
3. Strojnik K, Mahkovic-Hergouth K, Novakovic BJ, Seruga B. Outcome of
severe infections in afebrile neutropenic cancer patients. Radiol Oncol
2016;50:442–448.

4. Coyne CJ, Castillo EM, Shatsky RA, Chan TC. Procalcitonin as a predictive
tool for death and ICU admission among febrile neutropenic patients
visiting the emergency department. Medicina (Kaunas) 2022;58:985.

5. Zheng B, Toarta C, Cheng W, Taljaard M, Reaume N, Perry JJ. Accuracy
of the Multinational Association of Supportive Care in Cancer (MASCC)
and Clinical Index of Stable Febrile Neutropenia (CISNE) scores for
predicting serious complications in adult patients with febrile
neutropenia: a systematic review and meta-analysis. Crit Rev Oncol
Hematol 2020;149:102922.

6. Bhavani SV, Carey KA, Gilbert ER, Afshar M, Verhoef PA,
Churpek MM. Identifying novel sepsis subphenotypes using
temperature trajectories. Am J Respir Crit Care Med 2019;200:327–335.

7. Bhavani SV, Wolfe KS, Hrusch CL, Greenberg JA, Krishack PA,
Lin J, et al. Temperature trajectory subphenotypes correlate with
immune responses in patients with sepsis. Crit Care Med 2020;48:
1645–1653.

8. Benzoni NS, Carey KA, Bewley AF, Klaus J, Fuller BM, Edelson DP,
et al. Temperature trajectory subphenotypes in oncology patients
with neutropenia and suspected infection. Am J Respir Crit Care
Med 2023;207:1300–1309.

9. National Early Warning Score (NEWS) 2. London, United Kingdom:
Royal College of Physicians; 2017 [updated 2017 Dec 19; accessed
2022 Dec 11]. Available from: http://www.rcplondon.ac.uk/projects/
outputs/national-early-warning-score-news-2.

Copyright © 2023 by the American Thoracic Society

Enhancing Our Understanding of Breathing Mechanics in
Nonintubated Patients with Acute Hypoxemic Respiratory Failure

Over the last 50 years, we have seen remarkable advancements in the
understanding and management of acute hypoxemic respiratory
failure (AHRF) (1). Baro-/volutrauma (2) and pendelluft (3, 4) are
part of the standard vocabulary, particularly in reference to lung
injury and acute respiratory distress syndrome (5). Advances in
noninvasive strategies for managing AHRF bring novel choices that
avoid the need for an endotracheal tube. High-flow nasal oxygen
(HFNO) (6) and the helmet interface (7, 8) are two of the latest
options on the menu for clinicians to consider. The ability to deliver
high FIO2

and high positive end-expiratory pressure (PEEP) without
an endotracheal tube is an important advance brought by HFNO and
helmet interfaces. Yet, even such noninvasive strategies are not
without potential harm. Indeed, ventilator-induced lung injury may
occur with the helmet interface. There is even recent discussion of
patient self-induced lung injury (9), though its clinical importance
remains to be fully elucidated (10).

It is upon this backdrop that a better understanding of lung
mechanics and gas exchange physiology would be welcome. In this
issue of the Journal, Menga and colleagues (pp. 1310–1323)
performed sophisticated physiological evaluations of 15 patients with
severe AHRF (PaO2

/FIO2
<200) (11). Three different noninvasive

strategies were used: helmet pressure support, helmet continuous
positive airway pressure (CPAP), and HFNO. Each strategy lasted 1
hour, and the order was randomly assigned for each patient. All
patients were semirecumbent at 45 degrees. Esophageal manometry
and electrical impedance tomography of the thorax were performed.
Inspiratory esophageal and transpulmonary pressure swings were
surrogates for inspiratory effort (12) and lung distension, whereas VT

and end-expiratory lung volume were detected by electrical

impedance tomography. Primary endpoints of interest included
inspiratory effort, lung volumes (VT and end-expiratory lung
volume), and gas exchange.

A surprising finding in this study was the significant reduction
in inspiratory effort when pressure support was delivered via the
helmet, a finding not seen with either helmet CPAP or HFNO.
This interesting finding was particularly noteworthy in those patients
who had very high inspiratory efforts measured during helmet CPAP
or HFNO. To the extent that high inspiratory effort may put patients
at risk for worsening lung injury, it seems optimal to use the helmet
with pressure support for those with high inspiratory drive.
Unfortunately, esophageal manometry is not widely used, which
limits the ability to easily detect such a high drive in many patients.

Oxygenation was significantly improved with the helmet
interface, regardless of whether pressure support or CPAP was used.
HFNO did not improve oxygenation as effectively as either of the
helmet interfaces. It is extremely important to remember that helmet
CPAP should never be used via a mechanical ventilator. The fresh gas
flow from ventilators set to CPAP only is not adequate to wash out
CO2 exhaled into the helmet, and this strategy will quickly lead to
hypercapnia and suffocation. In contrast, helmet CPAP with fresh gas
flow at 60 L/min from an air/oxygen blender (as was done in this
trial) ensures that no significant CO2 rebreathing occurs (13).

VT values were lower with HFNO than with the helmet interface,
regardless of whether CPAP or pressure support was used. This was
due to PEEP leading to lung recruitment in the dorsal dependent lung
regions. Pendelluft was common in all patients, though it was most
common with HFNO, significantly less with helmet CPAP, and even
more reduced with helmet pressure support. The end-expiratory lung
volumemeasurements were higher with either helmet interface than
they were in the HFNO group.

Although the findings in the study are interesting, there are
important noteworthy limitations. The use of esophageal pressure as
a surrogate for respiratory effort may have limitations, particularly
when there was no measurement of transdiaphragmatic pressure
performed. Ten of the 15 patients studied had AHRF from
coronavirus disease (COVID-19). Obviously, it was not possible to
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analyze this small number of patients to determine if there was a
difference between AHRF caused by COVID-19 and AHRF of other
causes. This is important, given the discrepancy in outcomes noted
with helmet ventilation used because of COVID-19 (8, 14). The
helmet interface may not be tolerated by all patients, particularly
those with high anxiety and/or claustrophobia. Although there are
data suggesting that dexmedetomidine may be helpful to improve
helmet tolerance in some (15, 16), such an approach must be used
with extreme caution. Because dexmedetomidine does not suppress
respiratory drive, it stands to reason that it may be the best option for
sedation and analgesia with AHRF. Nevertheless, sedating any patient
with hypoxemia and respiratory distress may be risky. This is
particularly true because the helmet interface may act as a physical
barrier to a cry for help from an unstable patient. Careful and
frequent monitoring is mandatory if any sedative/analgesic is being
considered.

We can thankMenga and colleagues for providing a thorough
advance in our understanding of physiology with noninvasive
strategies for the management of AHRF. Clearly, the management of
AHRF cannot be approached with a “one size fits all”mentality.
Last, with the increasing list of options, it is important to recognize
when one approach is not working. There is no substitute for bedside
patient assessment and the ability to recognize subjective distress and
high energy expenditure with the work of breathing. Recognizing
when a noninvasive approach has failed and that endotracheal
intubation is necessary is critically important to the success of any
noninvasive strategy.�
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