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Abstract
Obesity is a significant public health concern associated with high morbidity. Obese patients are at risk of severe COVID-19
infection, and obesity is a high-risk factor for admission to the intensive care unit. We aimed to write a narrative review of cardiac
and pulmonary pathophysiological aspects of obese patients in the context of COVID-19 infection. Obesity affects lung volume,
with a decrease in expiratory reserve volume, which is associated with a decrease in lung and chest wall compliance, an increase
in airway resistance, and an increase in work of breathing. Obesity affects cardiac structure and hemodynamics. Obesity is a risk
factor for hypertension and cardiovascular disorders. Moreover, obesity is associated with a low-grade inflammatory state,
endothelial dysfunction, hyperinsulinemia, and metabolic disorders. Obesity is associated with severe COVID-19 and invasive
mechanical ventilation. These previous cardiopulmonary pathological aspects may explain the clinical severity in obese patients
with COVID-19. Obese patients are at risk of severe COVID-19 infection. Understanding cardiorespiratory pathophysiological
aspects may help physicians manage patients in hospitals.
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Introduction

Obesity, defined according to a body mass index (BMI) ≥30 kg/
m2, is a significant public health problem with high morbidity
and mortality [1]. Obesity is also associated with early mortality
[2]. Obesity affects not only adults but also adolescents, with an
estimated prevalence of 17% among children and adolescents in
the USA [3]. Moreover, the prevalence of obesity is as high as
35% in adults [4]. Obesity is associatedwith endothelial dysfunc-
tion, hyperinsulinemia, a low-grade inflammatory state,

cardiovascular risk factors, and cardiovascular events [5, 6]. In
fact, the risk of hypertension is significantly higher among indi-
viduals with obesity [5], and obesity is associated with diabetes
mellitus, dyslipidemia, cardiovascular disease, and stroke [5, 7].
In parallel, obesity affects the respiratory systemwith a reduction
in lung capacity and compliance [8]. COVID-19 is relatively
new, and we are studying it extensively. There have been con-
cerns related to obese patients given what we know about the
pathophysiology of this viral infection as well as obesity [9].
These concerns have led to a number of observation-based
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scientific investigations, and the evidence is growing that obese
patients are at risk of severe COVID-19 [9–14]. In the USA, the
prevalence of obesity in ICU patientsmay reach 46% [15], and in
France, the prevalence of obesity reaches 25% in patients with
severe COVID-19 [11]. Mortality is higher in obese intensive
care unit (ICU) patients [16, 17] and remains higher in young
obese patients [14].

We aimed to review the cardiorespiratory pathophysiolog-
ical aspects involved in obesity in the context of COVID-19
and to propose clarifications in the clinical management of
obese patients suffering from COVID-19.

Lung Function and Obesity

COVID-19 particularly affects the lungs with severe pneumo-
nia and sometimes acute respiratory distress syndrome
(ARDS) [18, 19]. The presence of heart failure, diabetes, a
BMI >40 kg/m2, and older age are factors associated with
critical illness severity [17]. SARS-CoV-2 has a high affinity
for the lung via the ACE2 receptor present in respiratory ep-
ithelial cells [20]. One can assume that the underlying lung
function status may worsen clinical status in the context of
obesity because of a decrease in lung compliance, a decrease
in chest wall compliance, and the recumbent position worsen-
ing respiratory compliance [21]. In fact, in the supine position,
the reduction in the expiratory reserve volume (ERV) worsens
due to the ascending of the diaphragm within the thorax and
causes a length-tension disadvantage for the diaphragm due to
fiber overstretching [22]. Patients with obesity disclose lower
lung volumes, including reductions in forced vital capacity
(VC), forced expiratory volume in one second (FEV1), and
expiratory reserve volume (ERV) [8]. This is associated with
an increase in airway resistance and an impairment of upper
airway mechanics [22, 23]. Obese patients have to overcome
this previous airway increase. Inspiratory time is also de-
creased with an increase in the respiratory rate [22, 24].
Abdominal obesity is also associated with lung volume reduc-
tion with a negative association between forced vital capacity
(FVC) and abdominal adiposity [25].

In obese patients, the work of breathing is increased [23], and
diaphragm motion is impeded by abdominal adipose tissue.
Expiratory flow limitation leads to dynamic hyperinflation, creat-
ing an autoPEEP in relation to incomplete expiration [26].
Additionally, the strength of respiratory muscles is affected in
obese individuals [27, 28]. Finally, in the context of obesity, lung
bases are underventilated but overperfused, creating a ventilation-
perfusion mismatch [29]. In addition, obesity may be associated
with amildwidening of theA-aO2 gradient [30, 31]. Hypoxemia
and the A-aO2 gradient are correlated with ERV [22].

Obesity is also a risk factor for obstructive sleep apnea, and
obesity hypoventilation syndrome is frequent. Obstructive
sleep apnea can cause cardiovascular features that include

hypertension, endothelial dysfunction, metabolic disorders,
arrhythmia, and cardiac remodeling [32]. Obesity
hypoventilation syndrome (OHS) is defined as a daytime
PaCO2>45 mmHg associated with sleep-related breathing
disorders in patients with BMI≥30 kg/m2 in the absence of
known causes of hypoventilation [32]. The prevalence of
OHS has been reported to range between 8 and 20% in obese
patients, and the prevalence of hypertension reaches 55 to
88% [33]. Other comorbidities associated with OHS are met-
abolic derangement, coronary artery disease, and heart failure
[33]. Figure 1 summarizes respiratory and cardiac pathophys-
iological aspects of obesity and COVID-19.

Mechanisms involved in respiratory injury in COVID-19
are multifactorial and include endothelial dysfunction, pulmo-
nary vasoconstriction, ventilation/perfusion mismatch,
microthrombosis, and macrothrombosis leading to an increase
in dead space [34–36]. Collapsed alveoli and pulmonary inju-
ry edema may occur, and the persistence of respiratory effort
can cause self-induced lung injury [36].

One can assume that the presence of these previous comor-
bidities in obese patients may worsen the clinical status of
obese patients in the context of pulmonary COVID-19.

Heart Health in the Context of COVID-19
and Obesity

In obese individuals, diabetes mellitus, hypertension, insulin
resistance, and dyslipidemia are common, leading to an in-
creased risk of cardiovascular disease [7]. Metabolic disorders
are associated with coronary microvascular impairment with a
reduced coronary flow reserve, particularly in patients with di-
abetes and lipid profile abnormalities [37]. Patients with cardio-
vascular risk factors are at risk of severe COVID-19 infection
resulting in myocardial injury, acute coronary syndrome, ar-
rhythmia, heart failure, and microvascular thrombosis [18, 19,
38]. In addition, patients with COVID-19 may have alterations
of the left ventricle and the right ventricle [39]. Pulmonary
hypertension may also be present in the context of COVID-19
infection [40]. Myocardial abnormalities can be present, even
after COVID-19 infection recovery, as previously shown
[41–43]. There are multiple mechanisms involved in the onset
of myocardial injury in the context of COVID-19 infection,
including hypoxemia, cytokine storms, microvascular thrombi,
coronary plaque instability, systemic and vessel inflammation,
myocarditis, sepsis-related cardiomyopathy, stress-related car-
diomyopathy, and arrhythmia [44, 45].

In the context of the COVID-19 outbreak, clinical severity
may be partially attributable to the underlying myocardial abnor-
malities,metabolic disorders, and pre-existing cardiovascular dis-
orders in obese patients. A subset of meta-analyses have recently
been published, underscoring the association between obesity
and critical illness in terms of the need for ICU admission or
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invasive mechanical ventilation and mortality from COVID-19
[46–49]. In the meta-analysis by Yang et al [47], obesity was
associated with COVID-19 severity (OR 2.31; 95% CI, 1.3–
4.12). In the meta-analysis by Chu et al [48], obesity was asso-
ciatedwith severe COVID-19 (OR4.17, 95%CI, 2.32–7.48) and
invasive mechanical ventilation (OR 2.13, 95% CI 1.10–4.14).

The association between obesity and severity is particularly rel-
evant in younger obese COVID-19 patients (OR 3.3) [48]. Zhao
et al [49] reported an OR of 2.07 (95% CI 1.53–2.81) between
obesity and severe outcomes of COVID-19. Finally, obesity was
found to be a risk factor for COVID-19 severity independent of
cardiovascular disorders and diabetes [50].

Obesity

- Eccentric LV hypertrophy

- Diastolic dysfunc�on

- Comorbidi�es: HTA, diabetes, 
metabolic disorders

-Endothelial dysfunc�on

- Cardiovascular risks

- Reduced lung volumes 
(VC,ERV)

- Reduced thorax 
compliance

- Increased airway 
resistance

- Widening A-a O2 
gradient

- Obesity 
hypoven�la�on

SARS-Cov 2

Pneumonia

Cytokine Storm

Myocardial injury

Vascular coagulopathy

Arrhythmia

Increased Work of breathing

Severity

Fig. 1 Pathophysiological aspects in obese patients. HTA: hypertension; VC: vital capacity; ERV: expiratory reserve volume
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From a mechanical point of view, obesity affects the left
ventricular (LV) structure and function in the presence of sub-
clinical myocardial impairments [51]. In fact, adaptive mech-
anisms occur in obese patients with an increase in several
cardiac parameters: LV mass, stroke volume, cardiac output,
and total and central blood volume [52, 53]. These hemody-
namic changes may lead to LV dilation and to the onset of
eccentric LV hypertrophy. In a multiethnic cohort study, obe-
sity was found to be associated with LV concentric remodel-
ing, and Turkbey et al [51] found a positive association be-
tween an index of LV geometry (LV mass-to-LV end-
diastolic volume) and BMI. In fact, BMI is associated with
LV tissue Doppler imaging velocities and global longitudinal
strain features [54]. Diastolic function is also affected in pa-
tients with obesity with abnormal pulsed mitral inflow, abnor-
mal tissue Doppler velocities, and decreased longitudinal
strain [54, 55]. The prevalence of diastolic dysfunction may
reach 19% in obese patients [56]. Furthermore, obesity affects
left atrial (LA) size, LA reservoir, and conduit [57], with a
significant correlation between LA size and LV mass [58].
In this context, obesity increases the risk of heart failure and
the risk of atrial fibrillation [59]. In a long-term follow-up
study (>20 years) that included 15,402 individuals, obesity
was found to be significantly associated with cardiovascular
hospital admissions and cardiovascular deaths [60]. Right-
heart hemodynamics may also be impaired in a severely obese
state, with increased right atrial and pulmonary pressure [61].
Obesity is also a risk factor for venous thromboembolism
[62]. Conversely, weight loss is associated with positive car-
diac effects that included improvement in cardiac systolic and
diastolic function and reductions in LV mass, stroke volume,
filling pressures, and resting oxygen consumption [63].

Finally, abdominal obesity, rather than general obesity,
may have a high accuracy for predicting cardiac features
[64]. In fact, an increase in abdominal obesity is associated
with LV global longitudinal strain abnormalities and heart
failure [55, 65]. Abdominal obesity is frequently associated
with dyslipidemia, low high-density lipoprotein cholesterol,
increased triglycerides, apolipoprotein B levels, insulin resis-
tance, atherogenic abnormalities, and cardiovascular diseases
[66]. Figure 1 summarizes cardiac and pulmonary pathophys-
iological aspects involved in obesity and COVID-19.

Obesity, Hypertension, Inflammation,
Angiotensin 1-7, and COVID-19

Obese individuals frequently develop hypertension in relation
to hyperactivation of the renin angiotensin aldosterone system
(RAAS) [5]. The RAAS plays a key role in humans, control-
ling blood pressure, electrolyte balance, and cardiac remodel-
ing. Angiotensin II is locally produced by abdominal adipose
tissue [5]. Additionally, the sympathetic nervous system is

activated in obese individuals, leading to hypertension, where-
as parasympathetic tone is reduced [67]. Obesity is associated
with an increase in renal sodium reabsorption [67]. This in-
creased renal sodium reabsorption plays a key role in the onset
of blood pressure increase in obese individuals [67]. Another
mechanism involved in the onset of hypertension is the phys-
ical compression of kidneys in the context of obesity that
impacts intrarenal pressure and natriuresis pressure [68].
Arterial stiffening occurs early in obese individuals and may
precede systolic hypertension [68]. Blood flow reserve is re-
duced in obese individuals, which limits blood flow during
exercise [67]. Finally, microcirculatory dysfunction may in-
duce the onset of hypertension in obese individuals [5].

In parallel to neurohormonal modifications, low-grade
chronic inflammation is present in obese patients and is related
to adipose tissue dysfunction [69]. In obese individuals, pro-
inflammatory cytokines, including interleukin (IL) 1, IL-6, IL-
8, and TNF-alpha, are increased, whereas anti-inflammatory
cytokines, including IL-10 and adiponectin, are decreased
[69]. Leptin and adipokines are increased in obese individuals,
whereas adiponectin is reduced [70].

Locally, adipose tissue may play a role in COVID-19 in-
fection severity. Adipocytes seem to be significant targets for
SARS-CoV-2 entry via ACE2 receptors and might play a role
as a viral reservoir [71]. Adipose tissue expresses ACE2,
which catalyzes the conversion of angiotensin 2 to angiotensin
(1-7) and displays an opposition to the proinflammatory, va-
soconstrictive, and proatherosclerotic properties of
angiotensin-2 [72]. These propert ies involve the
ACE2/ang-(1-7)/MAS axis, with MAS being a G protein–
coupled receptor for angiotensin (1-7) (Fig. 2). Dysfunction
of the MAS can lead to endothelial dysfunction, hypertension,
thrombosis, and metabolic syndrome–like states [72, 73].

In the context of COVID-19 infection, angiotensin (1-7)
production can decrease in patients, contributing to clinical
severity [74]. Insulin resistance, which can be assessed by
the leptin/adiponectin ratio, may be a potential link between
COVID-19 infection and clinical severity in obese patients
[75]. Furthermore, the immunological system is overactivated
in an inflammatory state and in the context of the cytokine
release syndrome in COVID-19 patients [76]. In fact, patients
with COVID-19 display a high level of IL-6, which is signif-
icantly associated with disease severity [76]. Deceased pa-
tients with COVID-19 disclosed higher concentrations of IL-
6, IL-8, IL-10, and tumor necrosis factor (TNF)-alpha [77].

Clinical Implications for the Management
of Obese COVID-19 Patients

Given the findings discussed so far, clinicians may consider
not only classic tools used to stratify patients with pneumonia
(for example, CURB-69 score) but also adipose tissue status.
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In patients with COVID-19 pneumonia, BMI may be
assessed, and the need for cardiorespiratory monitoring may
be recommended. Severe COVID-19 may affect not only lung
status but also cardiovascular function, which can lead to
acute myocardial injury, myocarditis, arrhythmia, heart fail-
ure, thromboembolic events, and cardiogenic shock.

Regarding the respiratory system, blood oxygen saturation,
respiratory rate, and blood gas exchange need to be moni-
tored. Identifying excessive respiratory effort is essential to
adapt supportive oxygen therapy. High-flow nasal cannulas
can be used as first-line therapy in patients with respiratory
insufficiency since they may prevent invasive intubation [78].
Severe patients with obstructive sleep apnea and chronic ob-
structive pulmonary disease may benefit from noninvasive
positive pressure ventilation [79]. The prone position may be

used in selected nonintubated patients with severe respiratory
forms [80]. Otherwise, it may be useful to avoid supine posi-
tions. In the context of COVID-19 infection, an imbalance
between the demand on the respiratory muscles and their ca-
pacity to generate tension may worsen respiratory symptoms
in obese patients [81]. In addition, since the rest gradient A-
aO2 is mildly widening and because the gradient A-aO2 is
associated with pneumonia severity [82], one may expect that
obese COVID-19 patients would experience severe gradient
A-aO2. Furthermore, thromboembolism events can be more
common in obese patients with COVID-19 since obesity and
COVID-19 are two risk factors for thromboembolic events
[83, 84]. In this context, anticoagulation therapies should be
used, particularly in obese patients, to avoid thromboembolic
events.

Angiotensin 2

Angiotensin - (1-9)

ACE2

Angiotensin 1

ACE

Angiotensin - (1-7)

MAS

ACE

ACE2

- Vasodila�on
- Reduc�on hypertrophy
- Reduc�on fibrosis

AT1 receptors

- Vasoconstric�on
- Endothelial dysfunc�on

- Atherosclerosis

Fig. 2 Renin angiotensin system and angiotensin- [1–7]/Mas axis. ACE2: angiotensin converting enzyme type 2
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In the ICU, for critically ill obese patients requiring inva-
sive mechanical ventilation, difficulties in airway manage-
ment during the induction-intubation phase need to be antici-
pated. Regarding the ventilation setting, tidal volume should
be adapted using the predicted body weight [85]. Obese pa-
tients are at high risk of atelectasis during anesthesia in the
supine position [86]. In fact, when under anesthesia and in the
supine position, the large mass of abdominal adipose tissue
leads to a cranial displacement of the diaphragm that can con-
tribute to the onset of atelectasis [86]. Positive end-expiratory
pressure (PEEP), which prevents atelectasis and is also used in
patients with ARDS, should be adapted since PEEP can cause
hemodynamic impairment and right ventricle dysfunction and
can impede venous return [87, 88]. Monitoring plateau pres-
sure and driving pressure is crucial, in addition to the search
for the presence of intrinsic PEEP in patients on mechanical
ventilation [85]. In fact, during mechanical ventilation, mon-
itoring transpulmonary pressure, which is the difference be-
tween alveolar pressure and pleural pressure, can be useful to
adapt ventilation settings and to avoid lung collapse [86]. Both
obesity and ARDS result in elevated alveolar collapse and
hypoxemia, although the mechanisms differ (pulmonary and
extrapulmonary causes). The use of esophageal pressure mea-
surements helps to separate the two mechanisms and therefore
to optimize the PEEP level and insufflation to recruit alveoli
and avoid overdistension of the lungs. Indeed, airway opening
pressure and esophageal pressure measurements during an
expiratory pause allow PEEP to be titrated to maintain the
end-expiratory transpulmonary pressure (airway pressure–
esophageal pressure) just above 0 cmH2O and avoid alveolar
collapse (because in the supine position, the heart superior to
the esophageal balloon falsely elevates the esophageal pres-
sure) [89]. Similarly, because obesity participates in an in-
crease in the airway opening plateau without inducing lung
overdistension, in the obese population, it is more appropriate
to adjust the driving pressure according to a transpulmonary
plateau pressure threshold (usually less than 25 cmH2O) rath-
er than an airway opening plateau pressure threshold (usually
less than 30 cmH2O) [89].

Regarding the cardiovascular system, cardiovascular co-
morbidities, including hypertension and diabetes, are often
present in obese patients. Cardiac function needs to be moni-
tored. Diastolic function needs to be particularly evaluated in
the context of COVID-19 pneumonia. Diastolic dysfunction is
relatively frequent in critically ill patients in the context of
sepsis and myocardial ischemia [90, 91]. Classic risk factors
associated with left ventricular diastolic dysfunction are age,
hypertension, obesity, coronary disease, arrhythmia, and kid-
ney disease [92]. Cardiac biomarkers and electrocardiograms
should be monitored to stratify patients and to search for even-
tual cardiovascular complications since these parameters af-
fect prognosis [18, 72, 93]. Echocardiography that must be
performed with health worker measures in place can help to

stratify patients focusing on LV geometry, LV function, dia-
stolic function, RV function, and arterial pulmonary pressures.
In patients on invasive ventilation and particularly patients
with ARDS, it is essential to monitor right ventricular function
and right pulmonary pressure since acute core pulmonale is
frequent in this population [94].

The weaning process in the ICU population requires spe-
cific considerations. Weaning success depends on cardiac
function, respiratory function, and clinical status. Weaning
failure is associated with an increase in morbidity, nosocomial
pneumonia, severe outcomes, and mortality [95]. Weaning
failure may be due to heart failure, respiratory muscle weak-
ness, and sepsis. During the weaning process, the shift from
mechanical ventilation to spontaneous breathing induces a
negative intrathoracic pressure that can affect cardiac function
[96]. This negative intrathoracic pressure caused by the transi-
tion from mechanical ventilation to spontaneous breathing in-
creases venous return and left ventricular afterload and may
cause ischemia, as reported initially by Lemaire et al [97]. In
addition, adrenergic tone increases during spontaneous breath-
ing trials and myocardial oxygen demand increases [96, 97].

ARDS is relatively frequent in severe COVID-19 patients
and patients with severe ARDS experience a long ICU stay
[79]. This parameter is known to affect diaphragm function.
Since respiratory muscle inspiratory strength may be affected
in obese patients, one may expect to have severe diaphragm
function dysfunction in obese COVID-19 patients and a lon-
ger ICU length of stay.

Diaphragm ultrasound can be used to assess and monitor
diaphragm function in this context. Diaphragm dysfunction is
a classic cause of respiratory-related weaning failure.
Diaphragm dysfunction can be evaluated using ultrasound
bymeasuring diaphragm thickening and/or diaphragmmotion
during a spontaneous breathing trial (Fig. 3) [96].

Echocardiography should be performed to search for left
ventricular impairment and left ventricular diastolic dysfunc-
tion combined with diaphragm ultrasound [98]. Diastolic dys-
function is a classic cause of weaning failure in ICU patients
[99]. Liu et al [99] reported an incidence of weaning failure
reaching 45% (among which 59% experienced weaning-
induced pulmonary edema). Risk factors for weaning-
induced pulmonary edema are obesity, previous cardiomyop-
athy, and COPD [99]. Physicians should be careful in the
context of COVID-19 since myocardial ischemia and myocar-
dial injury are frequent in critically ill COVID-19 patients
[100] and myocardial ischemia can occur during the weaning
process in ICU patients [101]. Plasma BNP level and plasma
BNP variation during a spontaneous breathing trial can be
used to predict weaning failure [102]. Finally, COPD can be
associated with obesity [103]. COPD patients are at risk of
weaning failure. In fact, in COPD patients, a high negative
intrathoracic pressure is necessary to generate tidal volume
since COPD is associated with airway obstruction. During
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the weaning trial, this phenomenon increases the work of
breathing, venous return, and LV afterload and can induce
RV dilation by increasing RV afterload [103]. All these pre-
vious pathophysiological aspects may explain the higher rate
of critical illness in obese ICU patients.

Conclusion

Obesity is acknowledged to be a risk factor for severe
COVID-19 presentation, which requires particular attention
by physicians in cases of respiratory presentation.
Understanding cardiorespiratory pathophysiological aspects
may help physicians manage patients in hospitals.

Author Contribution AF and BD conceived, wrote, and edited the man-
uscript. MCDCwrote and reviewed the manuscript and added substantial
scientific modifications. FL reviewed the manuscript and added substan-
tial scientific modifications. NM wrote and reviewed the manuscript and
added substantial scientific modifications. All authors approved the final
version of the manuscript.

Data Availability Not applicable.

Code Availability Not applicable.

Declarations

Ethical Approval Not applicable.

Consent to Participate Not applicable.

Consent for Publication All authors consent to publish the manuscript.

Competing Interests The authors declare no competing interests.

References

1. Flegal KM, Kit BK, Orpana H, Graubard BI. Association of all-
cause mortality with overweight and obesity using standard body
mass index categories: a systematic review and meta-analysis.
JAMA. 2013;309(1):71–82.

2. Greenberg JA. Obesity and early mortality in the United States.
Obesity (Silver Spring). 2013;21(2):405–12.

3. Ogden CL, Carroll MD, Lawman HG, Fryar CD, Kruszon-Moran
D, Kit BK, et al. Trends in obesity prevalence among children and
adolescents in the United States, 1988-1994 Through 2013-2014.
JAMA. 2016;315(21):2292–9.

4. Ogden CL, Carroll MD, Kit BK, Flegal KM. Prevalence of child-
hood and adult obesity in the United States, 2011-2012. JAMA.
2014;311(8):806–14.

5. Schütten MT, Houben AJ, de Leeuw PW, Stehouwer CD. The
link between adipose tissue renin-angiotensin-aldosterone system
signaling and obesity-associated hypertension. Physiology
(Bethesda). 2017;32(3):197–209.

6. Levitan EB, Yang AZ, Wolk A, Mittleman MA. Adiposity and
incidence of heart failure hospitalization and mortality: a
population-based prospective study. Circ Heart Fail. 2009;2(3):
202–8.

7. Hubert HB, Feinleib M, McNamara PM, Castelli WP. Obesity as
an independent risk factor for cardiovascular disease: a 26-year
follow-up of participants in the Framingham Heart Study.
Circulation. 1983;67(5):968–77.

8. Lazarus R, Sparrow D, Weiss ST. Effects of obesity and fat dis-
tribution on ventilatory function: the normative aging study.
Chest. 1997;111(4):891–8.

9. Gao F, Zheng KI, Wang XB, Sun QF, Pan KH, Wang TY, et al.
Obesity Is a Risk Factor for Greater COVID-19 Severity. Diabetes
Care. 2020;43(7):e72–4.

10. Simonnet A, Chetboun M, Poissy J, Raverdy V, Noulette J,
Duhamel A, et al. LICORN and the Lille COVID-19 and
Obesity study group. High prevalence of obesity in severe acute
respiratory syndrome coronavirus-2 (SARS-CoV-2) requiring

Fig. 3 Right diaphragmatic
motion using ultrasound in a
COVID-19 patient with obesity.
Note the physiological displace-
ment of the diaphragm during
inspiration

1854 SN Compr. Clin. Med.  (2021) 3:1848–1857



invasive mechanical ventilation. Obesity (Silver Spring).
2020;28(7):1195–9.

11. Caussy C, Pattou F, Wallet F, Simon C, Chalopin S, Telliam C,
et al. Disse E; COVID Outcomes HCL Consortium and Lille
COVID–Obesity Study Group. Prevalence of obesity among adult
inpatients with COVID-19 in France. Lancet Diabetes Endocrinol.
2020;8(7):562–4.

12. Smati S, Tramunt B, Wargny M, Caussy C, Gaborit B, Vatier C,
et al. CORONADO investigators. Relationship between obesity
and severe COVID-19 outcomes in patients with type 2 diabetes:
Results from the CORONADO study. Diabetes Obes Metab.
2021;23(2):391–403.

13. Singh AK, Gillies CL, Singh R, Singh A, Chudasama Y, Coles B,
et al. Prevalence of co-morbidities and their association with mor-
tality in patients with COVID-19: A systematic review and meta-
analysis. Diabetes Obes Metab. 2020;22(10):1915–24.

14. Deng M, Qi Y, Deng L, Wang H, Xu Y, Li Z, et al. Obesity as a
potential predictor of disease severity in young COVID-19 pa-
tients: a retrospective study. Among authors: deng l. Obesity
(Silver Spring). 2020;28(10):1815–25.

15. Argenziano MG, Bruce SL, Slater CL, Tiao JR, Baldwin MR,
Barr RG, et al. Characterization and clinical course of 1000 pa-
tients with coronavirus disease 2019 in New York: retrospective
case series. BMJ. 2020;369:m1996.

16. Suleyman G, Fadel RA, Malette KM, Hammond C, Abdulla H,
Entz A, et al. Clinical characteristics and morbidity associated
with coronavirus disease 2019 in a series of patients in
Metropolitan Detroit. JAMA Netw Open. 2020;3(6):e2012270.

17. Petrilli CM, Jones SA, Yang J, Rajagopalan H, O'Donnell L,
Chernyak Y, et al. Factors associated with hospital admission
and critical illness among 5279 people with coronavirus disease
2019 in New York City: prospective cohort study. BMJ.
2020;369:m1966.

18. Wang D, Hu B, Hu C, Zhu F, Liu X, Zhang J, et al. Clinical
characteristics of 138 hospitalized patients with 2019 novel
coronavirus-infected pneumonia in Wuhan, China. JAMA.
2020;323:1061–9.

19. Yang X, Yu Y, Xu J, Shu H, Xia J, Liu H, et al. Clinical course
and outcomes of critically ill patients with SARS-CoV-2 pneumo-
nia in Wuhan, China: a single-centered, retrospective, observa-
tional study. Lancet Respir Med. 2020;8:475–81.

20. Ingraham NE, Barakat AG, Reilkoff R, Bezdicek T, Schacker T,
Chipman JG, et al. Understanding the renin-angiotensin-
aldosterone-SARS-CoV axis: a comprehensive review. Eur
Respir J. 2020;56(1):2000912.

21. Yap JC, Watson RA, Gilbey S, Pride NB. Effects of posture on
respiratory mechanics in obesity. J Appl Physiol (1985).
1995;79(4):1199–205.

22. Sharp JT, Druz WS, Kondragunta VR. Diaphragmatic responses
to body position changes in obese patients with obstructive sleep
apnea. Am Rev Respir Dis. 1986;133(1):32–7.

23. Lin CK, Lin CC. Work of breathing and respiratory drive in obe-
sity. Respirology. 2012;17(3):402–11.

24. SampsonMG, Grassino AE. Load compensation in obese patients
during quiet tidal breathing. J Appl Physiol Respir Environ Exerc
Physiol. 1983;55(4):1269–76.

25. Ochs-Balcom HM, Grant BJ, Muti P, Sempos CT, Freudenheim
JL, Trevisan M, et al. Pulmonary function and abdominal adipos-
ity in the general population. Chest. 2006;129(4):853–62.

26. Ferretti A, Giampiccolo P, Cavalli A, Milic-Emili J, Tantucci C.
Expiratory flow limitation and orthopnea in massively obese sub-
jects. Chest. 2001;119(5):1401–8.

27. Kelly TM, Jensen RL, Elliott CG, Crapo RO. Maximum respira-
tory pressures in morbidly obese subjects. Respiration.
1988;54(2):73–7.

28. da Rosa GJ, Schivinski CI. Assessment of respiratory muscle
strength in children according to the classification of body mass
index. Rev Paul Pediatr. 2014;32(2):250–5.

29. Hurewitz AN, Susskind H, Harold WH. Obesity alters regional
ventilation in lateral decubitus position. J Appl Physiol (1985).
1985;59(3):774–83.

30. Vaughan RW, Cork RC, Hollander D. The effect of massive
weight loss on arterial oxygenation and pulmonary function tests.
Anesthesiology. 1981;54(4):325–8.

31. Littleton SW, Tulaimat A. The effects of obesity on lung volumes
and oxygenation. Respir Med. 2017;124:15–20.

32. Gopalakrishnan P, Tak T. Obstructive sleep apnea and cardiovas-
cular disease. Cardiol Rev. 2011;19(6):279–90.

33. Masa JF, Pépin JL, Borel JC, Mokhlesi B, Murphy PB, Sánchez-
Quiroga MÁ. Obesity hypoventilation syndrome. Eur Respir Rev.
2019;28(151):180097.

34. Camporota L, Vasques F, Sanderson B, Barrett NA, Gattinoni L.
Identifca- tion of pathophysiological patterns for triage and respi-
ratory support in COVID-19. Lancet Respir Med. 2020;8(8):752–
4.

35. Ciceri F, Beretta L, Scandroglio AM, Colombo S, Landoni G,
Ruggeri A, et al. Microvascular COVID-19 lung vessels
obstruc- tive thromboinfammatory syndrome (MicroCLOTS): an
atypical acute respiratory distress syndrome working hypothesis.
Crit Care Resusc. 2020;22(2):95–7.

36. Hajjar LA, Costa IBSDS, Rizk SI, Biselli B, Gomes BR, Bittar
CS, et al. Intensive care management of patients with COVID-19:
a practical approach. Ann Intensive Care. 2021;11(1):36.

37. Kosmala W, Sanders P, Marwick TH. Subclinical myocardial im-
pairment in metabolic diseases. JACC Cardiovasc Imaging.
2017;10(6):692–703.

38. Guo T, Fan Y, Chen M, Wu X, Zhang L, He T, et al.
Cardiovascular Implications of Fatal Outcomes of Patients With
Coronavirus Disease 2019 (COVID-19). JAMA Cardiol.
2020;27:e201017.

39. Dweck MR, Bularga A, Hahn RT, Bing R, Lee KK, Chapman
AR, et al. Global evaluation of echocardiography in patients with
COVID-19. Eur Heart J Cardiovasc Imaging. 2020;18:jeaa178.

40. Pagnesi M, Baldetti L, Beneduce A, Calvo F, Gramegna M,
Pazzanese V, et al. Pulmonary hypertension and right ventricular
involvement in hospitalised patients with COVID-19. Heart.
2020;106(17):1324–31.

41. Huang L, Zhao P, TangD, Zhu T, HanR, Zhan C, LiuW, Zeng H,
Tao Q, Xia L. Cardiac involvement in patients recovered from
COVID-2019 identified using magnetic resonance imaging.
JACC Cardiovasc Imaging. 2020:S1936-878X(20)30403-4

42. Knight DS, Kotecha T, Razvi Y, Chacko L, Brown JT, Jeetley PS,
Goldring J, Jacobs M, Lamb LE, Negus R, Wolff A, Moon JC,
Xue H, Kellman P, Patel N, Fontana M. COVID-19: Myocardial
injury in survivors. Circulation. 2020;142(11):1120–2.

43. Puntmann VO, Carerj ML, Wieters I, Fahim M, Arendt C,
Hoffmann J, et al. Outcomes of cardiovascular magnetic reso-
nance imaging in patients recently recovered from coronavirus
disease 2019 (COVID-19). JAMA Cardiol. 2020;5(11):1265–73.

44. Rali AS, Ranka S, Shah Z, Sauer AJ. Mechanisms of myocardial
injury in coronavirus disease 2019. Card Fail Rev. 2020;6:e15.
https://doi.org/10.15420/cfr.2020.10.

45. Sandoval Y, Januzzi JL Jr, Jaffe AS. Cardiac troponin for the
diagnosis and risk-stratification of myocardial injury in COVID-
19: JACC review topic of the week. J Am Coll Cardiol. 2020:
S0735-1097(20)35888-5.

46. Sharma A, Garg A, Rout A, Lavie CJ. Association of obesity with
more critical illness in COVID-19. Mayo Clin Proc. 2020;95(9):
2040–2.

47. Yang J, Hu J, Zhu CJ. Obesity aggravates COVID-19: a system-
atic review and meta-analysis. J Med Virol. 2021;93(1):257–61.

1855SN Compr. Clin. Med.  (2021) 3:1848–1857

https://doi.org/10.15420/cfr.2020.10


48. Chu Y, Yang J, Shi J, Zhang P, Wang X. Obesity is associated
with increased severity of disease in COVID-19 pneumonia: a
systematic review and meta-analysis. Eur J Med Res.
2020;25(1):64.

49. ZhaoX,Gang X,HeG, Li Z, Lv Y, HanQ, et al. Obesity increases
the severity and mortality of influenza and COVID-19: a system-
atic review and meta-analysis. Front Endocrinol (Lausanne).
2020;11:595109.

50. Klang E, Kassim G, Soffer S, Freeman R, Levin MA, Reich DL.
Severe obesity as an independent risk factor for COVID-19 mor-
tality in hospitalized patients younger than 50. Obesity (Silver
Spring). 2020;28(9):1595–9.

51. Turkbey EB, McClelland RL, Kronmal RA, Burke GL, Bild DE,
Tracy RP, et al. The impact of obesity on the left ventricle: the
Multi-Ethnic Study of Atherosclerosis (MESA). JACC
Cardiovasc Imaging. 2010;3(3):266–74.

52. Dorbala S, Crugnale S, Yang D, Di Carli MF. Effect of body mass
index on left ventricular cavity size and ejection fraction. Am J
Cardiol. 2006;97(5):725–9.

53. Mangner N, Scheuermann K, Winzer E, Wagner I, Hoellriegel R,
Sandri M, et al. Childhood obesity: impact on cardiac geometry
and function. JACC Cardiovasc Imaging. 2014;7(12):1198–205.

54. Lee HJ, Kim HL, Lim WH, Seo JB, Kim SH, Zo JH, et al.
Subclinical alterations in left ventricular structure and function
according to obesity and metabolic health status. PLoS One.
2019;14(9):e0222118.

55. Russo C, Sera F, Jin Z, Palmieri V, Homma S, Rundek T, et al.
Abdominal adiposity, general obesity, and subclinical systolic
dysfunction in the elderly: a population-based cohort study. Eur
J Heart Fail. 2016;18(5):537–44.

56. Dini FL, Fabiani I, Miccoli M, Galeotti GG, Pugliese NR,
D'Agostino A, et al. Prevalence and determinants of left ventric-
ular diastolic dysfunction in obese subjects and the role of left
ventricular global longitudinal strain and mass normalized to
height. Echocardiography. 2018;35(8):1124–31.

57. Chirinos JA, Sardana M, Satija V, Gillebert TC, De Buyzere ML,
Chahwala J, et al. Rietzschel ER; Asklepios investigators. Effect
of obesity on left atrial strain in persons aged 35-55 years (The
Asklepios Study). Am J Cardiol. 2019;123(5):854–61.

58. Sasson Z, Rasooly Y, Gupta R, Rasooly I. Left atrial enlargement
in healthy obese: prevalence and relation to left ventricular mass
and diastolic function. Can J Cardiol. 1996;12(3):257–63.

59. Wang TJ, Parise H, Levy D, D'Agostino RB Sr, Wolf PA, Vasan
RS, et al. Obesity and the risk of new-onset atrial fibrillation.
JAMA. 2004;292(20):2471–7.

60. Murphy NF, MacIntyre K, Stewart S, Hart CL, Hole D,
McMurray JJ. Long-term cardiovascular consequences of obesity:
20-year follow-up of more than 15 000 middle-aged men and
women (the Renfrew-Paisley study). Eur Heart J. 2006;27(1):
96–106.

61. Alpert MA, Agrawal H, Aggarwal K, Kumar SA, Kumar A. Heart
failure and obesity in adults: pathophysiology, clinical manifesta-
tions and management. Curr Heart Fail Rep. 2014;11(2):156–65.

62. Anderson FA Jr, Spencer FA. Risk factors for venous thrombo-
embolism. Circulation. 2003;107(23 Suppl 1):I9–16.

63. Shah RV, Murthy VL, Abbasi SA, Eng J, Wu C, Ouyang P, et al.
Weight loss and progressive left ventricular remodelling: The
Multi-Ethnic Study of Atherosclerosis (MESA). Eur J Prev
Cardiol. 2015;22(11):1408–18.

64. Lee CM, Huxley RR, Wildman RP, Woodward M. Indices of
abdominal obesity are better discriminators of cardiovascular risk
factors than BMI: a meta-analysis. J Clin Epidemiol. 2008;61(7):
646–53.

65. Nicklas BJ, Cesari M, Penninx BW, Kritchevsky SB, Ding J,
Newman A, et al. Abdominal obesity is an independent risk factor

for chronic heart failure in older people. J Am Geriatr Soc.
2006;54(3):413–20.

66. Emerging Risk Factors Collaboration, Wormser D, Kaptoge S, Di
Angelantonio E, Wood AM, Pennells L, et al. Separate and com-
bined associations of body-mass index and abdominal adiposity
with cardiovascular disease: collaborative analysis of 58 prospec-
tive studies. Lancet. 2011;377(9771):1085–95.

67. Hall JE, do Carmo JM, da Silva AA, Wang Z, Hall ME. Obesity-
induced hypertension: interaction of neurohumoral and renal
mechanisms. Circ Res. 2015;116(6):991–1006.

68. Hall JE, do Carmo JM, da Silva AA, Wang Z, Hall ME. Obesity,
kidney dysfunction and hypertension: mechanistic links. Nat Rev
Nephrol. 2019;15(6):367–85.

69. Ouchi N, Parker JL, Lugus JJ, Walsh K. Adipokines in inflamma-
tion and metabolic disease. Nat Rev Immunol. 2011;11(2):85–97.

70. Considine RV, Sinha MK, Heiman ML, Kriauciunas A, Stephens
TW, Nyce MR, et al. Serum immunoreactive-leptin concentra-
tions in normal-weight and obese humans. N Engl J Med.
1996;334(5):292–5.

71. Kassir R. Risk of COVID-19 for patients with obesity. Obes Rev.
2020;21(6):e13034.

72. Aidan V, Davido B, Mustafic H, Dinh A, Mansencal N, Fayssoil
A. Cardiovascular disorders in patients infected with 2019 novel
coronavirus. Ann Cardiol Angeiol (Paris). 2021;70(2):106–15.

73. Santos RA, Ferreira AJ, Verano-Braga T, Bader M. Angiotensin-
converting enzyme 2, angiotensin-(1-7) and Mas: new players of
the renin-angiotensin system. J Endocrinol. 2013;216(2):R1–R17.

74. Magalhaes GS, Rodrigues-Machado MDG, Motta-Santos D,
Campagnole-Santos MJ, Santos RAS. Activation of Ang-(1-7)/
Mas receptor is a possible strategy to treat coronavirus (SARS-
CoV-2) infection. Front Physiol. 2020;11:730.

75. Finucane FM, Davenport C. Coronavirus and obesity: could insu-
lin resistance mediate the severity of Covid-19 infection?Front.
Public Health. 2020;8:184.

76. Chen G, Wu D, GuoW, Cao Y, Huang D,Wang H, et al. Clinical
and immunological features of severe and moderate coronavirus
disease 2019. J Clin Invest. 2020;13:137244.

77. Chen T, Wu D, Chen H, Yan W, Yang D, Chen G, et al. Clinical
characteristics of 113 deceased patients with coronavirus disease
2019: retrospective study. BMJ. 2020;368:m1091.

78. Bonnet N, Martin O, Boubaya M, Levy V, Ebstein N, Karoubi P,
et al. High flow nasal oxygen therapy to avoid invasive mechan-
ical ventilation in SARS-CoV-2 pneumonia: a retrospective study.
Ann Intensive Care. 2021;11(1):37.

79. Berlin DA, Gulick RM, Martinez FJ. Severe Covid-19. N Engl J
Med. 2020;383(25):2451–60.

80. Elharrar X, Trigui Y, Dols AM, Touchon F, Martinez S,
Prud’homme E, et al. Use of prone positioning in nonintubated
patients with COVID-19 and hypoxemic acute respiratory failure.
JAMA. 2020;323(22):2336–8.

81. Sharp JT, Henry JP, Sweany SK, Meadows WR, Pietras RJ. The
total work of breathing in normal and obese men. J Clin Invest.
1964;43(4):728–39.

82. Moammar MQ, Azam HM, Blamoun AI, Rashid AO, Ismail M,
Khan MA, et al. Alveolar-arterial oxygen gradient, pneumonia
severity index and outcomes in patients hospitalized with commu-
nity acquired pneumonia. Clin Exp Pharmacol Physiol.
2008;35(9):1032–7.

83. Goldhaber SZ, Grodstein F, Stampfer MJ, Manson JE, Colditz
GA, Speizer FE, et al. A prospective study of risk factors for
pulmonary embolism in women. JAMA. 1997;277(8):642–5.

84. Bompard F,Monnier H, Saab I, TordjmanM, Abdoul H, Fournier
L, et al. Pulmonary embolism in patients with Covid-19 pneumo-
nia. Eur Respir J. 2020;12:2001365.

85. Ball L, Pelosi P. How I ventilate an obese patient. Crit Care.
2019;23(1):176.

1856 SN Compr. Clin. Med.  (2021) 3:1848–1857



86. Imber DA, Pirrone M, Zhang C, Fisher DF, Kacmarek RM, Berra
L. Respiratory management of perioperative obese patients.
Respir Care. 2016;61(12):1681–92.

87. MacIntyre NR. Physiologic effects of noninvasive ventilation.
Respir Care. 2019;64(6):617–24.

88. Petrof BJ. Diaphragm weakness in the critically ill: basic mecha-
nisms reveal therapeutic opportunities. Chest. 2018;154(6):1395–
403.

89. Talmor D, Sarge T, Malhotra A, O'Donnell CR, Ritz R, Lisbon A,
et al. Mechanical ventilation guided by esophageal pressure in
acute lung injury. N Engl J Med. 2008;359(20):2095–104.

90. Vignon P. Ventricular diastolic abnormalities in the critically ill.
Curr Opin Crit Care. 2013;19(3):242–9.

91. Jha AK. Left ventricular diastolic dysfunction as a predictor of
weaning failure from mechanical ventilation. Intensive Care
Med. 2020;46(11):2121–2.

92. Pfeffer MA, Shah AM, Borlaug BA. Heart failure with preserved
ejection fraction in perspective. Circ Res. 2019;124(11):1598–
617.

93. Al-Wahaibi K, Al-Wahshi Y, Mohamed EO. Myocardial injury is
associated with higher morbidity and mortality in patients with
2019 novel coronavirus disease (COVID-19)SN. Compr Clin
Med. 2020;9:1–7.

94. Poissy J, Goutay J, Caplan M, Parmentier E, Duburcq T, Lassalle
F, et al. Pulmonary embolism in COVID-19 patients: awareness of
an increased prevalence. Circulation. 2020;142(2):184–6.

95. Esteban A, Anzueto A, Frutos F, Alía I, Brochard L, Stewart TE,
et al. Mechanical Ventilation International Study Group.
Characteristics and outcomes in adult patients receiving mechan-
ical ventilation: a 28-day international study. JAMA. 2002;287(3):
345–55.

96. Mayo P, Volpicelli G, Lerolle N, Schreiber A, Doelken P,
Vieillard-Baron A. Ultrasonography evaluation during the

weaning process: the heart, the diaphragm, the pleura and the
lung. Intensive Care Med. 2016;42(7):1107–17.

97. Lemaire F, Teboul JL, Cinotti L, Giotto G, Abrouk F, Steg G, et al.
Acute left ventricular dysfunction during unsuccessful weaning
from mechanical ventilation. Anesthesiology. 1988;69(2):171–9.

98. Tuinman PR, Jonkman AH, Dres M, Shi ZH, Goligher EC, Goffi
A, et al. Respiratory muscle ultrasonography: methodology, basic
and advanced principles and clinical applications in ICU and ED
patients-a narrative review. Version 2. Intensive Care Med.
2020;46(4):594–605.

99. Liu J, Shen F, Teboul JL, Anguel N, Beurton A, Bezaz N, et al.
Cardiac dysfunction induced by weaning from mechanical venti-
lation: incidence, risk factors, and effects of fluid removal. Crit
Care. 2016;20(1):369.

100. Stefanini GG, Montorfano M, Trabattoni D, Andreini D, Ferrante
G, AnconaM, et al. ST-elevation myocardial infarction in patients
with COVID-19: clinical and angiographic outcomes. Circulation.
2020;141(25):2113–6.

101. Chatila W, Ani S, Guaglianone D, Jacob B, Amoateng-Adjepong
Y,Manthous CA. Cardiac ischemia duringweaning frommechan-
ical ventilation. Chest. 1996;109(6):1577–83.

102. Mekontso-Dessap A, de Prost N, Girou E, Braconnier F, Lemaire
F, Brun-Buisson C, et al. B-type natriuretic peptide and weaning
from mechanical ventilation. Intensive Care Med. 2006;32(10):
1529–36.

103. Teboul JL, Abrouk F, Lemaire F. Right ventricular function in
COPD patients during weaning from mechanical ventilation.
Intensive Care Med. 1988;14(Suppl 2):483–5.

Publisher’s Note Springer Nature remains neutral with regard to jurisdic-
tional claims in published maps and institutional affiliations.

1857SN Compr. Clin. Med.  (2021) 3:1848–1857


	Cardiopulmonary Pathophysiological Aspects in the Context of COVID-19 and Obesity
	Abstract
	Introduction
	Lung Function and Obesity
	Heart Health in the Context of COVID-19 and Obesity
	Obesity, Hypertension, Inflammation, Angiotensin 1-7, and COVID-19
	Clinical Implications for the Management of Obese COVID-19 Patients
	Conclusion
	References


