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Objective: To determine the prevalence of complications in patients with COVID-19 undergone prone
positioning, focusing on the development of prone-related pressure ulcers.

Methods: Cross-sectional study conducted in the hub COVID-19 centre in Milan (Italy), between March
and June 2020. All patients with COVID-19 admitted to intensive care unit on invasive mechanical ven-
tilation and treated with prone positioning were included. Association between prone-related pressure
ulcers and selected variables was explored by the means of logistic regression.

Keywords: Results: A total of 219 proning cycles were performed on 63 patients, aged 57.6 (10.8) and predominantly
COVID-19 . ) L . .

Intensive Care Units obese males (66.7%). The main complications recorded were: prone-related pressure ulcers (30.2%),
Obesity bleeding (25.4%) and medical device displacement (12.7%), even if no unplanned extubation was

recorded. The majority of patients (17.5%) experienced bleeding of upper airways. Only 15 prone posi-
tioning cycles (6.8%) were interrupted, requiring staff to roll the patient back in the supine position.
The likelihood of pressure ulcers development was independently associated with the duration of prone
positioning, once adjusting for age, hypoxemic level, and nutritional status (OR 1.9, 95%CI 1.04-3.6).
Conclusion: The use of prone positioning in patients with COVID-19 was a safe and feasible treatment,
also in obese patients, who might deserve more surveillance and active prevention by intensive care unit
staff.
© 2021 The Author(s). Published by Elsevier Ltd. This is an open access article under the CC BY-NC-ND
license (http://creativecommons.org/licenses/by-nc-nd/4.0/).

Pressure Ulcers
Prone Position
Respiratory Distress Syndrome

Implications for clinical practice

o Patients with severe COVID-19 undergone prone positioning frequently experience complications, in particular pressure ulcers.
e Pressure ulcer development is associated with the duration of prone positioning.
e Obesity is not an obstacle for the use of prone positioning and highly trained staff is the key factor for a safe manoeuver.

Introduction

Coronavirus disease 2019 (COVID-19) is caused by the severe

. . . acute respiratory syndrome coronavirus 2 (SARS-CoV-2), that has
* Corresponding author at: Fondazione IRCCS Ca’ Granda Ospedale Maggiore

Policlinico, Via Francesco Sforza, 35, 20122 Milano, Italy.
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gambazza@policlinico.mi.it (S. Gambazza), lucia.villa@policlinico.mi.it (L. Villa),
elisa.vinci@policlinico.mi.it (E. Vinci), ileana.adamini@policlinico.mi.it (I. Adamini),
dario.laquintana@policlinico.mi.it (D. Laquintana).
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0964-3397/© 2021 The Author(s). Published by Elsevier Ltd.

spread globally up to pandemic (Huang et al., 2020). SARS-CoV-2
infection affects the respiratory system causing an acute respira-
tory distress syndrome (ARDS) in 61-81% of patients with
COVID-19 pneumonia requiring intensive care (Wu et al., 2020).
In particular, patients with obesity have a higher risk of developing
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severe COVID-19 (Engin et al., 2020) and obesity is strongly associ-
ated with poor outcomes, including an increased need for intensive
care and invasive mechanical ventilation support (Chu et al., 2020).

Strategies for treatment of ARDS include therapies like prone
ventilation, considered an advanced treatment to consistently
improve oxygenation (Koulouras et al., 2016). Prone position has
been used at least since 1976 (Piehl and Brown, 1976) and its effi-
cacy on gas exchange improvement and survival benefit have been
demonstrated by numerous trials (Gattinoni et al., 2001; Guerin
et al., 2004; Taccone et al, 2009) and meta-analyses (Mora-
Arteaga et al., 2015; Munshi et al., 2017). However, prone position
is not without complications and these could include unplanned
extubation, accidental removal of arterial or venous catheters,
hemodynamic instability, brachial plexus injury and pressure
ulcers in anatomical sites different from those typical of bedridden
patients (Jové Ponseti et al., 2017; Labeau et al., 2021).

The extensive use of prone position in a large number of critical
patients represented the major challenge for nurses and physicians
in intensive care unit (ICU) during the pandemic (Binda et al.,
2021). As suggested, using a specific protocol to support ICU staff
about prone position-related decisions may limit the occurrence
of complications and improve the safety in patients who are not
responsive to conventional mechanical ventilation (Carsetti et al.,
2020).

The aim of this study was to determine the prevalence of com-
plications in patients with COVID-19 undergoing prone position,
particularly addressing the development of pressure ulcers.

Methods
Study design

This is a cross-sectional study conducted at Fondazione IRCCS
Ca’ Granda Ospedale Maggiore Policlinico, an academic tertiary-
level hospital in Milan (Italy), during the COVID-19 pandemic
between March and June 2020. We included all patients with
laboratory-confirmed SARS-CoV-2 infection admitted to ICU who
were on invasive mechanical ventilation and treated with prone
position. Patients were excluded if treated with noninvasive venti-
lation or intubated but not treated with prone position. The study
was approved by the local ethics committee of our Institution
(ethics approval number 236/2020).

Prone positioning practice

The proning maneuver was used for all patients as a rescue
measure in severe impairment of gas exchanges (PaO,/FiO, < 100),
after having optimized the ventilation in supine position (Grasselli
et al., 2020). Because of rapid gas exchange deterioration, patients
who did not tolerate ventilation in supine position (useful to easily
perform the basic nursing care) were immediately repositioned
into the prone position.

Considering the critical conditions of patients with COVID-19, at
least four healthcare professionals and one experienced team lea-
der were necessary during the maneuver to coordinate each step,
as to minimize all possible risks. The prone position maneuver fol-
lowed a strict protocol and an available decision-making algorithm
was used to guide the healthcare professionals through performing
a safe procedure, as already reported by our group elsewhere
(Binda et al., 2021). Before the procedure, the gastric content was
suctioned to avoid inhalation and enteral nutrition was continued,
except during the manoeuver (Martindale et al., 2020). Patients
were rolled into prone position with face turned on the side toward
a flexed arm, with the other arm behind the patient (swimmer
position), and repositioned every two hours. As per clinical

Intensive & Critical Care Nursing 67 (2021) 103088

practice, all patients admitted to ICU were placed on an air loss
pressure mattress (TheraKair Visio™ Mattress, ArjoHuntleigh AB,
Malmo, Sweden), considering every patient at high risk of pressure
ulcers development (Tayyib and Coyer, 2016). No other special
measure to prevent pressure ulcers was implemented, such as
foam head support or pillows and the use of thoracic pelvic sup-
ports was completely avoided (Chiumello et al., 2006). To protect
facial anatomical points mostly at risk of pressure ulcers (i.e., fore-
head, cheekbones) a hydrocolloid dressing (DuoDerm Extra Thin,
ConvaTec Inc, Greensboro, USA) was used.

Skin conditions and ocular conjunctiva were assessed before
and after pronation to look for any skin damage, presence of infec-
tions and vascular or thrombotic complications. Considering the
high risk of venous thromboembolism in patients with COVID-19,
all of them received an increasing dosage of low-molecular-
weight heparin (from 40 mg daily up to 1 mg/kg twice daily), as
per medical practice (Martinelli et al., 2021).

Data collection

We collected data on age, sex, body mass index (BMI), presence
of comorbidities, Braden scale, ICU length of stay and mortality.
Pronation cycle was defined as the period in which the patient is
maintained in prone position before returning to supine, and prone
position-time as the product between the number of pronation
cycles and the mean length of pronation. Every prone position
cycle was planned for a minimum of 16 hours. Prone positioning
was described both in terms of number of prone position cycles
and number of hours spent prone, together with any related
complications.

Prone related pressure ulcer was defined as a skin injury result-
ing from prolonged pressure on the skin during prone position in
several anatomical sites: forehead, cheekbone, nasal fold, lip, chin,
chest, genitals, knee, leg (pretibial region) and toes. Pressure ulcers
related to supine position and reported in the occiput, sacral or
heel regions were not considered prone related pressure ulcers,
as well as other skin injuries related to the presence of any medical
device. All pressure ulcers were evaluated according to the
National Pressure Ulcer Advisory Panel (NPUAP) (Edsberg et al.,
2016).

Statistical analysis

Data are presented as median and interquartile range (IQR) or
counts and percentage. Association between categorical variables
was tested by the means of Fisher exact test. Correlation between
continuous measures was explored using Spearman correlation
coefficient. We hypothesized that the likelihood of developing
prone related pressure ulcers was associated to the weight of
patients, which is intrinsically related to the causative mechanism
of pressure ulcers. Moreover, it was reasonable thinking about an
interaction between prone position-time and BMI too. Therefore,
a logistic regression model was fitted to test the statistical associ-
ation between the likelihood of having prone related pressure
ulcers and selected variables, namely BMI and prone position-
time, adjusting for the level of hypoxemia (PaO,/FiO, ratio), age
and sex. Based on the lowest Akaike information criteria, age and
BMI entered in the final model as linear. Hosmer-Lemeshow test
was used to test model goodness-of-fit. A likelihood ratio test
was used to guide the selecting process towards the best fitting
model, which did not include sex. Results are commented as odds
ratio and 95% confidence intervals (ClI, lower-upper bound). All
analyses were performed using R Core Team (version 4.0.3) (R
Core Team, 2019), and a P-values <0.05 was considered statistically
significant.
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Results

As of June 30, 2020, a total of 128 patients with a laboratory-
confirmed SARS-CoV-2 infection were admitted to our ICU. Table 1
shows the demographic and clinical characteristics of the 63
patients on invasive mechanical ventilation treated with prone
position during the study period. Males with a BMI >25 kg/m? rep-
resented the majority of patients included (66.7%, 42/63). In the
present study, presence of comorbidities was associated with
patients’ age (P = 0.0299) but not with their nutritional status
(P =0.1572).

Prone position was used as a rescue therapy, extended up to
219 cycles, with a median duration of 18 (IQR 15-20) hours.
Details about prone position and related complications are
reported in Table 2. During the study period, 32 patients had at
least one complication and 15 prone position cycles (6.8%,
15/219) were interrupted, requiring staff to roll the patient back
in the supine position. Episodes of bleeding occurred in 25.4%
(16/63) of patients and just one required the interruption of prone
position for bleeding control. The majority of patients (17.5%,
11/63) experienced bleeding of upper airways. Rate of displace-
ment of medical devices during prone position occurred in 12.7%
(8/63) of patients: we did not record any unplanned extubation
nor chest drainage tube accidental removal. Overall, the number
of complications, including prone related pressure ulcers, was
not statistically associated with the frequency of prone position
cycles (P = 0.099).

The prevalence of patients with pressure ulcers was 42.9% (95%
Cl: 30.6-55.1) whereas it was 30.2% (95%CI: 18.8-41.5) when
prone related pressure ulcers only were considered. Particularly,
patients with pressure ulcers showed a higher level of correlation
(p =0.47, P = 0.042) between days of mechanical ventilation and
prone position-time, compared to patients without pressure ulcers
(p = 0.29, P = 0.052). Face was the most affected site and Fig. 1
shows the distribution of pressure ulcers in each anatomical
district.

Table 1
General characteristics.

N=63

Demographic characteristics

Age (years) 59.6 (50.5-65.8)

Sex (male) 51 (81%)

Comorbidities 46 (73%)
Pulmonary 5(7.9%)
Cardiovascular 44 (69.8%)
Diabetes 11 (17.5%)
Others 8 (12.7%)

Body Mass Index
Normal weight (<24.9)
Overweight (25.0-29.9)
Obesity (>30.0)

Clinical characteristics
SOFA score

Braden scale

Pa0,/FiO, ratio before PP
Length of IMV (days)

V-V ECMO

Length of ICU stay (days)
Discharged alive from ICU

13 (20.6%)
31 (49.2%)
19 (30.2%)

7.0 (4.0-8.0)

9.0 (8.0-10.0)
78.0 (70.0-94.5)
19.9 (11.0-39.5)
6 (9.5%)

19.0 (11.0-45.5)
34 (54.0%)

Data are presented as counts (%) or median (IQR).
Abbreviations: ICU, Intensive Care Unit.

IMV, Invasive Mechanical Ventilation.

PP, Prone Positioning.

SOFA, Sequential Organ Failure Assessment Score.
V-V ECMO, Veno-Venous Extracorporeal Membrane
Oxygenation.
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Table 2
Description of prone positioning and complications.

Pronation cycles

1 cycle 9 (14.3%)
2 cycles 21 (33.3%)
>3 cycles 33 (52.4%)
Prolonged cycle >16 h 38 (60.3%)
Complications
Bleeding 16 (25.4%)
Mouth and lips 8 (12.7%)
Nose 3(4.8%)
Exit-site vascular access 2 (3.2%)
Endobronchial 2 (3.2%)
Eyelid 1(1.6%)
Medical device displacement 8 (12.7%)
Endotracheal tube 4 (6.3%)
Nasogastric tube 3 (4.8%)
Vascular catheter 1(1.6%)
Prone positioning interrupted for 15 (23.8%)
Prolonged desaturation 7 (11.1%)
Hemodynamic instability 6 (9.5%)
Pneumothorax 1(1.6%)
Bleeding 1(1.6%)

Data are presented as counts (%).

From the fitted model, the interaction between BMI and prone
position-time was not statistically significant and prone position-
time was the only significant predictor for prone related pressure
ulcers (P = 0.039). The effect of increasing mean prone position-
time from 24 to 48 hours was to increase the odds by a factor of
1.4 (95%CI: 1.02 to 1.91). Although not statistically significant, a
clinical important effect of BMI is worth to be acknowledged, as
represented in the marginal effect in Fig. 2. Remarkably, increasing
weight from 22 to 28 kg/m? increased the odds by a factor of 1.3
(95%CI 0.6-2.8, P = 0.498). Although not meant for prediction, dis-
criminative ability of the model was 0.68 (adjusted C-index),
where 0.5 means that the model is not better than assigning obser-
vations randomly.

Discussion

During the COVID-19 pandemic, the number of patients with
moderate-to-severe ARDS has increased considerably and prone
position has gained importance as an adjunctive treatment of sev-
ere hypoxemia (Qadri et al., 2020). Prone position maneuver dur-
ing mechanically ventilation is reported as safe and feasible, even
though the incidence of several complications (including pressure
ulcers) is higher for patients prone than those treated in supine
position (Girard et al., 2014).

A broad prevalence of prone position complications is reported
in literature (Guérin et al., 2018; Martinez Campayo et al., 2020;
Taito et al., 2018). Several studies have reported a higher frequency
of pressure ulcers in patients kept prone for long sessions (Beuret
et al., 2002; Girard et al., 2014; Voggenreiter et al., 2005) and
one meta-analysis of 366 patients found that pressure ulcers of
any grade were 37% more common when adopting prone com-
pared to supine position (relative risk 1.37; 95%CI, 1.05-1.79)
(Bloomfield et al., 2015).

Differently from one study that did not include patients with
COVID-19, prevalence of prone related pressure ulcers in our sam-
ple was higher, (30.2% versus 13.5%), although the most commonly
affected anatomical sites by prone related pressure ulcers were the
same, specifically cheekbones and chin (Lucchini et al.,, 2020).
Comparison to other studies that report data on COVID-19 yields
to a prevalence of pressure ulcers in the head and neck area vary-
ing from 30.2% (19/63) in our study to 44.3% (27/61) (Douglas et al.,
2021), 47.6% (68/143) (Shearer et al, 2021) and 77.0% (57/74)



F. Binda, A. Galazzi, F. Marelli et al.

Intensive & Critical Care Nursing 67 (2021) 103088

Occiput
4(7.4%) ==

Forehead

3 (5.6%) .

— — Eyelld0

Nasal fold ’ Ji(3io%)

2 (3.7%) Cheekbone

_ 8 (14.8%)
Lips
3(5.6%)

Chin
9 (16.7%)

. —

2(3.7%) 11 (20.4%)
Heel
6 (11.1%)

Fig. 1. Topographic distribution of pressure ulcers in the typical obese male patient with COVID-19 in our study. A total of 54 pressure ulcers were recorded: 59.2% (32/54)
were on the head, 35.2% (19/54) were on sacrum, genitals and heels, and 5.6% (3/54) were in other sites. On the head, the most frequent NPUAP stage was stage Il (71.9%, 23/
32), followed by stage I (28.1%, 9/32). The stage IIl was recorded only on sacrum (45.4%, 5/11). The figure was created with permission of BioRender.com.
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Fig. 2. Probability of developing prone related pressure ulcers as a function of the time spent prone, holding age constant at the mean sample value (i.e., 58 years), PaO,/FiO,
ratio at mean sample value (i.e., 85) of three patients at different BMI (min, median and max sample values). The fitted model explained the 20% of the total variance.

(Ibarra et al., 2020). In patients with COVID-19, the prolonged skin
pressure on the face together with the severe hypoxemia, the
microvascular injury and thrombosis could explain the high risk
of facial prone related pressure ulcers. In particular, severe hypox-
emia causes a decrease in peripheral perfusion (including skin per-
fusion) and promotes the occurrence of ischemic skin lesions
(Perrillat et al., 2020). In addition to this pathophysiologic mecha-

nism, it is worth noting that the face has little muscle mass to pro-
vide blood supply to the skin and to subcutaneous facial tissues
under the sustained deformations caused by the weight of the
head. On the whole, this could promote the development of facial
pressure ulcers, particularly at the pressure points of the prone
head, namely forehead, cheekbones and chin (Grisell and Place,
2008). Using a low air loss pressure mattress without other pillows
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or thoraco-pelvic supports might ensure the reduction of the con-
tact pressure at the skin-mattress interface by increasing the sur-
face area. In principle, this mechanism permits to prevent the
skin breakdown as well as to distribute pressure by conforming
to bony prominences and minimizing tissue deformation.

Pressure ulcers prevention involves skin assessments and fre-
quent off-loading of pressure points, and repositioning (Boyko
et al., 2018). However, these recommendations are not always fea-
sible in patients who are mechanically ventilated in prone position
and connected to a variety of monitors, probes, and tube systems.
Under this scenario, the risk of tubes and devices dislodgement is
increased at every intervention on patient, thus requiring multiple
highly trained nurses to coordinate the positioning safely (Peko
et al., 2020).

The current literature describes the risk of pressure ulcers
development as related also to nutritional status (Hyun et al.,
2014). Indeed, BMI is associated with occurrence of pressure ulcers
in ICU setting and obese patients have higher rates of pressure
ulcers compared to patients with normal weight. A link between
obesity and SARS-CoV-2 infection has been already documented,
and these patients are mostly obese and have a higher need of
invasive mechanical ventilation (Simonnet et al., 2020), as reported
also in our study. Although the present results did not find evi-
dence of association between pressure ulcers and BMI, the effect
of BMI on the likelihood of developing pressure ulcers is not negli-
gible. As reported from an ancillary analysis of a large prospective
multicentre trial on early application of prone position (Guérin
et al., 2013), BMI, male sex and age were significant covariates
for the risk of developing pressure ulcers during ICU stay (Girard
et al., 2014). Altogether, these findings are really important, help-
ing nurses and physicians to better identify patients who require
additional care. For instance, the widely used Braden scale to
assess the risk for pressure ulcers (which takes into account sen-
sory perception, skin moisture, activity, mobility, nutrition, friction
and shear) has poor predictive value for patients in ICU (Cox, 2012;
Deschepper et al., 2021; Zhang et al., 2021). For this reason, in
addition to standard tools, BMI should be considered when evalu-
ating the risk for pressure ulcers development.

A further novel finding of our study is the reported prevalence
of bleeding complications. Mouth and nose were the most common
bleeding sites associated to the presence of medical devices, like
orotracheal and nasogastric tube. The occurrence of this complica-
tion could be explained by the antithrombotic prophylaxis with
augmented dosage of low-molecular-weight heparin or unfraction-
ated heparin to counter the hypercoagulability (Panigada et al,,
2020). Indeed, pulmonary embolism was a frequent fatal event in
patients with COVID-19 (Wichmann et al., 2020) and the active
administration of anticoagulants seems to be associated with bet-
ter prognosis (Tang et al., 2020). These medical-device-related
complications, once summed to the facial oedema and the high
prevalence of pressure ulcers on the chin, cheekbones and fore-
head, put the face at the greatest risk of pressure ulcers and thus
requires special care from nursing staff.

Among the other complications of prone position described in
the literature (Galazzi et al., 2019; Guérin et al., 2020; Sanghi
et al., 2021), we also recorded medical devices displacement, sev-
ere hemodynamic instability and prolonged desaturation, which
required the interruption of prone position. The peculiar situation
of hospitals during the pandemic, characterized by an increased
number of ICU beds with new undertrained staff not familiar with
nursing in critical care (Grasselli et al., 2020), could partially
explain the increased prevalence of such complications related to
the extensive use of prone position, even if lower compared to
other study (Rodriguez-Huerta et al., 2021). In this context, using
protocols, including algorithmic approach to evaluation, was help-
ful to guide the staff members with less experience through the
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advanced clinical management of the most critical patients
(Oliveira et al., 2017).

Strengths and limitations

To our knowledge, this is the largest cross-sectional study
describing complications related to prone positioning in patients
with severe COVID-19. During the pandemic, our hospital has been
designated as coordinator hub of the ICUs in Lombardy region,
therefore the worst critically ill patients were transferred to our
Institution. This could be commented as a selection bias towards
the most compromised patients. Nevertheless, the low prevalence
of prone related pressure ulcers and the lack of serious complica-
tions may be reported as another strength of our study, potentially
due to procedures performed or supervised by expert ICU staff. As a
matter of fact, experience and specific training are the key factors
of our ICU. Among the limitations, we acknowledge that data
regarding postural changes are missing. These were supposed to
occur every 2 h according to internal protocol but they were not
recorded on a routine basis, making impossible to determine when
the patients’ head and arms were not moved or the maneuvers
were not recorded.

Conclusion

Considering the large number of pronation cycles performed in
our hub COVID-19 centre, prone related pressure ulcers affected a
smaller number of patients compared to other similar studies. In
particular, obesity was not an obstacle for the use of prone posi-
tioning, but the ICU staff should be aware that obese patients
may require more surveillance and active prevention.
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