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Methodological considerations in combined
noninvasive ventilation and mechanical in-
exsufflator

Dear Editor,

It is our pleasure to read the comments sent to the
journal by Equinas et al. regarding our article “Combined
noninvasive ventilation and mechanical in-exsufflator in
the treatment of pediatric acute neuromuscular respirato-
ry failure.”' The exciting field of critical care of acute
respiratory failure (ARF) in pediatric patients with
neuromuscular diseases (NMD) is clearly challenging
because of its unique, heterogeneous, and vulnerable
features. Thus, we are glad that other centers are
interested in these populations. We thank Equinas et al.
for their valuable comments, which enabled us to better
address some important issues in our article.

To date methodological data regarding combined use of
noninvasive ventilation (NIV) and mechanical in-exsuf-
flator (MIE) are limited, especially in the setting of the
pediatric intensive care unit (PICU). Even though the
present study is the largest cohort to date in neuromuscu-
lar patients with ARF in PICU, we agree that its sample
size is small compared with most reports in adults, with
dispersed age distribution and heterogeneous NMD.
However, these features are common in most pediatric
studies of NMD, reflecting their relatively low incidence
in general populations. We also thank that Equinas et al.
discussed about the prevalence of bulbar weakness, which
raised an important point. It has been well known that
bulbar weakness may lead to the risk of a aspiration of
food and saliva, raising the risk of NIV failure,” such as in
patients of spinal muscular atrophy type 1 (SMA1) or
bulbar amyotrophic lateral sclerosis. Therefore, in our
study, we have excluded patients with profound bulbar
weakness. However, we did enroll patients with SMAI,
because all of them had received gastrostomy and Nissen
fundoplication to avoid potential respiratory insults
caused by reflux, as suggested by a recent guideline for
standard care of SMA.’

We agree that lung function test (LFT) may be an
objective tool to assess the responses to interventions in
stable patients with respiratory insufficiency. However,
we did not perform LFT in the present study due to several
reasons. First, LFT is frequently unpractical in children
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with NMD, as a previous study has demonstrated that
even in stable children forced vital capacity could not be
obtained in 40% of them.* Indeed, a recent guideline of
respiratory care for children with NMD established by the
British Thoracic Society recommends the measurement
of peak cough flow only in children older than 12 years
old.? In addition, in the setting of PICU, and for infants
like those with SMA1, LFT may be difficult or
impossible. Thus, in our experience we believe that,
unlike the role of LFT in adults or stable older children,
clinical parameters such as blood gas analysis, respiratory
rate, and heart rate may be more practical to assess the
acute changes of respiratory status and the effective
clearance of secretions after NIV/MIE interventions in
critically ill children with acute pulmonary infections.

Hypercapnic respiratory failure is common in patients
with NMD as shown in our study. Equinas et al. are also
concerned about the hypercapnia in the NIV/MIE failure
group in our study. However, since there was also
hypercapnia in the successfully treated group and there
was no statistically significant difference between them,
we believe that it is not a risk factor for intubation in the
present study.

Sedation is a major issue in methodological consider-
ations of NIV. We understand that most intensivists are
reluctant to use sedation and analgesics for patients on NIV
due to concern of respiratory drive depression.® However,
our experiences suggest that mild sedation in infants
and younger children may improve patient—ventilator
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synchrony, which has been demonstrated as a positive
factor for NIV success.’ In fact, it was found that up to
14% of patients receiving NIV in ARF were unable to
tolerate face-mask ventilation.® In another study, Anto-
nelli et al.” showed that mask intolerance or inadequate
patient cooperation led to intubation in 9% of patients
with ARF. Thus, in our study, mild conscience sedation
was achieved by low-dose chloral hydrate or midazolam,
similar to a recent pediatric NIV study,10 which did not
report any adverse cardiopulmonary events due to these
sedatives.

All of our patients except patient No. 7 had hypercarbic
respiratory failure, as this is very common in patients with
NMD. In fact, in the setting of PICU or emergency
department, hypoxemia in these patients is frequently
caused by inadequate clearance of secretions, hypoventi-
lation, and atelectasis. In this context, the goal of
treatment is to normalize gas exchange by delivering
positive airway pressure to decrease atelectasis and to
optimize airway clearance, while supplemental oxygen is
not the first line of treatment. Supplemental oxygen may
result in improved oxygen saturation, but may also mask
hypoventilation or impair central respiratory drive and
does not improve ventilation or treat the underlying
causes of hypoxemia in these patients with failure of
respiratory pump.''

Finally, we agree that current data regarding optimal
mode of ventilatory support are still very scarce and this
issue should be addressed in multicenter large-scale trials
since combined NIV/MIE appears to be a promising
strategy in the management of ARF and prevention of
extubation failure, even in the general population without
NMD.'? Most importantly, a need is evident for more
sophisticated clinical and physiologic parameters to
assess responses to this noninvasive approach. These
should be tailored to different age groups and to different
NMD with varying degrees of respiratory muscle
involvement.

—Jong-Hau Hsu, mp,

Tar-HenNG CHEN, MD,

Yun-JYH JONG, MD, DMSCi

Department of Pediatrics, Kaohsiung Medical University
Hospital, Kaohsiung Medical University,

Kaohsiung, Taiwan

Jong-Hau Hsu, mp

Department of Pediatrics, Faculty of Medicine, College of
Medicine, Kaohsiung Medical University,

Kaohsiung, Taiwan

Graduate Institute of Medicine, College of Medicine,
Kaohsiung Medical University, Kaohsiung, Taiwan

Pediatric Pulmonology

Ta1-HenG CHEN, MD

Division of Pediatric Emergency, Department of
Emergency, Kaohsiung Medical University Hospital,
Kaohsiung Medical University, Kaohsiung, Taiwan

YuH-JYH JONG, MD, DMSCI

Department of Laboratory Medicine, Kaohsiung Medical
University Hospital, Kaohsiung Medical University,
Kaohsiung, Taiwan

Department of Biological Science and Technology,
National Chiao Tung University, Hsinchu, Taiwan

REFERENCES

1. Chen TH, Hsu JH, Wu JR, Dai ZK, Chen IC, Liang WC, Yang SN,
Jong YJ. Combined noninvasive ventilation and mechanical in-
exsufflator in the treatment of pediatric acute neuromuscular
respiratory failure. Pediatr Pulmonol 2013; doi: 10.1002/
ppul.22827

2. Vianello A, Arcaro G, Braccioni F, Gallan F, Marchi MR, Chizio
S, Zampieri D, Pegoraro E, Salvador V. Prevention of extubation
failure in high-risk patients with neuromuscular disease. J Crit
Care 2011;26:517-524.

3. Wang CH, Finkel RS, Bertini ES, Schroth M, Simonds A, Wong B,
Aloysius A, Morrison L, Main M, Crawford TO, Trela A,
Participants of the International Conference on SMA Standard of
Care. Consensus statement for standard of care in spinal muscular
atrophy. J Child Neurol 2007;22:1027-1049.

4. Fauroux B, Aubertin G, Clément A, Lofaso F, Bonora M. Which
tests may predict the need for noninvasive ventilation in children
with neuromuscular disease? Respir Med 2009;103:574-581.

5. Hull J, Aniapravan R, Chan E, Chatwin M, Forton J, Gallagher J,
Gibson N, Gordon J, Hughes I, McCulloch R, Russell RR, Simonds
A. British Thoracic Society guideline for respiratory management
of children with neuromuscular weakness. Thorax 2012;67:11-i40.

6. Devlin JW, Nava S, Fong JJ, Bahhady I, Hill NS. Survey of sedation
practices during noninvasive positive-pressure ventilation to treat
acute respiratory failure. Crit Care Med 2007;35: 2298-2302.

7. Soo Hoo GW, Santiago S, Williams AJ. Nasal mechanical
ventilation for hypercapnic respiratory failure in chronic obstruc-
tive pulmonary disease: determinants of success and failure. Crit
Care Med 1994;22:1253-1261.

8. Delclaux C, L’Her E, Alberti C, Mancebo J, Abourg F, Conti G,
Guérin C, Shortgen F, Lefort Y, Antonelli M, Lepage E, Lemaire F,
Brochard L. Treatment of acute hypoxemic nonhypercapnic
respiratory insufficiency with continuous positive airway pressure
delivered by a face mask: a randomized controlled trial. JAMA
2000;284:2352-2360.

9. Antonelli M, Conti G, Moro ML, Esquinas A, Gonzales-Diaz G,
Confalonieri M, Passariello M, Meduri G. Predictors of failure of
noninvasive positive pressure ventilation in patients with acute
hypoxemic respiratory failure: a multi-center study. Intensive Care
Med 2001;27:1718-1728.

10. Dohna-Schwake C, Stehling F, Tschiedel E, Wallot M, Mellies U.
Non-invasive ventilation on a pediatric intensive care unit:
feasibility, efficacy, and predictors of success. Pediatr Pulmonol
2011;46:1114-1120.

11. Schroth MK. Special considerations in the respiratory management
of spinal muscular atrophy. Pediatrics 2009;123:5245— S249.
12. Gongalves MR, Honrado T, Winck JC, Paiva JA. Effects of
mechanical insufflation-exsufflation in preventing respiratory
failure after extubation: a randomized controlled trial. Crit Care

2012;16:R48.



