this definition. The following guidelines were used: the 
National Institutes of Health Consensus Classification for the 
diagnosis of severe BPD;[25] the modified Bell’s staging crite-
ria for stage ≥ 2 NEC;[26] the Papile classification for the diag-
nosis of grade ≥3 IVH;[27] and the International Classification 
of ROP[28] for the diagnosis of stage ≥3 ROP. The diagnosis 
of late-onset sepsis was based on the presence of positive 
blood culture after the 3rd day of life.[29]

Statistical Analysis
The data were analyzed using IBM SPSS software (ver. 23.0; 
IBM Corp., Armonk, NY, USA). The normality of the data 
was examined with the Kolmogorov–Smirnov test. Chi-
square and Fisher’s exact tests were conducted to com-
pare categorical variables. The independent-sample t-test 
was used to compare normally distributed data for binary 
groups, and the Mann–Whitney U test was used to com-
pare non-normally distributed data. Binary logistic regres-
sion analysis was used to investigate independent factors 
affecting extubation success. Receiver operating character-
istic (ROC) analysis was performed to determine cutoff RSS 
and RSS/kg values for successful intubation. Quantitative 
data are reported as mean±standard deviation or median 
(Q1, Q3). Categorical data are presented as frequency (per-
centage). The significance level was set at p<0.05.

Results
A total of 243 infants who met the birth weight and ges-
tational age criteria were admitted to our unit during the 
study period; of these, 142 infants met the inclusion  criteria. 
The extubation failure rate among intubated infants was 
30.2% (43/142). The flow diagram of the study is shown in 
Figure 1, and the demographic features of the groups are 
presented in Table 1. The birth weight and gestational age 
were significantly lower, and the proportion of males was 
significantly higher, in the unsuccessful extubation group. 
The characteristics of the groups at the time of extubation, 
and their ventilatory support durations, are presented 
in Table 2. The PMA and weight of the failed extubation 
group at the time of extubation were significantly lower 
than those of the successful extubation group, whereas 
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Figure 1. Flow diagram of participant enrollment.

Table 1. Demographic characteristics of the groups

Extubation success (n=99) Extubation failure (n=43) P

Gestational agea (weeks) 27 (26–28) 26 (24–27) <0.001

Birth weighta (grams) 940 (740–1080) 750 (650–930) <0.001

Male, n (%) 39 (39.4) 27 (62.8) 0.010

SGA, n (%) 8 (8.1) 4 (9.3) 0.81

5-min Apgar scorea 6 (6–7) 6 (5–7) 0.334

Cesarean delivery, n (%) 85 (85.9) 31 (72.1) 0.051

Antenatal steroid, n (%) 41 (31.3) 21 (48.8) 0.413

Maternal ageb, (years) 28.9±5.7 28.4±6.9 0.675

Preeclampsia, n (%) 19 (19.2) 9 (20.9) 0.811

Chorioamnionitis, n (%) 6 (6.1) 3 (7) 1.000

pPROM >18 h, n (%) 20 (20.2) 11 (25.6) 0.476

SGA: Small for gestational age; pPROM: Preterm premature rupture of membranes. aValues are presented as median (interquartile range). bValues are 
presented as mean±SD.
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Table 2. Parameters at the time of extubation and respiratory support times of both groups

Extubation success (n=99) Extubation failure (n=43) P

Time of extubation (days) 2 (1–6) 4 (3–5) 0.076

PMA at extubation (weeks) 28 (27–29) 26 (25–28) 0.001

Weight at extubation (g) 980 (800–1100) 750 (680–975) 0.001

RSS 1.6 (1.5–1.8) 1.9 (1.8–2.2) <0.001

RSS/kg 1.7 (1.5–2.1) 2.4 (2.2–3) <0.001

Duration of invasive MV (days) 3 (1–10) 14 (10–33) <0.001

Duration of noninvasive MV (days) 12 (7–22) 17 (10–26) 0.098

Duration of supplemental oxygen (days) 23 (10–38.5) 21 (14.3–36.5) 0.433

PMA: Postmenstrual age; RSS: Respiratory severity score; MV: Mechanical ventilation. Values are presented as median (interquartile range).

Table 3. Clinical characteristics and neonatal morbidities of the groups

Extubation success (n = 99) Extubation failure (n = 43) P

Surfactant, ≥2 doses, n (%) 27 (27.3) 31 (72.1) <0.001

Postnatal steroid, n (%) 56 (56.6) 36 (83.7) 0.002

Pneumothorax, n (%) 1 (1) 3 (7) 0.083

Late-onset sepsis, n (%) 11 (11.1) 18 (41.9) <0.001

Grade ≥3 IVH, n (%) 13 (13.1) 12 (27.9) 0.034

HsPDA, n (%) 35 (35.4) 22 (51.2) 0.077

Stage ≥2 NEC, n (%) 14 (14.1) 13 (30.2) 0.025

Stage ≥3 ROP, n (%) 18 (18.2) 16 (38.1) 0.011

Severe BPD, n (%) 18 (18.2) 9 (21.4) 0.654

Length of stay (days)a 75 (57–95) 91 (76.3–117.5) <0.001

Severe BPD or death, n (%) 18 (18.2) 11 (25.6) 0.315

Death, n (%) 4 (4) 3 (7) 0.433

IVH: Intraventricular hemorrhage, HsPDA: Hemodynamically significant PDA, NEC: Necrotizing enterocolitis, ROP: Retinopathy of prematurity, BPD: 
Bronchopulmonary dysplasia. aValues are presented as median (interquartile range).

Table 4. Independent predictors of extubation failure: Results of binary logistic regression analysis

Univariate
OR (95% CI)

P Multivariate
OR (95% CI)

P

RSS/kg 8.72 (4.02–18.93) <0.001 25.70 (5.70–115.76) <0.001

Birth weight 0.64 (0.42–0.77) 0.001 0.52 (0.28–1.21) 0.67

Gestational age 0.67 (0.54–0.84) <0.001 0.75 (0.54–1.05) 0.09

Male 0.39 (0.18–0.81) 0.011 0.48 (0.19–1.26) 0.14

Grade ≥3 IVH 2.56 (1.06–6.21) 0.037 1.72 (0.53–5.52) 0.37

Late-onset sepsis 5.76 (2.41–13.77) <0.001 5.21 (1.66–16.33) 0.005

RSS: Respiratory severity score; IVH: Intraventricular hemorrhage.

the invasive mechanical ventilation time, RSS, and RSS/kg 
values were higher. The clinical characteristics and neona-
tal morbidities of the groups are shown in Table 3. Infants 
in the failed extubation group used significantly more 

surfactant and postnatal steroids, were more likely to be of 
stage ≥2 NEC, grade ≥3 IVH, and stage ≥3 ROP, were more 
likely to have late-onset sepsis and had a longer duration 
of hospitalization.
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In the multivariate logistic regression analysis, which included 
RSS/kg score and significant early risk factors for extubation 
failure, late-onset sepsis and RSS/kg remained statistically 
significant. The logistic regression analysis revealed that an 
increase in RSS/kg score increased the risk of extubation fail-
ure by a factor of 25.7 (p<0.001) (Table 4). The sensitivity and 
specificity of RSS values for predicting extubation failure are 
shown in Table 5, and the ROC curves are shown in Figure 2. 
Among the RSS values, the area under the curve (AUC) was 
the largest for RSS/kg, with a cut-off value of 2.13 (AUC: 83%). 
This value was statistically significant (p<0.001). The sensitiv-
ity of the RSS/kg score for determining extubation failure 
was 77%, and its specificity was 78%.

Discussion
Our study, which to our knowledge is the first to use RSS/
kg to predict extubation failure, showed that high RSS and 
RSS/kg values before extubation were closely related to 
extubation failure. Moreover, RSS/kg had higher predictive 

power than the RSS. In addition, the duration of invasive 
mechanical ventilation and hospital stay were longer in 
babies with extubation failure, and some neonatal morbid-
ities such as NEC, IVC, and ROP were observed more fre-
quently in these infants, as expected.

Our extubation failure rate of 30.2% was consistent with 
the literature.[8,9,30] In previous studies, various risk factors 
such as lower gestational age and birth weight, male gen-
der, low 5-min Apgar score, lack of antenatal steroid admin-
istration, and SGA were identified as factors for extubation 
failure.[9,13,14] In our study, the infants in the unsuccessful 
extubation group were born earlier and had lower birth 
weights, and the proportion of males was higher in this 
group.

Other variables emphasized by previous studies were 
weight at the time of extubation, PMA, vital findings, blood 
gas levels, ventilator parameters such as FiO2, and MAP.
[9,17,30,31] In our study, infants who experienced extubation 
failure had a lower weight and PMA at the time of extuba-
tion compared to infants in the successful group. The inves-
tigation of extubation duration revealed that infants were 
extubated predominantly in the first postnatal week, and 
no difference between the groups in terms of extubation 
time was observed.

Although the risk factors for extubation failure have been 
clearly defined, there is no precise assessment tool indicat-
ing when an infant is ready for extubation. Spontaneous 
breathing trials, heart rate variability and pulmonary 
mechanics have been used in previous studies.[15,16,32-34] 
Nevertheless, there is no strong evidence to support the 
use of these methods, alone or in combination, and exist-
ing predictors have low accuracy and little clinical benefit 
for determining extubation failure.[17]

The RSS is a simple, non-invasive, and readily available 
respiratory failure assessment tool. It has been used effec-
tively in some large-scale multicenter studies as an index 
of lung disease severity.[18,19] Furthermore, several stud-
ies have shown its predictive value for mortality, BPD, and 
other short-term morbidities.[20,21,23] Mhanna et al.[22] investi-
gated the utility of RSS for predicting extubation readiness 

Table 5. ROC curve analysis results for the RSS and RSS/kg as predictors of extubation failure

Cutoff AUC (95% CI) P Sensitivity Specificity PPV NPV

RSS >1.78 0.80 (0.72–0.88) <0.001 0.77 (0.64–0.89) 0.76 (0.67–0.84) 0.59 0.88

RSS/kg >2.13 0.83 (0.75–0.9) <0.001 0.77 (0.64–0.89) 0.78 (0.7–0.86) 0.59 0.89

RSS: Respiratory severity score, ROC: Receiver operating characteristic, AUC: Area under the receiver operating characteristic curve, PPV: Positive predictive 
value, NPV: Negative predictive value

Figure 2: Receiver operating characteristic curves for the 
respiratory severity score (RSS) and RSS/kg.
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in very-low-birth-weight infants and found that it was the 
only statistically significant risk factor for extubation fail-
ure. In this study, two different RSS cut-off values were 
employed, and sensitivity was found to decrease as the RSS 
value increased, although specificity increased. Gupta et 
al.[31] used RSS as a predictor of extubation success in infants 
with a birth weight <1250 g. In that study, a predictor of 
extubation readiness was developed based on clinical and 
demographic data. The results showed that, in addition to 
higher gestational age and PMA, high pre-extubation pH, 
low pre-extubation FiO2, and a low peak RSS level in the first 
6 h of life were associated with extubation success. In infants 
with RDS, the need for MAP and FiO2 in the 1st h of life can be 
dramatically reduced by surfactant use, and RSS values may 
vary considerably. A study in which RSS was used for various 
purposes demonstrated that RSS values after the 1st days 
of life were good predictors of severe BPD and mortality.[20] 
Another study showed that the mean RSS value in the first 3 
days of life was a good predictor of severe IVH, BPD, ROP, and 
mortality.[35] In line with these results, we found that pre-ex-
tubation RSS values, rather than the values in the 1st h of life, 
were significantly higher for infants with extubation failure.

Although some have recommended using target oxygen 
saturation for infants with VLBW, the MAP value for optimal 
ventilation varies according to the severity of lung disease 
and, as shown by Seo et al.,[23] also by lung. In their study 
investigating the association between RSS and pulmonary 
hypertension, RSS/kg and RSS values were obtained in the 
first 5 days of life. They found that RSS values were higher 
in infants developing pulmonary hypertension only on the 
2nd and 4th days, whereas RSS/kg values were higher on all 
5 days. In our study, RSS/kg values were estimated along 
with pre-extubation RSS, and the latter values were signifi-
cantly higher in infants with extubation failure.

Our groups showed significant differences in several risk 
factors for extubation failure, including gestational age, 
birth weight, male sex, grade ≥3 IVH, and late-onset sep-
sis. In our multivariate logistic regression analysis, only 
RSS/kg and late-onset sepsis were significant risk factors. 
Our patients were usually extubated in the 1st week of life, 
and their weight and PMA at the time of extubation were 
not significantly different from their birth weight and 
gestational age. Therefore, weight at the time of extuba-
tion and PMA were not included in the logistic regression 
analysis. Because RSS/kg was statistically significant in the 
logistic regression analysis, ROC analysis was performed 
on RSS and RSS/kg as predictors of extubation failure. 
Although they had similar sensitivity and specificity, RSS/
kg at a cut-off value of 2.13 had slightly higher specificity 

than RSS at a cut-off value of 1.78; both were statistically 
significant.

Extubation failure was associated with prolonged mechan-
ical ventilation, increased mortality rates, and longer hos-
pital stays.[9,10] In our study, no difference was detected 
between the groups in terms of severe BPD or mortality, 
but infants with extubation failure underwent longer inva-
sive mechanical ventilation and had longer hospital stays. 
Additionally, the proportions of stage ≥3 ROP and stage ≥2 
NEC were higher, as was the rate of postnatal steroid use 
among the infants in this group. We consider that the main 
reason for this difference in neonatal morbidities was that 
the infants in the extubation failure group were born ear-
lier and had lower birth weight. However, extubation fail-
ure may have also had an impact on these results.

Our study had some limitations, i.e., it was a single-center, 
retrospective study. Furthermore, the number of patients 
was limited due to the more frequent use of noninvasive 
ventilation methods in the primary treatment of RDS in 
recent years. Consequently, the generalizability of our 
results is limited. Another limitation was that extuba-
tion success was defined over a period of 72 h. There is 
no consensus in terms of the time over which extuba-
tion success should be assessed, and durations of 2–7 
days have frequently been used.[36] Approximately 25% 
of extubation failure cases occur after 48–72 h.[7] On the 
other hand, reintubation due to non-respiratory factors 
increases as the time elapsed after extubation increases.
[8] Different results might also be obtained by investigat-
ing the causes of extubation individually. The reason why 
infants who experienced neonatal transport following 
the first postnatal day were not considered in our study 
was that, as late transfers occur due to severe morbidities 
(e.g., respiratory distress that requires HFOV, IVH, sepsis) 
during intensive care monitoring, including these patients 
would have had a direct impact on the RSS values.

Conclusions
In line with the results of previous studies, no predictor of 
extubation has yet proven superior to clinical judgment. 
Nevertheless, it is evident that RSS, which was shown to be 
a good indicator of lung disease severity, could be benefi-
cial for clinicians in terms of the decision to extubate. Our 
study, one of the few in which RSS was associated with extu-
bation success, indicates that pre-extubation RSS and RSS/
kg values have predictive value for extubation failure. We 
believe that prospective studies involving more patients 
and centers will provide additional valuable information 
about the predictive value of the RSS and other respiratory 
parameters for extubation failure.



389Dursun et al., Very-Low-Birth-Weight Premature Infants / doi: 10.14744/SEMB.2021.92693

Disclosures

Ethics Committee Approval: This study was approved by Non-
Interventional Research Ethics Committee of Biruni University 
(No: 2021/53-19).

Peer-review: Externally peer-reviewed.

Conflict of Interest: None declared.

Authorship Contributions: Concept – M.D., A.U.Z., A.B.; Design 
– M.D., A.U.Z., A.B.; Supervision – A.B.; Materials – M.D.; Data colec-
tion &/or processing – M.D., A.U.Z.; Analysis and/or interpretation 
– M.D, A.U.Z., A.B.; Literature search – M.D. A.U.Z.; Writing – M.D, 
A.U.Z.; Critical review – A.B.

References
1. Morley CJ, Davis PG, Doyle LW, Brion LP, Hascoet JM, Carlin JB; 

COIN Trial Investigators. Nasal CPAP or intubation at birth for 
very preterm infants. N Engl J Med 2008;358:700–8. [CrossRef ]

2. SUPPORT Study Group of the Eunice Kennedy Shriver NICHD 
Neonatal Research Network, Finer NN, Carlo WA, Walsh MC, Rich 
W, Gantz MG, Laptook AR, et al. Early CPAP versus surfactant 
in extremely preterm infants. N Engl J Med 2010;362:1970–9. 
[CrossRef ]

3. Miller JD, Carlo WA. Pulmonary complications of mechanical 
ventilation in neonates. Clin Perinatol 2008;35:273–81. [CrossRef ]

4. Bancalari E, Sinclair J. Effective care of the newborn infant. 
1st ed. New York: Oxford University Press; 1992.

5. Laughon MM, Langer JC, Bose CL, Smith PB, Ambalavanan N, 
Kennedy KA, et al; Eunice Kennedy Shriver National Institute 
of Child Health and Human Development Neonatal Research 
Network. Prediction of bronchopulmonary dysplasia by post-
natal age in extremely premature infants. Am J Respir Crit Care 
Med 2011;183:1715–22. [CrossRef ]

6. Walsh MC, Morris BH, Wrage LA, Vohr BR, Poole WK, Tyson JE, et al; 
National Institutes of Child Health and Human Development 
Neonatal Research Network. Extremely low birthweight neo-
nates with protracted ventilation: mortality and 18-month 
neurodevelopmental outcomes. J Pediatr 2005;146:798–804. 
[CrossRef ]

7. Al-Mandari H, Shalish W, Dempsey E, Keszler M, Davis PG, 
Sant’Anna G. International survey on periextubation practices 
in extremely preterm infants. Arch Dis Child Fetal Neonatal Ed 
2015;100:F428–31. [CrossRef ]

8. Shalish W, Kanbar L, Keszler M, Chawla S, Kovacs L, Rao S, et al. 
Patterns of reintubation in extremely preterm infants: a longitu-
dinal cohort study. Pediatr Res 2018;83:969–75. [CrossRef ]

9. Chawla S, Natarajan G, Shankaran S, Carper B, Brion LP, Keszler M, 
et al; Eunice Kennedy Shriver National Institute of Child Health 
and Human Development Neonatal Research Network. Markers 
of successful extubation in extremely preterm infants, and mor-
bidity after failed extubation. J Pediatr 2017;189:113–9. [CrossRef ]

10. Epstein SK, Ciubotaru RL, Wong JB. Effect of failed extu-

bation on the outcome of mechanical ventilation. Chest 

1997;112:186–92. [CrossRef ]

11. Hatch LD, Grubb PH, Lea AS, Walsh WF, Markham MH, Whitney 

GM, et al. Endotracheal intubation in neonates: a prospec-

tive study of adverse safety events in 162 infants. J Pediatr 

2016;168:62–6. [CrossRef ]

12. Venkatesh V, Ponnusamy V, Anandaraj J, Chaudhary R, Malviya 

M, Clarke P, et al. Endotracheal intubation in a neonatal popula-

tion remains associated with a high risk of adverse events. Eur J 

Pediatr 2011;170:223–7. [CrossRef ]

13. Mueller M, Wagner CL, Annibale DJ, Knapp RG, Hulsey TC, 

Almeida JS. Parameter selection for and implementation of 

a web-based decision-support tool to predict extubation 

outcome in premature infants. BMC Med Inform Decis Mak 

2006;6:11. [CrossRef ]

14. Dimitriou G, Greenough A, Endo A, Cherian S, Rafferty GF. 

Prediction of extubation failure in preterm infants. Arch Dis 

Child Fetal Neonatal Ed 2002;86:F32–5. [CrossRef ]

15. Chawla S, Natarajan G, Gelmini M, Kazzi SN. Role of spontaneous 

breathing trial in predicting successful extubation in premature 

infants. Pediatr Pulmonol 2013;48:443–8. [CrossRef ]

16. Kamlin CO, Davis PG, Argus B, Mills B, Morley CJ. A trial of spon-

taneous breathing to determine the readiness for extubation in 

very low birth weight infants: a prospective evaluation. Arch Dis 

Child Fetal Neonatal Ed 2008;93:F305–6. [CrossRef ]

17. Shalish W, Latremouille S, Papenburg J, Sant’Anna GM. 

Predictors of extubation readiness in preterm infants: a system-

atic review and meta-analysis. Arch Dis Child Fetal Neonatal Ed 

2019;104:F89–97. [CrossRef ]

18. Ballard RA, Truog WE, Cnaan A, Martin RJ, Ballard PL, Merrill 

JD, et al; NO CLD Study Group. Inhaled nitric oxide in preterm 

infants undergoing mechanical ventilation. N Engl J Med 

2006;355:343–53. [CrossRef ]

19. Mercier JC, Hummler H, Durrmeyer X, Sanchez-Luna M, 

Carnielli V, Field D, et al; EUNO Study Group. Inhaled nitric 

oxide for prevention of bronchopulmonary dysplasia in pre-

mature babies (EUNO): a randomised controlled trial. Lancet 

2010;376:346–54. [CrossRef ]

20. Jung YH, Jang J, Kim HS, Shin SH, Choi CW, Kim EK, et al. 

Correction to: Respiratory severity score as a predictive factor 

for severe bronchopulmonary dysplasia or death in extremely 

preterm infants. BMC Pediatr 2019;19:263. Erratum for: BMC 

Pediatr 2019;19:121. [CrossRef ]

21. Shah SI, Aboudi D, La Gamma EF, Brumberg HL. Respiratory 

Severity Score greater than or equal to 2 at birth is asso-

ciated with an  increased risk of mortality in infants with 

birth weights  less than or equal to 1250 g. Pediatr Pulmonol 

2020;55:3304–11. [CrossRef ]



390 The Medical Bulletin of Sisli Etfal Hospital

22. Mhanna MJ, Iyer NP, Piraino S, Jain M. Respiratory severity score 
and extubation readiness in very low birth weight infants. 
Pediatr Neonatol 2017;58:523–8. [CrossRef ]

23. Seo YM, Yum SK, Sung IK. Respiratory severity score with 
regard to birthweight during the early days of life for predict-
ing pulmonary hypertension in preterm infants. J Trop Pediatr 
2020;66:561–8. [CrossRef ]

24. Sweet DG, Carnielli V, Greisen G, Hallman M, Ozek E, Plavka R, 
et al. European Consensus Guidelines on the Management of 
Respiratory Distress Syndrome - 2016 Update. Neonatology 
2017;111:107–25. [CrossRef ]

25. Jobe AH, Bancalari E. Bronchopulmonary dysplasia. Am J Respir 
Crit Care Med 2001;163:1723–9. [CrossRef ]

26. Kliegman RM, Walsh MC. Neonatal necrotizing enterocolitis: 
pathogenesis, classification, and spectrum of illness. Curr Probl 
Pediatr 1987;17:213–88. [CrossRef ]

27. Papile LA, Burstein J, Burstein R, Koffler H. Incidence and evo-
lution of subependymal and intraventricular hemorrhage: a 
study of infants with birth weights less than 1,500 gm. J Pediatr 
1978;92:529–34. [CrossRef ]

28. An international classification of retinopathy of prematurity. The 
Committee for the Classification of Retinopathy of Prematurity. 
Arch Ophthalmol 1984;102:1130–4. [CrossRef ]

29. Cotten CM, Taylor S, Stoll B, Goldberg RN, Hansen NI, Sánchez PJ, 
et al; NICHD Neonatal Research Network. Prolonged duration of 
initial empirical antibiotic treatment is associated with increased 

rates of necrotizing enterocolitis and death for extremely low 

birth weight infants. Pediatrics 2009;123:58–66. [CrossRef ]

30. 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. [CrossRef ]

31. Gupta D, Greenberg RG, Sharma A, Natarajan G, Cotten M, 

Thomas R, et al. A predictive model for extubation readiness in 

extremely preterm infants. J Perinatol 2019;39:1663–9. [CrossRef ]

32. Gillespie LM, White SD, Sinha SK, Donn SM. Usefulness of the 

minute ventilation test in predicting successful extubation 

in newborn infants: a randomized controlled trial. J Perinatol 

2003;23:205–7. [CrossRef ]

33. Mueller M, Almeida JS, Stanislaus R, Wagner CL. Can machine 

learning methods predict extubation outcome in premature 

infants as well as clinicians? J Neonatal Biol 2013;2:1000118. 

[CrossRef ]

34. Kaczmarek J, Chawla S, Marchica C, Dwaihy M, Grundy L, 

Sant’Anna GM. Heart rate variability and extubation readiness in 

extremely preterm infants. Neonatology 2013;104:42–8. [CrossRef ]

35. Bhattacharjee I, Das A, Collin M, Aly H. Predicting outcomes of 

mechanically ventilated premature infants using respiratory 

severity score. J Matern Fetal Neonatal Med 2020:1–8. [CrossRef ]

36. Giaccone A, Jensen E, Davis P, Schmidt B. Definitions of extuba-

tion success in very premature infants: a systematic review. Arch 

Dis Child Fetal Neonatal Ed 2014;99:F124–7. [CrossRef ]


