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Abstract
Invasive mechanical ventilation (MV) is one of the most practiced interventions in the intensive care unit (ICU) and is 
unmistakably lifesaving for children with acute respiratory failure (ARF). However, if delivered inappropriately (i.e. ignoring 
the respiratory system mechanics and not targeted to the need of the individual patient at a specific time point in the disease 
trajectory), the side effects will outweigh the benefits. Decades of experimental and clinical investigations have resulted in a 
better understanding of three important detrimental effects of MV. These are ventilation-induced lung injury (VILI), patient 
self-inflicted lung injury (P-SILI), and ventilation-induced diaphragmatic injury (VIDD). VILI, P-SILI, and VIDD have in 
common that they occur when there is either too much or too little ventilatory assistance.
Conclusion: The purpose of this review is to give the paediatrician an overview of the challenges to prevent these detrimental 
effects and titrate MV to the individual patient needs.

Keywords Paediatrician · Mechanical ventilation · Ventilation-induced lung injury

Introduction

Invasive mechanical ventilation (MV) is one of the most 
practiced interventions in the intensive care unit (ICU) and 
is unmistakably lifesaving for children with acute respira-
tory failure (ARF). The advent of its use marked the start 
of modern-day ICUs when Bjorn Ibsen, an anaesthesiolo-
gist in Copenhagen (Denmark), treated patients suffering 
from polio-induced ARF with the delivery of positive pres-
sure ventilation through a tracheostomy. In the subsequent 
decades, many technical aspects of ventilators significantly 
improved but at the same time more and more was learned 

about the side-effects of MV. Basically, if MV is delivered 
inappropriately (i.e. ignoring the respiratory system mechan-
ics and not targeted to the need of the individual patient at a 
specific time point in the disease trajectory), the side effects 
will outweigh the benefits. Decades of experimental and 
clinical investigations have resulted in a better understand-
ing of three important detrimental effects of MV. These are 
ventilation-induced lung injury (VILI), patient self-inflicted 
lung injury (P-SILI), and ventilation-induced diaphragmatic 
injury (VIDD). The purpose of this review is to give an over-
view of the practice and challenges of MV that need to be 
considered when setting and titrating ventilator settings to 
meet the individual needs of a patient.

What is MV?

MV entails the delivery of positive pressure through an oral 
or nasal endotracheal tube (ETT) or a tracheostomy. There 
are three different forms of MV (i.e. continuous manda-
tory ventilation (CMV), continuous intermittent ventilation 
(CIV), and continuous spontaneous ventilation (CSV)) with 
two different control variables (i.e. volume-controlled (VC) 
or pressure-controlled (PC)). As such, there are five differ-
ent modes of ventilation (i.e. VC-CMV, VC-IMV, PC-CMV, 
PC-IMV, and PC-CSV). The difference between CMV and 
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CSV is that with the first mode of ventilation, all breaths 
are delivered by the ventilator and that there is no possibil-
ity for spontaneous breathing, whereas in CSV mode, all 
breaths are spontaneous and thus generated by the patient. 
IMV is a mode of ventilation where intermittent manda-
tory breaths are delivered at clinician-defined intervals, and 
between these mandatory breaths, the patient can breathe 
spontaneously without receiving any support. Synchronized 
Intermittent Mandatory Ventilation (SIMV) is an IMV mode 
where the ventilator delivers a preset number of mandatory 
breaths per minute while attempting to synchronize the 
delivery of these mandatory breaths with the spontaneous 
efforts of the patient. Patient breaths above the set ventila-
tor rate can be supported by an additional pressure support 
or not. This mode is often used as a first ventilator mode in 
the paediatric intensive care unit (PICU), although it was 
initially developed for ventilator weaning, However, this 
ventilator mode is prone for asynchrony (i.e. a mismatch 
between patient demand and ventilator delivery) with its 
various consequences (e.g. patient discomfort).

Basic physiology to understand mechanical 
ventilation

The equation of motion describes the pressure that the venti-
lator must generate to overcome the elastic and resistive load 
in a passive (i.e. not breathing spontaneously) mechanically 
ventilated patient:

Elastance is the reciprocal of compliance (which 
is calculated by ∆volume divided by ∆pressure) and 
describes the elastic recoil pressures of the respira-
tory system. In an actively breathing patient, the muscu-
lar pressure (Pmus) needs to be added to the Pventilator 
(Ptotal = Pventilator + Pmus).

Pventilator (or Ptotal) is necessary to inflate the lungs, 
whereas the pressure at the end of expiration (i.e. positive 
end-expiratory pressure (PEEP)) is set to maintain alveolar 
patency (i.e. prevent alveolar collapse), thereby maintaining 
end-expiratory lung volume (EELV).

From the equation of motion, it can be appreciated that 
the pressure measured at the airway opening does not reflect 
the pressure at alveolar level; this pressure can be estimated 
during zero-flow states (to eliminate resistive effects) and 
is known as the plateau pressure (Pplat). The pressure that 
distends the alveoli is called the end-inspiratory transpul-
monary pressure (Plung) and is calculated by the difference 
between Pplat and the pleural pressure (Ppl). Ppl cannot be 
measured directly but can be approximated by measuring the 

(1)
Pventilator = (resistance × flow) + (elastance × change in volume) + pressure before initiation of breath

oesophageal pressure (Poes). Plung reflects lung stress, i.e. 
the retracting force experienced by the stretched lung unit 
area; lung strain is reflected by the change in Vt over EELV, 
i.e. the deformation (size and shape) of the lung structure 
during a tidal breath. Lung stress and strain are intimately 
linked through the specific lung elastance which is similar 
for children and adults [1, 2]. Airway driving pressure (i.e. 
the difference between airway pressure at zero-flow condi-
tions and positive end-expiratory pressure) can detect lung 
overstress with an acceptable accuracy [3].

Ventilation‑induced lung injury

VILI is an overarching term indicating the structural and 
physiological lung changes caused by MV. In the 1930s, it 
was observed in experimental studies that MV caused alveo-
lar rupture that lead to gas escaping along the pulmonary 
vascular sheaths causing pneumomediastinum, subcutaneous 
emphysema, and pneumothorax [4]. About 50 years later, the 
term “barotrauma” to describe VILI was introduced when 
it was observed that ventilating with high peak inspiratory 
pressures resulted in increased microvascular permeability 
and lung injury in among others the seminal study by Webb 
and Tierney [5–7]. Over the next years, Dreyfuss and co-
workers identified that ventilating with supraphysiologic 
tidal volume (Vt) resulted in VILI thereby giving birth to the 
term “volutrauma”. Tremblay and co-workers demonstrated 
that atelectasis caused lung inflammation due to increased 

pressure at the interface of open and closed alveoli, which 
became known as “atelectrauma” [8, 9]. It became also 
apparent that injurious forms of ventilation that resulted 
in overdistension or atelectasis could lead to a release of 
inflammatory mediators in the lung (“biotrauma”) and that 
these mediators could spill over in the systemic circulation 
[8]. Many of the mechanisms underlying VILI come together 
in lung stress and strain.

Mechanical power (MP) has been proposed as unifying 
determinants of VILI [10]. It is an estimate of the mechani-
cal energy per minute being applied to the respiratory sys-
tem. The attractiveness of the concept of MP lies in the fact 
that it integrates the individual components of lung stress 
and strain such as volume and pressures with respiratory 
rate and flow, both of which may also contribute to VILI. 
In adults with acute respiratory distress syndrome (ARDS), 
higher mechanical power has been associated with higher 
mortality (4–6). In children, MP and surrogates for MP 
normalised to bodyweight to overcome the age-dependency 
of specific variables to calculate MP (coined mechanical 
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energy) has also been linked to longer total ventilation time 
and lower ventilator-free days [11, 12].

In adults, the importance of volume setting during MV 
was underscored the National Heart, Lung and Blood Insti-
tute ARDS Network trial reported lower mortality rates in 
critically ill adults with ARDS randomized to low Vt ven-
tilation (i.e. 6 mL/kg ideal bodyweight [IBW]) and plateau 
pressures (Pplat) less than 30  cmH2O compared to 12 mL/
kg IBW [13] and Pplat < 50  cmH2O [13]. Paediatric pre-clin-
ical models also confirmed deleterious effects of injurious 
MV [14]. In clinical studies, a pro-inflammatory response 
was observed in one small study of 12 infants without pre-
existing lung injury elective ventilated for 2 h with a Vt 
of 10 mL/kg, thereby suggesting that the paediatric lung 
may also be susceptible to MV-induced stretch even in the 
absence of lung injury [15]. One group of investigators 
observed lower mortality among children ventilated with 
Vt ~ 8 mL/kg actual bodyweight compared with ~ 10 mL/
kg in a before-after retrospective study [16]. Others have 
reported that failure to reduce Vt with increasing lung 
severity was associated with increased mortality in PARDS 
patients [17]. With inspiratory pressures and PEEP, a direct 
relationship between peak inspiratory pressure (PIP) and 
mortality has been observed in retrospective and observa-
tional studies of children with (severe) lung injury [18–21]. 
It is common that low levels of PEEP are used and inher-
ently higher  FiO22 are accepted [22]. However, such prac-
tices are not free from harm as higher increased mortality 
has been reported among PARDS patients [23, 24]. Driving 
pressure > 15  cmH2O and mechanical power or mechanical 
energy (which is the amount of energy delivered per breath) 
has been linked with fewer ventilator-free days at day 28 
(VFD-28), which is a composite endpoint of mortality and 
duration of MV, and long duration of ventilation [11, 17, 25].

Patient self‑inflicted lung injury

The beneficial effects of having mechanically ventilated 
patients breathe spontaneously (i.e. triggering the ventila-
tor or being in a continuous spontaneous ventilation mode) 
include preferential distribution of the tidal volume towards 
the dorsal, well–perfused regions of the lung, thereby reduc-
ing shunt fraction and reducing inflammation [26–31]. How-
ever, it became clear that strenuous, sustained spontaneous 
breathing especially in the presence of severe lung injury 
may also contribute to lung injury, a phenomenon known as 
patient self-inflicted lung injury (P-SILI). [32–35] Experi-
mental work showed under these circumstances sponta-
neous breathing promoted global and regional lung stress 
and strain and subsequent lung inflammation [32, 36, 37]. 
Thus, VILI and P-SILI share pathophysiological mecha-
nisms, albeit that vigorous spontaneous breathing will lead 

to disproportionally more vascular than epithelial injury as 
seen during VILI, potentially related to negative pressure 
swings, and increased pulmonary blood flow [32, 36, 38]. 
Pendelluft involves the movement of air from non-depend-
ent lung regions (with less injury and more compliance) to 
dependent lung regions (with more injury and less compli-
ance) within the same breath [32]. This internal lung move-
ment can result in overdistension and further injury of the 
dependent lung regions.

There is indirect evidence for P-SILI in children. A sec-
ondary analysis from the Randomized Evaluation of Seda-
tion Titration for Respiratory Failure (RESTORE) trial 
reported a relationship between duration of non-invasive 
ventilation (NIV) use before intubation and worse outcomes 
in children with acute respiratory failure [39]. Another group 
of investigators reported similar findings through a database 
analysis adjusting for disease severity of data from over 
5.000 children [40]. By design, non-invasive respiratory 
support relies on spontaneous breathing. It may therefore 
be surmised at least in a group of patients from these stud-
ies P-SILI may have occurred explaining adverse outcomes.

Ventilation‑induced diaphragmatic 
dysfunction

Following early observations on alterations in diaphragm 
structure during MV in neonates and adults, it is becom-
ing clear that ventilation-induced diaphragmatic dysfunc-
tion (VIDD) can also develop during the course of MV, 
although it must be appreciated that also other respiratory 
muscles can be affected [41–43]. Diaphragm atrophy and 
injury (also known as “myotrauma”) may occur via several, 
of which the most well-established mechanism is ventila-
tory overassistance. This leads to excessive diaphragmatic 
unloading because the patient inspiratory efforts are strongly 
reduced, resulting in atrophy. On the opposite, excessive dia-
phragm loading due to insufficient ventilator assistance can 
induce acute muscle inflammation and injury, resulting in 
diaphragm thickening [44]. Changes in diaphragm thickness 
 (Tdi) correlate with diaphragm contractile activity, duration 
of MV and patient outcome [45, 46]. Other mechanisms of 
myotrauma include eccentric contraction of the diaphragm 
during expiration, non-synchronised bilevel ventilation 
modes and patient–ventilator dyssynchrony (in particular 
reverse triggering, premature cycling, and ineffective trig-
gering). Also, maintaining high levels of PEEP may cause 
diaphragm longitudinal atrophy.

There is increasing data reporting diaphragm myotrauma 
in ventilated children. Several investigators reported a sig-
nificant decrease diaphragm thickness and diaphragm thick-
ening fraction over time [47–51]. Changes in diaphragm 
thickness occurred already after 24 h of MV and diaphragm 



5066 European Journal of Pediatrics (2024) 183:5063–5070

thickening fraction may predict extubation success and pro-
longed post-extubation non-invasive ventilation [47, 51–53].

Mitigating the side‑effects of mechanical 
ventilation

To summarize, VILI, P-SILI, and VIDD have in common 
that they occur when there is either too much or too little 
ventilatory assistance. This means that a delicate balance 
needs to be found in titrating ventilator settings and that 
this should be done in de context of the phase of the disease 
trajectory (Fig. 1). Furthermore, VILI, P-SILI, and VIDD 
cannot be seen as independent from each other as they share 
some putative mechanisms.

VILI

Inspiratory pressures must be limited to prevent exces-
sive lung stress. In general, it is recommended to limit 
plateau pressure (i.e. the airway pressure at zero flow) 
to 28  cmH2O (or 32  cmH2O in patients with increased 
chest wall elastance such as obese patient or patients with 
stiff chest wall due to oedema). Excessive lung strain can 

be prevented by either decreasing Vt and/or increasing 
end-expiratory lung volume (EELV). Physiologic Vt is 
5–8 mL/kg, but the actual Vt set should be scaled by res-
piratory system compliance (Crs). Gattinoni proposed the 
“baby lung” concept which states that Crs has a linear rela-
tionship with the amount of inflatable lung volume. Thus, 
the lower the Crs, the stiffer the lung and the lower the 
allowable Vt would be. The importance of scaling Vt to 
Crs can be appreciated from the landmark Acute Respira-
tory Distress Syndrome (ARDS) Network trial published 
in 2000 [13]. In this trial, a low Vt strategy (6 mL/kg pre-
dicted bodyweight (PBW)) resulted in a significantly lower 
mortality compared to a “traditional” Vt strategy (i.e. 
12 mL/kg PBW). Post-hoc analysis of individual patient 
data showed that this mortality benefit was the strongest 
in subjects with a reduced compliance (i.e. baby lung) at 
study entry [13, 54]. Pooling adult randomized and con-
trolled Vt trials underscored the assumption that baseline 
Crs is an important variable in Vt selection [55]. How can 
at the bedside “best” Vt be selected? Amato et al. reported 
that increased driving pressure (i.e. the ratio of Vt over 
Crs) > 15  cmH2O was associated with increased mortality 
risk in adults with ARDS [56]. Decreasing driving pres-
sure by limiting Pplat and increasing PEEP was associated 
with decreased risk of mortality and that limiting driving 

Fig. 1  Graphical summary of the main approaches to limiting ventilator-induced lung injury (VILI), ventilator-induced diaphragmatic dysfunc-
tion (VIDD), and patient self-inflicted lung injury (P-SILI)
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pressure was a stronger predictor for outcome than Vt. 
Therefore, scaling Vt with concurrent targeting driving 
pressure < 15  cmH2O and limiting Pplat < 28  cmH2O is the 
most justified approach [57, 58]. This can most easily be 
achieved while ventilating the patient in PC mode. In PC 
ventilation, inspiratory pressures are set so it is easier to 
reach the target DP; the Vt that will be delivered depends 
on the Crs and resistance of the respiratory system. The 
drawback of PC is that there is no inspiratory pause; 
hence, Pplat is not measured. This requires a manual hold 
by the operator. Peak inspiratory pressure overestimates 
Pplat (especially in disease conditions with increased 
airway resistance) and can therefore not be used to cal-
culate DP unless the inspiratory time is long enough to 
have zero-flow at end-inspiration [59]. Pressure Regulated 
Volume Control (PRVC) is a much-cherished mode among 
paediatric critical practitioner as this most combines the 
benefits of PC ventilation with volume targeting.

Positive end-expiratory pressure (PEEP) is used to pro-
mote more homogenous ventilation by preventing alveolar 
collapse at end expiration [60]. The potential drawback 
is that, in combination with the set tidal volume, inap-
propriately set PEEP may also cause circulatory depres-
sion and contribute to VILI through alveolar overdisten-
tion during end-inspiration especially when Vt and Pplat 
and DP limits are not maintained during PEEP selection 
[58]. The overall effect of PEEP is primarily related to the 
balance between the number of alveoli that are recruited 
to participate in ventilation and the amount of lung that 
is overdistended [61]. The ratio of benefit to harm from 
PEEP cannot be seen independent from the amount of lung 
that can be recruited, which varies widely among patients 
especially those with ARDS [62]. In the abovementioned 
ARDSNetwork trial, PEEP was titrated according to a 
table of PEEP and  FiO2 combinations. In a comparative 
study, this table proved to be the best approach to PEEP 
setting in ARDS. In children with more severe lung injury, 
it was also observed that non-adherence to this table was 
associated with increased mortality [22, 23, 63]. It is there-
fore recommended, especially in patients with more severe 
lung disease, to initially set PEEP according to the grid 
and then individualize PEEP setting balancing oxygena-
tion and haemodynamics. Lung recruitment manoeuvres 
(RM) may help to identify which patients might benefit 
from a higher level of PEEP. The concept of RMs includes 
an intentional transient increase in transpulmonary pres-
sure aimed at reopening non-aerated or poorly aerated 
alveoli [64]. There are various types of RM, including 
sighs, sustained inflation (SI), and a stepwise incremen-
tal (± decremental) PEEP titration [65]. With a staircase 
incremental (± decremental) PEEP titration, with a fixed 
Vt or DP depending on which ventilation mode is used, 
PEEP is gradually increased. Evidence for recruitability 

includes a decrease in Pplat (if in VC mode) or an increase 
in Vt (in PC mode). Improvements in oxygenation may 
also be an indicator for lung recruitability with higher 
PEEP [66].

P‑SILI and VIDD

Preventing P-SILI means that patient respiratory effort 
needs to be objectively quantified instead of relying on 
subjective clinical variables. The peak-to-through oesoph-
ageal pressure during inspiration is the classic approach 
for quantifying patient respiratory effort, but this is not 
readily available, and therefore, non-invasive alterna-
tives such as the occlusion pressure (Pocc) are proposed 
when oesophageal pressure manometry is unavailable. 
Pocc can be measured using a simple manoeuvre that is 
available on many ventilators; the operator performs an 
expiratory hold while the patient is taking a breath. The 
peak-to-through change in airway pressure reflects the 
Pocc and is about 75% of the peak-to-through oesopha-
geal pressure. DP can also be assessed in spontaneously 
breathing patients, and respiratory drive can be assessed 
by measuring the drop in airway pressure during the first 
100 ms (P0.1) of the Pocc manoeuvre. From a practical 
perspective, during spontaneous breathing Vt > 8–10 mL/
kg PBW should be avoided, especially if coincides with 
strong inspiratory efforts (i.e. peak-to-through oesopha-
geal pressure > 10–15  cmH2O) and respiratory drive (i.e. 
P0.1 > 4–5  cmH2O). Measures to reduce strong inspira-
tory efforts include switching to a CSV mode of ventila-
tion which allows the patient to take full control, optimi-
sation of sedation, and setting higher PEEP. Aside from 
this, the patient should be actively examined for extuba-
tion readiness through daily spontaneous breathing trials 
to reduce the duration of MV. From a practical perspec-
tive, this entails a daily review of the patient’s ability of 
maintain sufficient gas exchange without increased work 
of breathing on minimal support.

Conclusions

Mechanical ventilation is a double-edged sword. While irref-
utable lifesaving for children with acute respiratory failure 
and a key component in the management of children under-
going elective procedures, when not titrated to the needs of 
the individual patient MV also bears serious side-effects. 
Current concepts of the approach to MV for children include 
limiting lung stress and strain, reducing excessive patient 
respiratory effort, and finding the delicate balance between 
ventilatory over- and underassistance to decrease the risk 
of myotrauma. 



5068 European Journal of Pediatrics (2024) 183:5063–5070

Authors’ contributions All authors equally contributed to the content 
of the manuscript.

Data availability No datasets were generated or analysed during the 
current study.

Declarations 

Ethics approval Not applicable.

Consent to participate Not applicable.

Consent for publication Not applicable.

Competing interests The authors declare no competing interests.

Open Access This article is licensed under a Creative Commons Attri-
bution 4.0 International License, which permits use, sharing, adapta-
tion, distribution and reproduction in any medium or format, as long 
as you give appropriate credit to the original author(s) and the source, 
provide a link to the Creative Commons licence, and indicate if changes 
were made. The images or other third party material in this article are 
included in the article’s Creative Commons licence, unless indicated 
otherwise in a credit line to the material. If material is not included in 
the article’s Creative Commons licence and your intended use is not 
permitted by statutory regulation or exceeds the permitted use, you will 
need to obtain permission directly from the copyright holder. To view a 
copy of this licence, visit http://creativecommons.org/licenses/by/4.0/.

References

 1. Chiumello D, Carlesso E, Cadringher P, Caironi P, Valenza F, 
Polli F, Tallarini F, Cozzi P, Cressoni M, Colombo A, Marini 
JJ, Gattinoni L (2008) Lung stress and strain during mechanical 
ventilation for acute respiratory distress syndrome. Am J Respir 
Crit Care Med 178:346–355

 2. Chiumello D, Chidini G, Calderini E, Colombo A, Crimella F, 
Brioni M (2016) Respiratory mechanics and lung stress/strain in 
children with acute respiratory distress syndrome. Ann Intensive 
Care 6:11

 3. Chiumello D, Carlesso E, Brioni M, Cressoni M (2016) Airway 
driving pressure and lung stress in ARDS patients. Crit Care 
20:276

 4. Macklin CC (1939) Transport of air along sheaths of pulmonic 
blood vessels from Alveoli to mediastinum. Arch Intern Med 
64:913–926

 5. Kolobow T, Moretti MP, Fumagalli R, Mascheroni D, Prato 
P, Chen V, Joris M (1987) Severe impairment in lung function 
induced by high peak airway pressure during mechanical ventila-
tion. An experimental study. Am Rev Respir Dis 135:312–315

 6. Parker JC, Townsley MI, Rippe B, Taylor AE, Thigpen J (1984) 
Increased microvascular permeability in dog lungs due to high 
peak airway pressures. J Appl Physiol Respir Environ Exerc 
Physiol 57:1809–1816

 7. Webb HH, Tierney DF (1974) Experimental pulmonary edema 
due to intermittent positive pressure ventilation with high inflation 
pressures. Protection by positive end-expiratory pressure. Am Rev 
Respir Dis 110:556–565

 8. Tremblay L, Valenza F, Ribeiro SP, Li J, Slutsky AS (1997) Inju-
rious ventilatory strategies increase cytokines and c-fos m-RNA 
expression in an isolated rat lung model. J Clin Invest 99:944–952

 9. Mead J, Takishima T, Leith D (1970) Stress distribution in lungs: 
a model of pulmonary elasticity. J Appl Physiol 28:596–608

 10. Gattinoni L, Tonetti T, Cressoni M, Cadringher P, Herrmann P, 
Moerer O, Protti A, Gotti M, Chiurazzi C, Carlesso E, Chiumello 
D, Quintel M (2016) Ventilator-related causes of lung injury: the 
mechanical power. Intensive Care Med 42:1567–1575

 11. Kneyber MCJ, Ilia S, Koopman AA, van Schelven P, van Dijk J, 
Burgerhof JGM, Markhorst DG, Blokpoel RGT (2020) Energy 
transmission in mechanically ventilated children: a translational 
study. Crit Care 24:601

 12. Bhalla AK, Klein MJ, Modesto IAV, Emeriaud G, Kneyber MCJ, 
Medina A, Cruces P, Diaz F, Takeuchi M, Maddux AB, Mourani 
PM, Camilo C, White BR, Yehya N, Pappachan J, Di Nardo M, 
Shein S, Newth C, Khemani R, Pediatric Acute Lung I, Sepsis 
Investigators N (2022) Mechanical power in pediatric acute res-
piratory distress syndrome: a PARDIE study. Crit Care 26:2

 13. Network A (2000) Ventilation with lower tidal volumes as com-
pared with traditional tidal volumes for acute lung injury and the 
acute respiratory distress syndrome. The Acute Respiratory Dis-
tress Syndrome Network. N Engl J Med 342:1301–1308

 14. Kneyber MC, Zhang H, Slutsky AS (2014) Ventilator-induced 
lung injury. Similarity and differences between children and 
adults. Am J Respir Crit Care Med 190:258–265

 15. Plotz FB, Vreugdenhil HA, Slutsky AS, Zijlstra J, Heijnen CJ, 
van Vught H (2002) Mechanical ventilation alters the immune 
response in children without lung pathology. Intensive Care 
Med 28:486–492

 16. Albuali WH, Singh RN, Fraser DD, Seabrook JA, Kavanagh BP, 
Parshuram CS, Komecki A (2007) Have changes in ventilation 
practice improved outcome in children with acute lung injury? 
Pediatr Crit Care Med 8:324–330

 17. Bhalla AK, Klein MJ, Emeriaud G, Lopez-Fernandez YM, 
Napolitano N, Fernandez A, Al-Subu AM et al (2021) Adher-
ence to lung-protective ventilation principles in pediatric acute 
respiratory distress syndrome: a pediatric acute respiratory dis-
tress syndrome incidence and epidemiology study. Crit Care 
Med 49:1779–1789

 18. Erickson S, Schibler A, Numa A, Nuthall G, Yung M, Pascoe 
E, Wilkins B (2007) Acute lung injury in pediatric intensive 
care in Australia and New Zealand: a prospective, multicenter, 
observational study. PediatrCrit Care Med 8:317–323

 19. Khemani RG, Conti D, Alonzo TA, Bart RD III, Newth CJ 
(2009) Effect of tidal volume in children with acute hypoxemic 
respiratory failure. Intensive Care Med 35:1428–37

 20. Flori HR, Glidden DV, Rutherford GW, Matthay MA (2005) 
Pediatric acute lung injury: prospective evaluation of risk fac-
tors associated with mortality. Am J Respir Crit Care Med 
171:995–1001

 21. Panico FF, Troster EJ, Oliveira CS, Faria A, Lucena M, Joao PR, 
Saad ED, Foronda FA, Delgado AF, de Carvalho WB (2015) 
Risk factors for mortality and outcomes in pediatric acute lung 
injury/acute respiratory distress syndrome. Pediatr Crit Care 
Med 16:e194-200

 22. Khemani RG, Markovitz BP, Curley MA (2009) Characteristics 
of children intubated and mechanically ventilated in 16 PICUs. 
Chest 136:765–771

 23. Khemani RG, Parvathaneni K, Yehya N, Bhalla AK, Thomas 
NJ, Newth CJL (2018) PEEP Lower than the ARDS network 
protocol is associated with higher pediatric ARDS mortality. 
Am J Respir Crit Care Med 198(1):77–89

 24. Khemani RG, Smith L, Lopez-Fernandez YM, Kwok J, Mor-
zov R, Klein MJ, Yehya N, Willson D, Kneyber MCJ, Lillie 
J, Fernandez A, Newth CJL, Jouvet P, Thomas NJ, Pediatric 
Acute Respiratory Distress syndrome I, Epidemiology I, Pedi-
atric Acute Lung I, Sepsis Investigators N (2019) Paediatric 
acute respiratory distress syndrome incidence and epidemiology 

http://creativecommons.org/licenses/by/4.0/


5069European Journal of Pediatrics (2024) 183:5063–5070 

(PARDIE): an international, observational study. Lancet Respir 
Med 7:115–128

 25. van Schelven P, Koopman AA, Burgerhof JGM, Markhorst DG, 
Blokpoel RGT, Kneyber MCJ (2022) Driving pressure is associ-
ated with outcome in pediatric acute respiratory failure. Pediatr 
Crit Care Med 23:e136–e144

 26. Froese AB, Bryan AC (1974) Effects of anesthesia and paralysis 
on diaphragmatic mechanics in man. Anesthesiology 41:242–255

 27. Wrigge H, Zinserling J, Neumann P, Defosse J, Magnusson 
A, Putensen C, Hedenstierna G (2003) Spontaneous breathing 
improves lung aeration in oleic acid-induced lung injury. Anes-
thesiology 99:376–384

 28. Putensen C, Mutz NJ, Putensen-Himmer G, Zinserling J (1999) 
Spontaneous breathing during ventilatory support improves ven-
tilation-perfusion distributions in patients with acute respiratory 
distress syndrome. AmJRespirCrit Care Med 159:1241–1248

 29. Xia J, Sun B, He H, Zhang H, Wang C, Zhan Q (2011) Effect 
of spontaneous breathing on ventilator-induced lung injury in 
mechanically ventilated healthy rabbits: a randomized, controlled, 
experimental study. Crit Care 15:R244

 30. Putensen C, Hering R, Muders T, Wrigge H (2005) Assisted 
breathing is better in acute respiratory failure. CurrOpinCrit Care 
11:63–68

 31. Putensen C, Muders T, Varelmann D, Wrigge H (2006) The 
impact of spontaneous breathing during mechanical ventilation. 
CurrOpinCrit Care 12:13–18

 32. Yoshida T, Torsani V, Gomes S, De Santis RR, Beraldo MA, 
Costa EL, Tucci MR, Zin WA, Kavanagh BP, Amato MB (2013) 
Spontaneous effort causes occult pendelluft during mechanical 
ventilation. Am J Respir Crit Care Med 188:1420–1427

 33. Yoshida T, Amato MBP, Kavanagh BP, Fujino Y (2019) Impact 
of spontaneous breathing during mechanical ventilation in acute 
respiratory distress syndrome. Curr Opin Crit Care 25:192–198

 34. Yoshida T, Uchiyama A, Fujino Y (2015) The role of spontaneous 
effort during mechanical ventilation: normal lung versus injured 
lung. J Intensive Care 3:18

 35. Brochard L, Slutsky A, Pesenti A (2017) Mechanical ventilation 
to minimize progression of lung injury in acute respiratory failure. 
Am J Respir Crit Care Med 195:438–442

 36. Yoshida T, Uchiyama A, Matsuura N, Mashimo T, Fujino Y 
(2012) Spontaneous breathing during lung-protective ventilation 
in an experimental acute lung injury model: high transpulmonary 
pressure associated with strong spontaneous breathing effort may 
worsen lung injury. Crit Care Med 40:1578–1585

 37. Yoshida T, Uchiyama A, Matsuura N, Mashimo T, Fujino Y 
(2013) The comparison of spontaneous breathing and muscle 
paralysis in two different severities of experimental lung injury. 
Crit Care Med 41:536–545

 38. Mascheroni D, Kolobow T, Fumagalli R, Moretti MP, Chen V, 
Buckhold D (1988) Acute respiratory failure following pharmaco-
logically induced hyperventilation: an experimental animal study. 
Intensive Care Med 15:8–14

 39. Kopp W, Gedeit RG, Asaro LA, McLaughlin GE, Wypij D, Curley 
MAQ, Randomized Evaluation of Sedation Titration for Respira-
tory Failure Study I (2021) The impact of preintubation noninva-
sive ventilation on outcomes in pediatric acute respiratory distress 
syndrome. Crit Care Med 49:816–827

 40. Lindell RB, Fitzgerald JC, Rowan CM, Flori HR, Di Nardo M, 
Napolitano N, Traynor DM, Lenz KB, Emeriaud G, Jeyapalan A, 
Nishisaki A, National Emergency Airway Registry for C, Pediatric 
Acute Lung I, Sepsis Investigators N (2022) The use and duration 
of preintubation respiratory support is associated with increased 
mortality in immunocompromised children with acute respiratory 
failure. Crit Care Med 50:1127–1137

 41. Knisely AS, Leal SM, Singer DB (1988) Abnormalities of dia-
phragmatic muscle in neonates with ventilated lungs. J Pediatr 
113:1074–1077

 42. Gayan-Ramirez G, Decramer M (2002) Effects of mechanical 
ventilation on diaphragm function and biology. Eur Respir J 
20:1579–1586

 43. Levine S, Nguyen T, Taylor N, Friscia ME, Budak MT, Roth-
enberg P, Zhu J, Sachdeva R, Sonnad S, Kaiser LR, Rubinstein 
NA, Powers SK, Shrager JB (2008) Rapid disuse atrophy of dia-
phragm fibers in mechanically ventilated humans. N Engl J Med 
358:1327–1335

 44. Goligher EC, Dres M, Patel BK, Sahetya SK, Beitler JR, Telias I, 
Yoshida T et al (2020) Lung- and diaphragm-protective ventila-
tion. Am J Respir Crit Care Med 202:950–961

 45. Goligher EC, Fan E, Herridge MS, Murray A, Vorona S, Brace D, 
Rittayamai N, Lanys A, Tomlinson G, Singh JM, Bolz SS, Ruben-
feld GD, Kavanagh BP, Brochard LJ, Ferguson ND (2015) Evolu-
tion of diaphragm thickness during mechanical ventilation. Impact 
of inspiratory effort. Am J Respir Crit Care Med 192:1080–1088

 46. Goligher EC, Dres M, Fan E, Rubenfeld GD, Scales DC, Herridge 
MS, Vorona S, Sklar MC, Rittayamai N, Lanys A, Murray A, 
Brace D, Urrea C, Reid WD, Tomlinson G, Slutsky AS, Kavanagh 
BP, Brochard LJ, Ferguson ND (2018) Mechanical ventilation-
induced diaphragm atrophy strongly impacts clinical outcomes. 
Am J Respir Crit Care Med 197:204–213

 47. Lee EP, Hsia SH, Hsiao HF, Chen MC, Lin JJ, Chan OW, Lin CY, 
Yang MC, Liao SL, Lai SH (2017) Evaluation of diaphragmatic 
function in mechanically ventilated children: an ultrasound study. 
PLoS ONE 12:e0183560

 48. Mistri S, Dhochak N, Jana M, Jat KR, Sankar J, Kabra SK, Lodha 
R (2020) Diaphragmatic atrophy and dysfunction in critically ill 
mechanically ventilated children. Pediatr Pulmonol 55:3457–3464

 49. Vadivelu S, Khera D, Choudhary B, Toteja N, Sureka B, Singh K, 
Singh S (2023) Evaluation of diaphragmatic thickness and dys-
function by ultrasonography in mechanically ventilated children 
for assessment of extubation success. Indian Pediatr 60:212–216

 50. Glau CL, Conlon TW, Himebauch AS, Yehya N, Weiss SL, Berg 
RA, Nishisaki A (2018) Progressive diaphragm atrophy in pedi-
atric acute respiratory failure. Pediatr Crit Care Med 19:406–411

 51. Glau CL, Conlon TW, Himebauch AS, Yehya N, Weiss SL, Berg 
RA, Nishisaki A (2020) Diaphragm atrophy during pediatric acute 
respiratory failure is associated with prolonged noninvasive ven-
tilation requirement following extubation. Pediatr Crit Care Med 
21:e672–e678

 52. Johnson RW, Ng KWP, Dietz AR, Hartman ME, Baty JD, Hasan 
N, Zaidman CM, Shoykhet M (2018) Muscle atrophy in mechan-
ically-ventilated critically ill children. PLoS ONE 13:e0207720

 53. Ij MM, Lemson J, van der Hoeven JG, Heunks LMA (2020) The 
impact of critical illness on the expiratory muscles and the dia-
phragm assessed by ultrasound in mechanical ventilated children. 
Ann Intensive Care 10:115

 54. Chiumello D, Marino A, Brioni M, Cigada I, Menga F, Colombo 
A, Crimella F, Algieri I, Cressoni M, Carlesso E, Gattinoni L 
(2016) Lung recruitment assessed by respiratory mechanics and 
computed tomography in patients with acute respiratory distress 
syndrome. What is the relationship? Am J Respir Crit Care Med 
193:1254–1263

 55. Goligher EC, Costa ELV, Yarnell CJ, Brochard LJ, Stewart TE, 
Tomlinson G, Brower RG, Slutsky AS, Amato MPB (2021) Effect 
of lowering Vt on mortality in acute respiratory distress syndrome 
varies with respiratory system elastance. Am J Respir Crit Care 
Med 203:1378–1385

 56. Amato MB, Meade MO, Slutsky AS, Brochard L, Costa EL, Sch-
oenfeld DA, Stewart TE, Briel M, Talmor D, Mercat A, Rich-
ard JC, Carvalho CR, Brower RG (2015) Driving pressure and 



5070 European Journal of Pediatrics (2024) 183:5063–5070

survival in the acute respiratory distress syndrome. N Engl J Med 
372:747–755

 57. Emeriaud G, Lopez-Fernandez YM, Iyer NP, Bembea MM, Agul-
nik A, Barbaro RP, Baudin F et al (2023) Executive summary of 
the second international guidelines for the diagnosis and man-
agement of pediatric acute respiratory distress syndrome (PAL-
ICC-2). Pediatr Crit Care Med 24:143–168

 58. Fernandez A, Modesto V, Rimensberger PC, Korang SK, Iyer 
NP, Cheifetz IM, Second Pediatric Acute Lung Injury Consensus 
Conference of the Pediatric Acute Lung I, Sepsis Investigators 
N (2023) Invasive ventilatory support in patients with pediatric 
acute respiratory distress syndrome: from the second pediatric 
acute lung injury consensus conference. Pediatr Crit Care Med 
24:S61–S75

 59. Ilia S, van Schelven PD, Koopman AA, Blokpoel RGT, de Jager 
P, Burgerhof JGM, Markhorst DG, Kneyber MCJ (2020) Effect of 
endotracheal tube size, respiratory system mechanics, and ventila-
tor settings on driving pressure. Pediatr Crit Care Med 21:e47–e51

 60. van der Zee P, Gommers D (2019) Recruitment maneuvers and 
higher PEEP, the so-called open lung concept, in patients with 
ARDS. Crit Care 23:73

 61. Sahetya SK, Goligher EC, Brower RG (2017) Fifty years of 
research in ARDS. Setting positive end-expiratory pressure in 
acute respiratory distress syndrome. Am J Respir Crit Care Med 
195:1429–1438

 62. Gattinoni L, Caironi P, Cressoni M, Chiumello D, Ranieri VM, 
Quintel M, Russo S, Patroniti N, Cornejo R, Bugedo G (2006) 
Lung recruitment in patients with the acute respiratory distress 
syndrome. N Engl J Med 354:1775–1786

 63. Santschi M, Jouvet P, Leclerc F, Gauvin F, Newth CJ, Carroll CL, 
Flori H, Tasker RC, Rimensberger PC, Randolph AG, Investiga-
tors P, Pediatric Acute Lung I, Sepsis Investigators N, European 
Society of P, Neonatal Intensive C (2010) Acute lung injury in 
children: therapeutic practice and feasibility of international clini-
cal trials. Pediatr Crit Care Med 11:681–689

 64. Suzumura EA, Amato MBP, Cavalcanti AB (2016) Understanding 
recruitment maneuvers. Intensive Care Med 42:908–911

 65. Hess DR (2015) Recruitment Maneuvers and PEEP Titration. 
Respir Care 60:1688–1704

 66. Gattinoni L, Carlesso E, Cressoni M (2015) Selecting the ‘right’ 
positive end-expiratory pressure level. Curr Opin Crit Care 
21:50–57

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


	What every paediatrician needs to know about mechanical ventilation
	Abstract
	Introduction
	What is MV?
	Basic physiology to understand mechanical ventilation
	Ventilation-induced lung injury
	Patient self-inflicted lung injury
	Ventilation-induced diaphragmatic dysfunction
	Mitigating the side-effects of mechanical ventilation
	VILI
	P-SILI and VIDD

	Conclusions
	References


