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Abstract

Background Previous retrospective research has shown that maintaining prone positioning (PP) for an average

of 40 h is associated with an increase of survival rates in intubated patients with COVID-19-related acute respiratory
distress syndrome (ARDS). This study aims to determine whether a cumulative PP duration of more than 32 h dur-
ing the first 2 days of intensive care unit (ICU) admission is associated with increased survival compared to a cumula-
tive PP duration of 32 h or less.

Methods This study is an ancillary analysis from a previous large international observational study involving intu-
bated patients placed in PP in the first 48 h of ICU admission in 149 ICUs across France, Belgium and Switzerland.
Given that PP is recommended for a 16-h daily duration, intensive PP was defined as a cumulated duration of more
than 32 h during the first 48 h, whereas standard PP was defined as a duration equal to or less than 32 h. Patients were
followed-up for 90 days. The primary outcome was mortality at day 60. An Inverse Probability Censoring Weighting
(IPCW) Cox model including a target emulation trial method was used to analyze the data.

Results Out of 2137 intubated patients, 753 were placed in PP during the first 48 h of ICU admission. The intensive
PP group (n=79) had a median PP duration of 36 h, while standard PP group (n=674) had a median of 16 h dur-

ing the first 48 h. Sixty-day mortality rate in the intensive PP group was 39.2% compared to 38.7% in the standard PP
group (p=0.93). Twenty-eight-day and 90-day mortality as well as the ventilator-free days until day 28 were similar

in both groups. After IPCW, there was no significant difference in mortality at day 60 between the two-study groups
(HR0.95 [0.52-1.74], p=0.87 and HR 1.1 [0.77-1.57], p=0.61 in complete case analysis or in multiple imputation analy-
sis, respectively).

Conclusions This secondary analysis of a large multicenter European cohort of intubated patients with ARDS due
to COVID-19 found that intensive PP during the first 48 h did not provide a survival benefit compared to standard PP.
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Introduction

Prone positioning (PP) for intubated patients with acute
respiratory distress syndrome (ARDS) has been widely
implemented during the COVID-19 pandemic [1]. In
large cohorts of mechanically ventilated patients, approx-
imately 70% of patients were placed in PP regardless of
the severity of their ARDS [1, 2], compared to 30% dur-
ing the pre-pandemic period [3]. Previous research has
shown that early implementation of multiple 16-h ses-
sions of PP in patients with moderate to severe ARDS
was associated with reduced mortality, leading to
updated French guidelines for managing ARDS patients
[4, 5]. However, the duration of PP during the pan-
demic varied widely among patients, influenced by both
patients’ response and the availability of trained ICU
staff to turn patients to the supine position [6]. However,
in a recent study, PP sessions lasting 24 h or more and
implemented in patients with PaO,/FiO, ratio greater
than 150 mmHg were associated with increased survival
in COVID-19 related ARDS [7]. It was therefore recently
suggested that a longer duration of prone therapy may
further improve ARDS patients’ outcome, but additional
data with longer PP duration of PP are still awaited [8].
Moreover, PP increases the workload of ICU staff and is
associated with certain risks, including pressure sores,
potential hindrance to enteral nutrition and a higher rate
of catheter-related blood stream infection [8]. Those risks
potentially increase with the duration of each PP session.
Consequently, the optimal duration of the PP in ARDS
remains unknown.

The objective of this ancillary study was to assess the
outcomes of intubated patients with COVID-19 related
ARDS based on the cumulated duration of prone posi-
tion during the first 48 h following ICU admission, using
a large international cohort [2].

Study design and methods

Study design and patients

This study was an ancillary analysis of the ProneCOVID
study using the COVID-ICU cohort [2, 9]. The Prone-
COVID study was a previous analysis of a prospective,
multicenter observational cohort study of 149 ICUs from
138 hospitals conducted across three European coun-
tries (France, Belgium and Switzerland) [9]. The ethi-
cal committees of Switzerland (BASEC #: 2020-00704),
of the French Intensive Care Society (CE-SRLF 20-23)
and of Belgium (2020-294) approved the previous study,
and all patients or relatives had given their consent to be
included in the COVID-ICU cohort.

The COVID-ICU cohort involved all consecutive
patients > 16 years old admitted to ICU from February
25, 2020, to May 4, 2020, with a recorded vital status at
day 90, totaling 4643 patients. Laboratory confirmation
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for SARS-CoV-2 was defined as a positive result of real-
time reverse transcriptase-polymerase chain reaction
(RT-PCR) assay from either nasal or pharyngeal swabs,
and/or lower respiratory tract aspirates. In the Prone-
COVID study, a total of 2137 patients who were intu-
bated and mechanically ventilated with a PaO,/FiO,
ratio<300 mmHg and PEEP>5 ¢mH,0O, and no thera-
peutic limitations, within the first 24 h of ICU admission
were included. This secondary analysis focused on the
subgroup of intubated patients who were consecutively
turned prone during the first 48 h after ICU admission.
Patients who experienced PP only after 48 h, as well as
patients for whom the time of proning was not reported
were excluded. The study followed the STROBE state-
ment for reporting observational studies [10].

Patients were categorized based on the cumulative
duration of PP in hours during the first 48 h reflecting the
total exposure to PP in hours from one or more sessions.
Given that PP is now recommended for a 16-h daily dura-
tion for ARDS patients with PaO,/FiO, ratio lower than
150 mmHg [4, 5], patients who were placed in PP for
more than 32 h during this period of 48 h were assigned
to the intensive PP group, while those who were placed
in PP for 32 h or less were assigned to the standard PP
group. The first 48 h after ICU admission were chosen in
order to minimize the potential immortal time bias and
to approximate an intention-to-treat approach similar to
a randomized trial. Additionally, based on previous work,
the management of ARDS during these initial 48 h period
may be crucial for patients’ outcome. However, a second
analysis including all patients experiencing PP during
ICU stay was also performed and provided in Additional
file 1. As previously described in COVID ICU cohort,
decisions regarding indication for invasive mechanical
ventilation and mechanical ventilation settings were left
to the discretion of the clinicians at each participating
centers. There was no information available regarding
whether patients remained in PP continuously or were
turned back to the supine position daily, only the dura-
tion of each individual session in the prone position was
recorded.

Data collection

Consistent with the previously published study [2], a
standardized electronic case report form was completed
each day at 10 a.m. by the study investigators. Baseline
characteristics were collected at ICU admission: age, sex,
body mass index (BMI), active smoking, Simplified Acute
Physiology Score (SAPS) II score, Sequential Organ Fail-
ure Assessment (SOFA), treated hypertension, diabetes,
long term corticosteroids, immunodeficiency, Clinical
Frailty Scale, the date of the first symptom, and dates of
the hospital and ICU admissions. All investigators were
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asked to provide the lowest arterial partial pressure of
oxygen (PaO,) at Day-1 after intubation and the cor-
responding fraction of oxygen inspired (FiO,) to calcu-
late PaO,/FiO, ratio and to categorized severity ARDS
according to the Berlin definition [11].

The initial 48-h period is defined as the time from
10 a.m. on the morning following admission to the ICU
until 10 a.m. 48 h later (Additional data, Figure 1). Static
compliance was defined by dividing the tidal volume by
the driving pressure. The driving pressure was calculated
by subtracting plateau pressure from positive end-expira-
tory pressure (PEEP). All biological data were collected at
ICU admission. Proved concurrent bacterial pneumonia
was defined by a positive bacterial culture at ICU admis-
sion in either a bronchoalveolar lavage sample, or in a
blind protected specimen brush distal, or in endotracheal
aspirates.

The primary outcome was mortality at day 60. Sec-
ondary outcomes included 28-day and 90-day mortality,
ventilator free-days until day 28, need for extracorpor-
eal membrane oxygenation (ECMO) and renal replace-
ment therapy (RRT), use of neuromuscular blockers and
inhaled nitric oxide. The ventilator-free days until day 28
was defined as the number of days alive and free from
invasive mechanical ventilation for at least 48 consecu-
tive hours. If the patient was re-intubated within 48 h of
the extubation the variable was treated as zero ventilator-
free days; if re-intubated after 48 h, the 48 h period was
counted as ventilator-free days. Patients discharged from
the ICU before 28 days were considered alive and free
from invasive mechanical ventilation at 28 days. Nonsur-
vivors at day 28 were considered to have zero ventilator-
free days [12]. The static compliance, the SOFA score and
the PaO,/FiO, ratio were also evaluated at day-3, day-5,
day-7, day-14, day-21 and day-28.

Statistical analysis

Characteristics of patients were described as counts and
percentages for categorical variables, and as median and
interquartile range (IQR) for quantitative variables. Cat-
egorical variables were compared using Chi-square or
Fisher’s exact test, and quantitative variables were com-
pared using Student’s t-test or Wilcoxon’s rank-sum test.
Kaplan—Meier overall survival curves until day 60 were
computed.

The primary endpoint was the 60-day mortality accord-
ing to the prone therapy strategy during the first 48-h of
ICU stay, i.e. a standard or an intensive therapy. To assess
the prone therapy strategy effect on 60-day mortality, a
target trial emulation framework was used, according
to the cloning-censoring and weighting method. This
method, which eliminates the risk of immortal time bias,
has been well described elsewhere [13, 14].
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At the beginning of the follow-up, all intubated patients
could belong to either the intensive PP group (cumulative
duration of PP>32 h) or the standard PP group (cumu-
lative duration of PP <32 h) at the end of day 2. Thus,
firstly, we created two clones of each patient and assigned
each clone to a different strategy: the intensive PP strat-
egy, or standard PP strategy. This ensures that all patients
were included in both “arms” of the emulated trial,
regardless of their status at the end of 48 h (intensive PP
or not). As a result, the baseline characteristics are identi-
cal in both “arms’, eliminating any baseline confounding.
Secondly, we censored clones that were non-adherent to
their assigned treatment strategy during follow-up (e.g.,
cumulated PP >32 h at Day 2 for a clone included in the
Standard “arm’, cumulated PP <32 h for a clone included
in the Intensive “arm”). Thirdly, this informative censor-
ing was addressed using inverse-probability-of-censoring
weights (IPCW), in which uncensored observations are
up-weighted to represent censored observations with
similar characteristics. The probability of not being cen-
sored was estimated using a Cox model, with the follow-
ing baseline variables: age (> 65 years vs. <65 years), sex
(female vs. male), admission period to intensive care unit
(28 March vs. 29 March) (28 March being the median
admission period), time between first symptoms and
admission date (>8 days vs. < 8 days) (8 being the median
time), frailty scale (>4 vs. <4), body mass index (> 30 kg/
m? vs. <30 kg/m?), arterial hypertension status (yes vs.
no), diabetes status (yes vs. no), median SOFA score (>11
vs. <11), PaO,/FiO, ratio (<150 vs. >150 mmHg), static
compliance (<30 vs. >30), lymphopenia (lymphocytes<1
vs. lymphocytes>1 G/L). Finally, the analysis of 60-day
mortality using a Cox model weighted on IPCW was
performed to estimate Hazard ratio, and its 95% confi-
dence interval, associated to intensive PP and weighted
Kaplan Meier curves. This analysis was performed on
the complete cases data set, and a sensitivity analysis was
performed using multiple imputations due to missing
data, considering a maximum threshold of 30%. Multi-
ple imputation was realized according to Vesin et al. [15],
including all variables introduced in the analysis and the
primary endpoint. The number of available data for each
variable included in the analysis was provided in Addi-
tional file, Table 1. Proportional hazard assumption was
assessed by inspecting the scaled Schoenfeld residuals
and Harrel’s test [16]. We performed a subgroup analy-
sis of mortality at day-60 according to PaO,/FiO, ratio
at day-1 (<or >150 mmHg), using the same approach in
each subgroup, being aware of the limits for this analysis
which remained exploratory.

All analyses were performed at a two-sided o level of
5% and conducted with R version 4.1.1 (R Foundation for
Statistical Computing, Vienna, Austria).
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Results

Characteristics of ICU intubated patients

ProneCOVID study enrolled 2137 intubated patients.
In this secondary analysis, 753 patients met the inclu-
sion criteria and were retrospectively analyzed, as
shown in Fig. 1. The median age was 63 [55-70] years
old. Approximatively half of patients were obese
(BMI>30 kg/m?) and a treated for hypertension, and
nearly one third had diabetes mellitus. Patients in the
standard PP group were more likely to be men (76%
vs. 58%, p=0.001). All other characteristics at baseline
were similar between the two groups and there were
no group differences in severity of illness at admission
using SOFA and SAPS II scores, or in the frailty clini-
cal scale. Regarding ventilatory features, the median
duration between ICU admission and the initiation of
invasive mechanical ventilation was 2.3 [0.5-8.6] hours.
The lowest PaO,/FiO, ratio on Day-1 was 128 [88—-174]
mmHg and 37% of patients had a PaO,/FiO, ratio of
150 mmHg or greater. Patients were ventilated with
a median tidal volume of 6.1 [5.8-6.6] mL/kg and a
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median PEEP at 12 [10-14] cmH,0O. All other baseline
characteristics of patients are summarized in Table 1.

After the IPCW adjustment, results were analyzed in
both complete case analysis including 354 patients and in
multiple imputation analysis with all baseline population
of 753 patients. In both weighted cohorts, there were no
differences in key variables between prone therapy strate-
gies (Tables 1 and 2).

Prone position therapy

Among the 753 patients analyzed, 79 (10.5%) patients
were classified in the intensive PP group with a median
cumulative duration of PP of 36 [34—39] hours in the first
48 h. In the intensive group, no patients had a cumulative
PP duration of 48 h, as illustrated in Fig. 2, and in Addi-
tional file, Figure 2. On the other hand, 89.5% of patients,
corresponding to 674 patients, were classified in the
standard PP group with a median cumulative duration
of PP of 16 [15-21] hours. In this group, less than 10%
of patients experienced a cumulative PP duration of 32 h
(see Fig. 2, and Additional file, figure 2). Interestingly,

ICU from the COVID-ICU study
(ProneCOVID study)

N=2137

All COVID-19 intubated patients admitted to

Excluded:

v

- No prone at Day-1 nor Day-2 (n=1234).
- Missing data (n=150)

48 hours after ICU admission

N=1753

Patients receiving a prone therapy in the first

Prone therapy <32-hours

Standard Prone position group

N=674

Fig. 1 Study flow chart. ICU intensive care unit

Prone therapy >32-hours

Intensive Prone position group
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Table 1 Demographic, clinical and ventilatory characteristics of patients at admission
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Variable

Standard prone
position group

Intensive prone
position group

All patients (n=753) p

(n=674) (n=79)
Age (years), median [IQR] 64 [55; 70] 61 [54; 69] 63 [55;70] 013
Sex, n (%)
Men 506 (76%) 46 (58%) 552 (74%) 0.001
Women 163 (24%) 33 (42%) 196 (26%)
Body mass index (kg/m?), median [IQR] 30 [26; 34] 311[28;35] 30[27;34] 0.02
>30kg/m?, n (%) 321 (51%) 48 (64%) 369 (52%) 0.03
Comorbidities, n (%)
Active smokers 28 (4%) 0 (0%) 28 (4%) 0.06
Treated hypertension 348 (52%) 49 (62%) 397 (53%) 0.10
Known diabetes 216 (33%) 24 (30%) 240 (32%) 0.70
Immunodeficiency 45 (7%) 3 (4%) 48 (6%) 031
Long-term corticosteroids 20 (3%) 0 (0%) 20 (3%) 0.15
SAPS Il score, median [IQR] 43[33;55] 43 [32;52] 43 [32;55] 0.80
SOFA score at ICU admission, median [IQR] 71[4;10] 8[6;11] 7[4;10] 0.18
Clinical frailty score <3, n (%) 539 (87%) 64 (83%) 603 (87%) 047
Time between first symptoms and ICU admission (days), median [IQR] 81[6;11.8] 8[5;,11] 81[6;11] 0.65
Time between ICU admission and invasive mechanical ventilation (hours), 2.4 [0.5; 8.9] 1.81[0.5;3.8] 23[05;86] 0.25
median [IQR]
Concomitant bacterial pneumonia, n (%) 62 (9%) 5 (6%) 67 (9%) 0.38
Patients receiving high-dose corticosteroids at Day-1, n (%) 67 (10%) 6 (8%) 73 (10%) 0.50
Invasive mechanical ventilation settings on Day-1, median [IQR]
PaO,/FiO, (mmHg) 126 [87;172] 137 [96; 187] 128 [88;174] 0.17
Tidal volume (mL) 410 [380; 446] 400 [364; 437] 410 [378; 444] 0.34
Tidal volume, mL/kg PBW 61[5.8;6.6] 6 [5 8;6.7] 6 [5 8; 6.6] 0.70
Set PEEP (cmH,0) 12 [10; 14] 21[10;14] 2[10;14] 0.10
Plateau pressure (cmH,0) 51[22;28] 6 [24; 28] 5[22; 28] 0.11
Driving pressure® (cmH,0) 3[171;18] 4111;19] 3[11;18] 041
Mechanical povverb (J/min) 81[21;36] 1[21;38] 9[21;36] 0.25
Ventilatory ratio® 191[1.5;23] 2[1.6;2.3] 19(1.5;23] 0.22
Static compliamced (mL/cmH,0) 32[26;41] 32[24;41] 32[26;41] 048
Dynamic compliance® (mL/cmH,0) 16 [13; 20] 15 [12; 20] 16 [13; 20] 0.36
Prone position support
PP duration (hours) at Day 2, median [IQR] 14 [2;16] 201[17; 23] 15[4.5;17] <0.001
Cumulative duration of PP (hours) in the first 48 h, median [IQR] 16 [15;21] 36 [34; 39] 17 [16; 24] <0.001
Cumulative duration of PP (hours) until Day 14, median [IQR] 48 [28; 81] 93 [56; 151] 52 (31;88] <0.001
Blood gas on Day-1, median [IQR]
pH 7.37[7.30;7.42] 7.35[7.30;7.39] 7.36[7.30;7.42] 0.20
PaCO, (mmHg) 45[38; 52] 46 [41; 52] 45[39; 52] 0.13
PaO,/FiO, (mmHg) 428 (64%) 47 (60%) 475 (63%) 0.49
<150 mmHg, n (%) 25[22;28] 26 [23; 28] 25 [22; 28] 0.12
HCO; (mmol/L) 741(7.3;74] 7.31[7.3;74] 741[73;74] 0.20
Lactate (mmol/L) 13[1;1.7] 131[1;14] 1301:1.7] 0.53
Biology, median [IQR]
Lymphocyte count (x 10%L) 0.8[0.5; 1.1] 0.8[06; 1.1] 0.8[05;1.1] 038
Thrombocyte count (x 10%/L) 226 [170; 286] 2251[172;287] 2251[170; 287] 0.97
Total bilirubin (umol/L) 10[7;15] 10[8; 14] 10[7;15] 0.94
Serum creatinine (umol/L) 85 [65;122] 88 [64; 125] 86 [65; 123] 0.71

IQR: interquartile range; SOFA: sequential organ failure assessment; SAPS II: simplified acute physiology score II; PaCO,: arterial partial pressure in carbon dioxide;

PaO,: arterial partial pressure in oxygen; FiO,: fraction inspired in oxygen;



Le Terrier et al. Annals of Intensive Care (2024) 14:100

Table 1 (continued)
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2 Defined as plateau pressure—PEEP. If plateau pressure was missing, peak pressure was considered instead

b Mechanical power (J/min)=0.098 x tidal volume x respiratory rate x (peak pressure — 1/2 x driving pressure). If not specified, peak pressure was considered equal to

plateau pressure
¢ Defined as (minute ventilation x PaCO,) — (predicted bodyweight x 100 x 37.5)

9 Normalized for ideal body weight. Defined as tidal volume/(Plateau pressure — PEEP)

€ Normalized for ideal body weight. Defined as tidal volume/(Peak pressure — PEEP)

Table 2 Primary and secondary outcomes

Outcome Standard prone position  Intensive prone position  All patients (n=753) p
group (n=674) group (n=79)
Primary outcome
Mortality at 60-day, n (%) 261 (39%) 31 (39%) 292 (39%) 093
Secondary outcomes
Mortality, n (%)
At day 28 230 (34%) 28 (35%) 258 (34%) 0.82
At day 90 262 (39%) 31 (39%) 293 (39%) 0.95
Ventilator-free days until day 28, median [IQR] 2[0; 14] 051([0;12] 1.510;14] 0.74
Extracorporeal membrane oxygenation, n (%) 68 (10%) 7 (9%) 75 (10%) 0.75
Inhaled nitric oxide, n (%) 161 (24%) 24 (30%) 185 (25%) 0.21
Neuromuscular blockers, n (%) 652 (97%) 74 (94%) 726 (96%) 0.19
Renal replacement therapy, n (%) 195 (29%) 22 (28%) 217 (29%) 0.83
Static compliance (mL/cmH,0), median [IQR]
At Day-3 34 [25;42] 29[23; 36] 34 [25;42] 0.03
At Day-5 32 [25; 40] 28(21;35] 31[25;40] 0.03
At Day-7 31[24;41] 29 [21;37] 31[23;41] 0.11
SOFA score, median [IQR]
At Day-7 10[7;12] 9[7;11] 10[7;12] 0.23
At Day-21 9[7;10] 5[5;12] 9[5;10] -
At 28-day 716;10] 10111 717;11] -
PaO,/FiO, ratio (mmHg), median [IQR]
At Day-3 151 [110; 198] 131 [105; 185] 148 [110; 195] 0.04
At Day-5 144 [105; 194] 134 [101; 209] 144 [105; 195] 0.54
At Day-7 149 [108; 189] 154 [108; 207] 150[108; 192] 0.27

IQR: interquartile range; SOFA: sequential organ failure assessment; PaO,: arterial partial pressure in oxygen; FiO,: fraction inspired in oxygen; ICU: intensive care unit

the median duration of PP at Day 2 was 14 [2-16] hours
in the standard PP group, while in the intensive group,
patients had a median PP session of 20 [17-23] hours.
Finally, the cumulative prone therapy duration during the
first 14 days was longer in the intensive PP group than in
the standard PP group (92 [56—151] vs. 48 [28—81] hours,
p<0.001). Characteristics of both groups at day-1 are
summarized in Table 1.

Outcomes

In the unadjusted analysis, mortality at day 28, 60, 90
were 34.3%, 38.8% and 38.9%, respectively. No significant
difference in term of mortality at day 60 was observed
(38.7% vs. 39.2%, p=0.93), as reported in Table 2. The

Kaplan—Meier survival curves for 60-day survival are
shown in Fig. 3a.

After weighting, the IPCW weighted Cox models
showed no significant difference in 60-day mortal-
ity in both analysis (hazard ratio (HR) 0.95 [0.52-1.74],
p=0.87 in complete case analysis, and 1.10 [0.77-1.57],
p=0.61 in multiple imputation analysis; Figs. 3b and 4a).
Mortality at day 28 and day 90 were similar between the
two study groups after both complete cases and multi-
ple imputation IPCW weighted analysis (Fig. 4b). The
number of ventilator-free days, the need for adjunc-
tive therapies including inhaled nitric oxide, continu-
ous neuromuscular blockers, ECMO and RRT were also
similar in both the standard and the intensive PP groups
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Fig. 2 Empirical cumulative distribution function of the prone positioning duration during the first 48-h. ECDF:empirical cumulative distribution

function

(Table 2). During the first 28-days after ICU admission,
there were no differences in the evolution of the PaO,/
FiO, ratio, the static compliance and the SOFA score
between the standard and the intensive PP groups (Addi-
tional file, Figures 3, 4 and 5). An additional sensitivity
analysis included PP, as continuous variable, in a mul-
tivariate Cox model did not find any significant asso-
ciation between the duration of PP and the mortality at
day-60 and day-90, in line with our results, as shown in
Table 2a—c in Additional file.

In subgroups of patients classified according to the
PaO,/FiO, ratio at Day-1 (<150 mmHg or > 150 mmHg),
the 60-day mortality was 46.8% in patients receiv-
ing intensive prone therapy in comparison to 40.9% in
patients receiving standard prone therapy in the sub-
group of patients with a PaO,/FiO, ratio less than
150 mmHg (Table 3, and Additional file, Figure 6). No
association between the prone therapy strategy and sur-
vival at day 60 according to the baseline PaO,/FiO, ratio
was observed (HR 1.09 95% CI 0.56-2.15, p=0.79 among
patients with PaO,/FiO,<150 mmHg and HR 0.93
95% CI 0.27-3.16, p=0.91 among patients with PaO,/
FiO, >150 mmHg) (Additional file, Table 3).

An additional analysis included all patients experienc-
ing PP during ICU stay (n=1987) was also provided in
Additional file 1, and no significant difference in term of
mortality at day 60 was observed between intensive PP
group and standard PP group, as shown in Additional
file 1, figure 6, figure 7 and Table 4.

Discussion

In this secondary analysis of a multicenter, European
cohort study, we found that a prolonged PP for more
than 32 h during the first 48 h after ICU admission in
patients intubated for COVID-19 related ARDS was not
associated with a reduction in mortality at 60 days com-
pared to shorter cumulative duration of PP. This find-
ing remained consistent even in a subgroup analysis of
patients with a PaO,/FiO, ratio <150 mmHg or a PaO,/
FiO, ratio > 150 mmHg on Day-1.

Various strategies for PP duration have been pro-
posed in previous studies. In a large clinical trial show-
ing decreased mortality of PP, the PP group received
16 h of PP alternated with 8 h of supine positioning,
with a median of 4+4 sessions during their ICU stay.
This approach resulted in a high exposure to prone
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a Kaplan Meier Day 60 survival
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population. b Kaplan Meier curves according to prone positioning in the first 48-h after ICU admission after weighting adjustment in complete case

population. ICU intensive care unit

therapy and showed a survival benefit [4]. However,
during the COVID-19 pandemic one center reported
increasing PP duration for a fixed amount of time,
resulting in a median duration of 39 h [6]. Other cent-
ers maintained patients continuously in the prone

position until clinical improvement was achieved (7,
16, 17, 18]. A retrospective multicenter trial showed
that PP sessions, which were maintained for a median
duration of 40 h but up to 10 days, was associated with
reduced mortality compared to a fixed, 16-h duration
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Fig. 4 a Forest plot: hazard ratio of mortality at 60-day according to intensive prone positioning strategy in the first 48-h after ICU admission
after weighting in baseline and complete case population. b Forest plot: hazard ratio of mortality at 28- and 90-day according to intensive prone
positioning strategy in the first 48-h after ICU admission after weighting in baseline and complete case population. ICU intensive care unit, HR

hazard ratio

[7]. All those protocols, which maintained patients
continuously on the prone position and for a duration
exceeding 24 h, are referred to under the name of pro-
longed PP. In this study, we compared the cumulative
duration of PP over the first 2 days after ICU admis-
sion. However, we did not know whether this duration
was obtained during a continuous session or whether
it was the sum of two different PP sessions separated
by time spent on the supine position, as described in
large-scale clinical trial [4]. Thus, we referred to PP

of a cumulated duration greater than 32 h over 2 days
as “intensive PP” We did not observe an association
between intensive PP and increased survival compared
to a cumulative duration of 32 h during the first 48 h.
Our main hypothesis is that the difference in cumula-
tive duration in the first 48 h between the two groups
was not large enough to show to a significant impact on
patient’s survival and that in some patients, the inten-
sive PP was in fact the sum of two standard duration PP
sessions. If future prospective randomized trials were
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Table 3 Mortality according to the prone position strategy and
the PaO,/FiO, ratio

Variable Prone position strategy according to PaO,/FiO,
<150 mmHg (n=475) >150 mmHg (n=278) p
Standard Intensive Standard Intensive
(n=428) (n=47) (n=246) (n=32)

60-day 175(41%) 22 (47%) 86 (35%) 9 (28%) 0.16

mortality,

n (%)

PaO,: arterial partial pressure in oxygen; FiO,: fraction inspired in oxygen; ICU:
intensive care unit

to be conducted on PP sessions longer than 16 h, our
findings support the testing of strictly greater than 24-h
durations.

Similarly, the optimal timing of PP initiation remains
uncertain. In a previous clinical study showing survival
benefit of PP, PP was initiated within the first hour of
randomization and after a first 12-h stabilization period
in patients intubated for less than 36 h and requiring
a FiO, greater than 0.6 with a PaO,/FiO, ratio infe-
rior or equal to 150 mmHg [4]. However, PP is also
a protective ventilation measure aimed at decreas-
ing ventilator-induced lung injury by reducing ventral
alveolar overdistention [19], and by homogenizing the
strain to lung tissue associated with mechanical venti-
lation on inflamed alveoli [20-22]. Studies have shown
that PP improves blood oxygenation by homogenizing
the distribution of pulmonary ventilation/perfusion
ratio. However, it is important to note that improve-
ment in gas exchange is not sufficient to predict an
improvement in survival in cases of ARDS unrelated
to COVID-19 [19, 22-26]. It also preserves systemic
hemodynamics [27], particularly right ventricular
function [28]. Therefore, the criteria of a PaO,/FiO,
ratio less than or equal to 150 mmHg was likely cho-
sen to select severe patients, in order to demonstrate an
impact on mortality. Physiologically, PP may be benefi-
cial for patients with less severe hypoxemia by prevent-
ing clinical deterioration [2, 29]. Our study indicates
that the implementation of PP in less severe cases of
ARDS (with a PaO,/FiO, ratio > 150 mmHg) may have a
greater impact than in more severe cases. This hypoth-
esis is supported by the high mortality rate observed
in patients with a PaO,/FiO, ratio >150 mmHg in the
Lung Safe study, which showed that a large proportion
of patients with ARDS worsened in the first week, and
that it might therefore be appropriate to start PP ear-
lier, making them optimal candidates for the protec-
tive impact of PP [30]. Although no conclusions can
be drawn from this subgroup analysis of our study,

Page 10 of 14

our hypothesis is that implementing PP when ARDS
is not yet too severe and the lung parenchyma is not
yet too impacted by both the disease and ventilatory-
induced lung injuries (VILI) might be more effective
than implementing PP in patients in which the extend
of lung injuries is more important.

Surprisingly, in the more severe group of patients with
a PaO,/FiO, ratio<150 mmHg, the intensive PP group
had a slightly lower survival rate, although this difference
was not statistically significant. Several hypotheses could
explain this finding. Firstly, as mentioned above, it is
unclear whether the reported PP duration was obtained
during a single continuous session or whether it was a
cumulative duration with separate PP sessions and peri-
ods of supine positioning. The slightly higher mortality
observed in the intensive group may be explained by the
confounding variable of uncertainty. Another hypoth-
esis is that this result may be due to sampling fluctua-
tion. Additionally, it is possible that the physiopathology
observed in the ARDS related to COVID-19 may be dif-
ferent from other ARDS causes. Compared to Influenza
infection, the ventilation/perfusion ratio impairment is
likely due to higher prevalence of microthrombi in the
pulmonary circulation, resulting in an increased dead-
space effect [31]. Therefore, the benefit of prone therapy
in COVID-19 may be more related to the redistribution
of pulmonary perfusion, which improves the ventilation
perfusion ratio, a transitory effect, rather than alveolar
recruitment, a more durable effect [32].

Our study has several strengths. Firstly, it has a large
sample size, including patients from 149 different cent-
ers across 3 countries, all within included over a short
period of time. Secondly, our study focuses on early and
daily PP in the first 48 h after ICU admission, which is
similar to the approach taken in the recent large-scale
clinical trial [4]. This allows for the evaluation of homo-
geneous patients of similar severity requiring daily PP,
thereby the risk of cofounding factors. However, accord-
ing to the previous report, most patients were placed in
the prone position by day 3, and some only received one
prone positioning session within the first 48 h, explaining
the short median cumulative PP duration in the standard
group during the first 48 h [2]. As a result, many patients
were excluded based on our inclusion criteria. Another
limitation of this study is its retrospective design.
Although a robust statistical analysis method was used,
some unmeasured confounders may have contributed
to the lack of statistically significant differences between
the two groups. Examples of these include the variation
in limitation of life-sustaining therapies between cen-
tres in the COVID-ICU cohort [33], and the potential
role of organizational factors such as bed availability in
the decision-making process for proning patients [34].
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Furthermore, it was unclear whether the cumulative
duration of PP reflected a single session or multiple ses-
sions. It is currently unclear whether the repeated long
sessions of prone therapy are more beneficial than other
protocols for the same cumulative duration of prone
positioning. Additionally, we did not report any com-
plications related to prone positioning, such as pressure
sores or facial oedema.

Interpretation

An intensive prone therapy strategy, defined as cumu-
lative duration of PP of more than 32 h during the first
48 h of ICU admission, in intubated patients with ARDS
related to COVID-19 was not associated with a lower
mortality at 60 days compared to a standard prone ther-

apy strategy.
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