‘ M) Check for updates

o] {[c]] V.\Hy.
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Abstract

Rationale: Severe acute respiratory syndrome coronavirus 2
(SARS-CoV-2) infection is associated with pulmonary endothelial
dysfunction. There are limited data available on the outcomes of
coronavirus disease (COVID-19) in patients with pulmonary
hypertension (PH), a disease characterized by pulmonary
endothelial dysfunction.

Objectives: To describe characteristics and outcomes of patients
with precapillary PH and COVID-19.

Methods: We prospectively collected characteristics,
management, and outcomes of adult patients with precapillary
PH in the French PH network who had COVID-19 between
February 1, 2020, and April 30, 2021. Clinical, functional, and
hemodynamic characteristics of PH before COVID-19 were
collected from the French PH registry.

Measurements and Main Results: A total of 211 patients with
PH (including 123 with pulmonary arterial hypertension, 47 with
chronic thromboembolic PH, and 41 with other types of PH)
experienced COVID-19, and 40.3% of them were outpatients,
32.2% were hospitalized in a conventional ward, and 27.5% were

in an ICU. Among hospitalized patients (n=126), 54.0% received
corticosteroids, 37.3% high-flow oxygen, and 11.1% invasive
ventilation. Right ventricular and acute renal failure occurred in
30.2% and 19.8% of patients, respectively. Fifty-two patients (all
hospitalized) died from COVID-19. Overall mortality was 24.6%
(95% CI [confidence interval], 18.8-30.5) and in-hospital
mortality 41.3% (95% CI, 32.7-49.9). Nonsurvivors were
significantly older, more frequently male and suffering
comorbidities (diabetes, chronic respiratory diseases, systemic
hypertension, chronic cardiac diseases, and/or chronic renal
failure), and had more severe PH at their most recent evaluation
preceding COVID-19 diagnosis (in terms of functional class and
6-minute-walk distance; all P < 0.05). Use of pulmonary arterial
hypertension therapy was similar between survivors and
Nonsurvivors.

Conclusions: COVID-19 in patients with precapillary PH was
associated with a high in-hospital mortality. The typical risk
factors for severe COVID-19 and severity of PH were associated
with mortality in this population.
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Severe acute respiratory syndrome
coronavirus 2 (SARS-CoV-2) has effected an
ongoing global pandemic of coronavirus
disease (COVID-19), which has affected
more than 250 million individuals leading to
5 million cumulative deaths (1).

Considerable data support an
underlying SARS-CoV-2-related endothelial
dysfunction with an increased risk of venous
thromboembolic disease, systemic vasculitis,
endothelial cell apoptosis, and inflammation
in various organs, particularly in the
pulmonary vasculature (2-5). The presence
of endothelial dysfunction induced by
SARS-CoV-2 infection has been shown to be
a factor associated with the severity of
COVID-19 and the occurrence of
COVID-19-related acute respiratory distress
syndrome (ARDS) (6).

Pulmonary vascular endothelial
dysfunction is a pathophysiologic hallmark
of pulmonary hypertension (PH) (7).
Currently, all treatments approved for
pulmonary arterial hypertension (PAH)
target three pathways of endothelial
dysfunction: nitric oxide, endothelin, and
prostacyclin (8, 9). Thus, it is conceivable
that patients with PH may be susceptible to
severe forms of COVID-19. Conversely, the
use of treatments targeting endothelial
dysfunction could have a preventative or
mitigating effect of severe COVID-19 in
these patients (10-12). In addition, some
patients with PH are routinely treated with
anticoagulation, including those with
idiopathic or heritable PAH and chronic
thromboembolic pulmonary hypertension
(CTEPH) (9), which could reduce the risk of
acute thromboembolic events or improve the
prognosis associated with COVID-19 (13).
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Nevertheless, data on the effects of
COVID-19 in PH are limited, with
conflicting results based on small series
showing unexpectedly favorable prognosis
(10) or a relatively high 19-45% mortality
compared with the general population
(11, 14).

Thus, we launched a prospective study
in the French PH network to evaluate
COVID-19 and its outcomes in patients with
precapillary PH, across the range of severity,
etiology, and PH treatment. The aim of this
study was to describe the characteristics
of patients with PH who experienced
COVID-19, their management, and their
outcomes and to identify factors associated
with poor outcomes.

Methods

Patients

From February 1, 2020, to April 30, 2021,
we conducted a national multicentric
prospective study of incident COVID-19
cases in the French PH network (French PH
Referral Center, Hopital Bicétre, Université
Paris Saclay, Le Kremlin-Bicétre, and its 25
associated centers across France). Eligible
patients had a history of precapillary PH and
experienced COVID-19. Precapillary PH was
defined by a mean pulmonary arterial
pressure (mPAP) of =25 mm Hg with a
normal pulmonary arterial wedge pressure
(PAWP) of <15 mm Hg and pulmonary
vascular resistance (PVR) of >3 WU (9). A
COVID-19 diagnosis required a positive
SARS-CoV-2 RT-PCR test or SARS-CoV-2
serology result or evidence of COVID-19 on
a high-resolution computed tomography

(HRCT) of the chest considered highly
suggestive by clinicians after exclusion of
other diagnoses.

Demographic characteristics at last
evaluation for PH were reported.
Comorbidities were reported, including body
mass index, tobacco exposure, history of
chronic respiratory diseases, systemic
hypertension, diabetes, sleep disorders,
chronic renal failure (defined by a creatinine
clearance of <50 ml/min), and
immunosuppression.

According to French epidemiological
data, two COVID-19 waves were defined as
“wave 1” before September 2020 (n=53) and
“wave 2” after September 1, 2020 (1 =158).

Evaluation of Pulmonary
Hypertension

Parameters related to the last clinical
evaluation of PH before COVID-19
diagnosis were retrospectively retrieved from
the French PH registry. This registry was
established in accordance with French
bioethics laws (National Commission on
Informatics and liberty, approval number
842063). Clinical status was assessed by the
New York Heart Association Functional
Class (NYHA FC). Nonencouraged 6-
minute-walk test was performed according
to current recommendations (2). Arterial
blood gases including Pag, were reported.
Patients completed standard pulmonary
function tests with spirometry, whole-body
plethysmography and single-breath Do
corrected for hemoglobin according to the
European Respiratory Society/American
Thoracic Society guidelines (3). Brain
natriuretic peptide (BNP) or N-terminal
pro-brain natriuretic peptide (NT pro-BNP)
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At a Glance Commentary

Scientific Knowledge on the
Subject: Severe acute respiratory
syndrome coronavirus 2 (SARS-
CoV-2) has a predilection for
causing pulmonary vascular injury.
Patients with preexisting pulmonary
vascular disease could therefore be at
increased risk of adverse outcomes
from coronavirus disease (COVID-
19). Conversely, pulmonary arterial
hypertension therapies, which
improve pulmonary endothelial
function, could protect from SARS-
CoV-2 effects on the pulmonary
endothelium. To date, the prognosis
of pulmonary hypertension after
SARS-CoV-2 infection has not been
adequately described and there are
no data that pulmonary arterial
hypertension therapies mitigate
COVID-19 pathophysiology

or outcomes.

What This Study Adds to the
Field: This was a prospective cohort
study of patients with pulmonary
hypertension in France with
confirmed COVID-19. In-hospital
mortality was high at 41% and was
associated with known risk factors
for COVID-19-related mortality,
including underlying comorbidities,
older age, male sex, as well as the
severity of pulmonary hypertension
before hospitalization for COVID-19.
There was no suggestion that use of
pulmonary arterial hypertension
therapies were protective from
in-hospital death. This study
demonstrates that patients with
pulmonary hypertension are at high
risk of COVID-19 mortality,
illustrating the importance of
vaccination, early treatment, and
other preventative measures in

this population.

plasma concentrations were reported. The
last hemodynamic evaluation by right heart
catheterization recorded mPAP, PAWP, and
right atrial pressure (RAP). Cardiac output
(CO) was measured by the standard
thermodilution technique. The cardiac index

(CI) was calculated as CO divided by body
surface area. PVR was calculated as

(mPAP — PAWP)/CO, expressed in WU.
Noninvasive parameters were collected in the
year before COVID-19. Finally, approved
drugs for PAH and CTEPH and use of long-
term anticoagulation were collected at the
time of COVID-19 diagnosis.

Evaluation of Severity of COVID-19 in
Hospitalized Patients

The evaluation of COVID-19 severity
covered clinical symptoms ranging from
asymptomatic to critical dyspnea;
biochemical analysis; the degree of
pulmonary parenchymal opacification on
HRCT of the chest; and the management of
COVID-19. The presence of more than 50%
pulmonary parenchymal opacification on
HRCT of the chest defined severe COVID-19
(15). Biological data at first evaluation during
hospitalization including C-reactive protein
(CRP), creatinine, D-dimer, NP/NT-proBNP
and total lymphocyte count were collected.
Occurrence of acute pulmonary embolism
determined from CT pulmonary angiograms
ordered at the discretion of the treating
physician, acute renal failure, and right heart
failure reported by physicians during
hospitalization stay were collected (9).

Management of COVID-19

and Outcomes

For the hospitalized population, we assessed
the proportion of patients with PH
discharged alive and the proportion deceased
in-hospital. In both groups, we assessed the
proportion of patients needing a critical care
admission. Decisions to limit escalation of
care (i.e., do not intubate or resuscitate) were
reported. These decisions were made at the
time of hospital admission or upon
deterioration among physicians, patients,
and family members but were not necessarily
advance care directives in place before
hospitalization for COVID-19.

We recorded median length of hospital
stay in days (min-max). Therapeutic
management of COVID-19 was recorded,
including use of corticosteroids. In cases with
severe COVID-19, we described the use of
high-flow oxygen, invasive mechanical
ventilation, and extracorporeal membrane
oxygenation (ECMO). For outpatients, vital
status was ascertained from the French PH
registry and by contacting the patients’ PH
centers.
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Statistical Analysis

We reported continuous variables as
medians with interquartile ranges.
Comparisons between survivors and
nonsurvivors were performed using the
Mann-Whitney test. Pearson’s Chi-square
test was used to compare discrete variables
between two groups. The 95% confidence
intervals (95% CI) for the proportions were
calculated using normal approximation
method of the binomial confidence interval.
Univariable and multivariable logistic
regression models were used to assess the
relationship between patient characteristics
and in-hospital mortality. Only variables
with a P value less than 0.1 in univariable
analysis and without missing data were
entered into the multivariable models.
Statistical significance was defined as a

P value less than 0.05.

Results

Characteristics of Patients with PH
with COVID-19

Between February 1, 2020, and April 30,
2021, we enrolled 211 patients with
precapillary PH and a diagnosis of COVID-
19 (Figure 1). This represents 2.7% of the
7,678 patients in the French PH registry who
were alive as of February 1, 2020.
Demographic and PH characteristics at the
time of COVID-19 diagnosis are in Table 1.
Consistent with the PH classification (16),
123 (58.3%) patients were classified as having
PAH and 48 (22.7%) had CTEPH.

The median age was 63.9 (51.9-71.9)
years old, and 54.5% were female. Obesity
was a comorbidity for 52 (24.6%) patients,
with a median body mass index of 26
(22.5-29.4). Tobacco exposure was
documented for 98 patients, including 82
(38.9%) former smokers and 16 (7.6%) active
smokers. Comorbidities included chronic
respiratory disease in 74 (35.1%) patients,
systemic hypertension in 80 (37.9%) patients,
diabetes in 42 (19.9%) patients, sleep
disorders in 26 (12.3%) patients, chronic
renal failure in 58 (27.5%) patients,
immunosuppression in 35 (16.6%) patients
(immunosuppressive medications for 33
patients including 2 patients with liver
transplants and 2 with renal transplants; and
2 patients with active cancer) and cardiac
diseases (other than PH, right ventricular
failure, or congenital heart disease) in 74
(35.1%) patients.
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7,678 adult patients with precapillary
pulmonary hypertension (PH)
in the French PH registry

Y

211 patients with PH
experienced COVID-19
(2.9% of all patients with PH)

85 patients managed

as outpatients
(40.3%)

126 patients managed

in hospital
(59.7%)

l |

68 patients hospitalized
on conventional wards
(32.2%)

58 patients
hospitalized in ICU
(27.5%)

Y

no deaths
Mortality: 0%

26 in-hospital deaths
Mortality: 38.2%

@

A

26 in-hospital deaths
Mortality: 44.8%

Figure 1. Study flowchart. COVID-19 = coronavirus disease; PH = pulmonary hypertension.

At the last PH assessment (median 10.8
mo) before the diagnosis of COVID-19, 120
(56.9%) patients were in NYHA FCI or II,
and 91 (43.1%) were class III or IV. The
median 6-minute-walk distance (6MWD),
available for 171 patients, was 402 (288-483)
m. An increased BNP or NT-proBNP was
present in 49.5% (93/188) of patients. The
median percent predicted DLco (1= 156)
was 53.5% (35-66). Hypoxemia was
common with a median Pag, (1 =137) of 64
(58-75) mm Hg on room air. The most
recent RHCs performed with a median
(interquartile range) delay of 12 (5-26)
months before COVID-19 showed a median
RAP of 7 (5-10) mm Hg, mPAP of 39
(31-48) mm Hg, CI of 2.8 (2.33-3.43)

L/min/m”® and PVR of 5.2 (3.5-8.3) mm Hg.

Specific PH therapy included an
endothelin receptor antagonist for 125
(59.2%) patients, phosphodiesterase type 5
inhibitor for 129 (61.2%) patients,
prostacyclins and derivatives for 30 (14.2%)
patients, and riociguat for 30 (14.2%)
patients. At the diagnosis of COVID-19, 177
patients were taking at least one PH therapy,
including 67 (31.8%) on monotherapy, 82
(38.9%) on dual therapy, and 28 (13.3%) on
triple therapy. Finally, 116 (55%) patients
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were on full-dose anticoagulation (81
vitamin K antagonists, 34 direct oral
anticoagulants, and one low-molecular-
weight heparin).

Characteristics of COVID-19 and

Its Management

Among the 211 patients with PH with a
diagnosis of COVID-19, 68 (32.2%) patients
were hospitalized in conventional wards, 58
(27.5%) patients were in critical care units,
and 85 (40.3%) were outpatients (Table 1).
The median length of stay for hospitalized
patients was 9 (5-15) days (Table 2).

In hospitalized patients (n = 126), 68
(54%) patients were at hospitals affiliated
with the PH network and 58 (46%) were
hospitalized outside of the PH network.
COVID-19 was diagnosed by a positive
SARS-CoV-2 RT-PCR test result in 119
(94.4%) hospitalized patients with PH with
24 (19%) nosocomial COVID-19 cases. The
seven cases diagnosed by HRCT were all
diagnosed during the first 3 months of the
pandemic (March-May 2020) before
widespread availability of RT-PCR testing in
French hospitals. A decision to limit
escalation of care (i.e., do not intubate or

resuscitate) was documented for 31 (24.2%)
patients (Table 2).

HRCT of the chest was performed in 89
patients and graded by the severity of
parenchymal opacities, ranging from <25%
to between 25% and 50%, to >50% of the
total chest area in 35 (39.3%), 34 (38.2%),
and 20 (22.5%) patients, respectively. The
median D-dimer (n = 53) was 698
(324-1692) ug/L, and an acute pulmonary
embolism was detected in five hospitalized
patients. An increase in BNP or NT-proBNP
was observed in 42 of 77 (54.5%) patients.
Moreover, on routine blood tests, the median
C-reactive protein concentration was 59
(31-95) mg/L, and the median lymphocyte
count was 690 (480-1240) cells/L. Finally,
acute renal failure was observed in 25
(19.8%) hospitalized patients (Table 2).

COVID-19 hospital management was
performed according to the clinical judgment
and discretion of physicians: 68 (54%)
patients were treated by corticosteroids, 47
(37.3%) required high-flow oxygen, 14
(11.1%) patients needed invasive mechanical
ventilation, and 2 (1.3%) patients needed
ECMO. The proportion of patients treated
with corticosteroids and high-flow nasal
oxygen increased from 9.8% and 14.6%
before September 2020 (wave 1, n =41) to
75.3% and 48.2%, respectively, for patients
admitted after September 1, 2020 (wave 2,
n=85) (all P<0.001). The proportion of
patients who received mechanical ventilation
was similar between the two waves (12.2% vs.
10.6%; P =0.97). For the two patients on
ECMO, the first one was on the
transplantation list for PH before getting
COVID-19, had an emergency lung
transplant 22 days after COVID-19 diagnosis
(negative PCR result at that time), and is still
alive. The second ECMO patient had
recently been diagnosed with surgically
accessible CTEPH. She progressively
deteriorated and died after 17 days on
ECMO before surgery. Finally, 14 (11%)
patients had right heart failure requiring
initiation of vasopressors and/or inotropes.

Outcomes and Mortality

Fifty-two (24.6%; 95% CI, 18.8-30.5%)
patients died, which represents 41.3% (95%
ClI, 32.7-49.9%) of hospitalized patients
(Figure 2). Overall mortality was 23% (95%
CI, 14.8-31.3%) in PH group 1, 21.3% (95%
CI, 8.6-33.0%) in group 4, and 46.3% (95%
CI, 31.1-61.6%) in other groups (P =0.01).
All outpatients survived. Among hospitalized
patients (n = 126), mortality was 38.2% (95%
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Table 1. Characteristics of Patients with Pulmonary Hypertension Diagnosed with COVID-19

All Patients with PH Patients Discharged Deceased Patients

(n=211) Alive (n=159) (n=52) P Value
Outpatient 85 (40.3%) 85 (53.5%) 0
Conventional wards 68 (32.2%) 42 (26.4%) 26 (50.0%)
Critical care 58 (27.5%) 32 (20.1%) 26 (50.0%)
Demographics
Age 63.9 (51.9-71.9) 61.8 (47.7-70.7) 69.4 (62.4-77.5) <0.001
Women 115 (54.5%) 98 (61.6%) 17 (32.7%) <0.001
Men 96 (45.5%) 61 (38.4%) 35 (67.3%)
PH Diagnosis
Group 1 123 (58.3%) 100 (62.9%) 23 (44.2%) <0.01
Group 4 8 (22.7%) 8 (23.9%) 10 (19.2%)
Other groups 0 (19.0%) 1 (13.2%) 19 (36.5%)
Comorbidities
Obesity (BMI > 30) 52 (24.6%) 37 (23.3%) 15 (28.9%) 0.42
BMI, kg/m? 26 (22.5-29.4) 26 (22.5-29.8) 26.3 (23.1-29.4) 0.81
Chronlc respiratory 74 (35.1%) 42 (26.4%) 32 (61.5%) <0.001
diseases*
Tobacco exposure
None 113 (53.6%) 99 (62.3%) 14 (26.9%) <0.001
Former smoker 2 (38.9%) 49 (30.8%) 33 (63.5%)
Active smoker 6 (7.6%) 11 (6.9%) 5 (9.6%)
Systemic hypertension 0 (37.9%) 52 (32.7%) 28 (53.8%) <0.01
Other cardiac diseases’ 4 (35.1%) 43 (27.0%) 31 (59.6%) <0.001
Diabetes (19 9%) 26 (16.4%) 16 (30.8%) 0.02
Sleep disorders 6 (12.3%) 17 (10.7%) 9 (17.3%) 0.21
Chronic renal failure 8 (27.5%) 31 (19.5%) 27 (51.9%) <0.001
(CrCI < 50 ml/min)
Immunosuppression 35 (16.6%) 25 (15.7%) 10 (19.2%) 0.56
PH assessment at last
evaluation
NYHA functional class
I/ 20 (56.9%) 102 (64.2%) 18 (34.6%) <0.001
VIV 91 (43.1%) 57 (35.8%) 34 (65.4%)
6MWD (n=171) 402 (288-483) 420 (339-508) 291 (95-386) <0.001
Increased BNP or 93 (49.5%) 61 (43.3%) 32 (68.1%) <0.01
NT-proBNP (n=188)
RAP, mm Hg (n=202) 7 (5-10) 6 (4-10) 9 (5-15) 0.04
mPAP, mm Hg (n=207) 39 (31-48) 39 (30-49) 40 (31-46) 0.95
Cl, Lmin/m? (n=204) 2.80 (2.33-3.43) 2.80 (2.40-3.50) 2.80 (2.20-3.30) 0.24
PVR WU (n=204) 5.2 (3.5-8.2) 5.2 (3.3-8.3) 6.3 (3.9-7.9) 0.38
DLco, % predicted (n=156) 53.5 (35-66) 59 (43-70) 33 (24-48) <0.001
Pag, on room air, mm Hg 64 (58-75) 65 (60—78) 58 (49-68) <0.01
(n=137)
Treatment for PH
Specific PH therapy
ERA 125 (59.2%) 96 (60.4%) 29 (55.8%) 0.56
PDES5i 129 (61.2%) 96 (60.4%) 33 (63.5%) 0.69
Prostacyclins or 30 (14.2%) 26 (16.4%) 4 (7.7%) 0.19
derivatives
Riociguat 30 (14.2%) 26 (16.4%) 4 (7.7%) 0.19
Calcium channel blockers* 4 (1.9%) 4 (2.5%) 0 —
None 31 (14.7%) 21 (13.2%) 10 (19.2%) 0.29
Number of specific PH
treatments
Monotherapy 66 (31.3%) 48 (30.2%) 18 (34.6%) 0.40
Dual therapy 82 (38.9%) 62 (39.0%) 20 (38.5%)
Triple Therapy 28 (13.3%) 24 (15.1%) 4 (7.7%)
Anticoagulation 116 (55.0%) 94 (59.1%) 22 (42.3%) 0.03

Definition of abbreviations: 6MWD = 6-minute-walk distance; BMI = body mass index; BNP = brain natriuretic peptide; Cl = cardiac index;
COVID-19 = coronavirus disease; CrCl = creatinine clearance; ERA = endothelin receptor antagonist; mPAP = mean pulmonary arterial pressure;
NT-proBNP = N-terminal pro-brain natriuretic peptide; NYHA = New York Heart Association; PDE5i = phosphodiesterase type-5 inhibitor;

PH = pulmonary hypertension; PVR = pulmonary vascular resistance; RAP =right atrial pressure; WU =Wood units.

*Respiratory diseases other than pulmonary hypertension.

TExcluding PH, right ventricular failure, and congenital heart diseases.

*Calcium channel blockers prescribed for long-term calcium channel blockers responders.
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Table 2. Management of Hospitalized Patients

Hospitalized Patients

Patients with PH
Discharged Alive

with PH (n=126) (n=74)

PH network 68 (54.0%) 42 (56.8%)
Outside PH network 58 (46.0%) 32 (43.2%)
PCR positive 119 (94.4%) 70 (94.6%)
Nosocomial COVID-19 24 (19.0%) 13 (17.6%)
Extent of CT opacities

(n=289)

<25% 35 (39.3%) 25 (45.5%)

25-50% 34 (38.2%) 22 (40%)

>50% 20 (22.5%) 8 (14.5%)
Acute pulmonary embolism 5 (4.0%) 4 (5.4%)
Right heart failure 38 (30.2%) 15 (20.3%)
Acute renal failure 25 (19.8%) 8 (10.8%)
C-reactive protein, 59 [31-95] 52 (30-94)

mg/l (n=98)
Lymphocytes (n=76)
D-dimer (n=53)
BNP > 300 or
NT-proBNP > 1,400 ng/L
(n=77)
In-hospital management
Critical care
Limitation of care
Length of stay, d

High-flow oxygen

Invasive mechanical
ventilation

ECMO

690 [480—1,240]
698 [324—1,692]
42 (54.5%)

58

31

9

Corticosteroids 68
47

14

2

715 [500-1,255]
630 [305—1,678]
20 (47.6%)

46.0%) 32 (43.2%)
24.2%) 6 (8.0%)
5-15) 11 (7-18)
54.0%) 40 (53.3%)
37.3%) 24 (32.4%)
11.1%) 5 (6.8%)
(1.6%) 1 (1.3%)

Deceased Patients with

PH (n=52) P Value
26 (50.0%) 0.45

26 (50.0%)

49 (94.2%) 0.76

11 (21.2%) 0.61

0.06

10 (29.4%)

12 (35.3%)

12 (35.3%)

1 (1.9%) 0.32
23 (44.2%) <0.01
17 (32.7%) <0.01
63 [34—-117] 0.32

585 [420-1,218] 0.27
780 [430-2,045] 0.73
22 (62.9%) 0.18
26 (50.0%) 0.45
25 (47.2%) <0.001

5 (2—-14) <0.001
28 (52.8%) 0.98
23 (44.2%) 0.18

9 (17.3%) 0.12

1 (1.9%) —

Definition of abbreviations: BNP = brain natriuretic peptide; COVID-19 = coronavirus disease; CT = computed tomography;
ECMO = extracorporeal membrane oxygenation; NT-proBNP = N-terminal pro-brain natriuretic peptide; PH = pulmonary hypertension.

CI, 26.7-49.8%) in patients managed in
hospitals affiliated with the PH network and
43.1% (95% CI, 32.0-57.6%) in patients
hospitalized outside of the PH network
(P=0.45) (Table 1). Despite changes in
corticosteroids and high-flow nasal oxygen
use between the two COVID-19 waves,
mortality in hospitalized patients was similar
(46.3% and 38.8%, respectively; P=0.54).
Among the 74 patients discharged alive, 4
(5.4%) patients died at 1.8, 5.3, 8.8, and 9.1
months after their diagnosis of COVID-19.
The causes of death for these four patients
were acute right heart failure for two
patients, biventricular heart failure for one
patient, and invasive aspergillosis
complicated by septic shock after lung
transplant in the context of PH for one
patient.

Risk Factors for In-Hospital Mortality
Deceased patients with PH were older and
more often male (Table 1). The median age
of deceased patients with PH was 69.4
(62.4-77.5) years compared with 61.8

578

(47.7-70.7) years for those who survived

(P < 0.001). Comorbidities were also more
frequent among deceased patients compared
with those who survived. Deceased patients
with PH had more chronic respiratory
disease (61.5% vs. 26.4%; P < 0.001),
systemic hypertension (53.8% vs. 32.7%;

P <<0.01), diabetes (30.8% vs. 16.4%;

P=0.02), and chronic renal failure (51.9% vs.

19.5%; P < 0.001).

Regarding the PH assessment at last
evaluation before COVID-19 diagnosis, the
deceased patients were more frequently in
NYHA FC III/IV and had lower 6 MWD and
Dico. Moreover, they more frequently had
an increase in BNP or NT-proBNP and
higher RAP. There was no difference in the
management of specific PH therapy between
deceased and alive patients. However,
deceased patients were less frequently
receiving anticoagulation therapy (42.3% vs.
59.1%; P=0.03).

In univariable logistic regression,
increasing age, male sex, comorbidities,
NYHA FC III/IV, and lower 6 MWD at last

evaluation were associated with higher
in-hospital mortality, whereas use of
anticoagulation was associated with lower
in-hospital mortality (Table 3). Multivariable
analyses were limited to a maximum of five
independent variables per model given 52
mortality events in the study population.
Only variables that were significant in
univariable analysis and had complete data
were considered. One multivariable model
was performed to assess the independent
associations between significant
demographic factors, NYHA FC III/IV, and
anticoagulation treatment with in-hospital
mortality (model A), and the other (model
B) assessed individual comorbidities with
in-hospital mortality. Because there was no
association between PH group and mortality,
PH group was not included in the
multivariable model. In model A, the odds
ratio of in-hospital death was 1.04 (95% CI,
1.00-1.07) for increasing age and was 2.46
(95% CI, 1.12-5.40) for male sex. NYHA FC
ITI/IV was not independently associated with
in-hospital mortality, and there was a trend

American Journal of Respiratory and Critical Care Medicine Volume 206 Number 5 | September 1 2022



35
Il In-hospital death

30 [ Patients discharged alive
["] Outpatients

25

Number of patients, n

Q N N
v v v 12 v v v
B’bq QQP @'b& ?Q& @‘b*‘ 5\}0 5&

Figure 2. Distribution of occurrence of coronavirus disease (COVID-19) in patients with

Q

Q

¥

¥
Qq

N N N N
&S H S P
(-OQ; (@) eO OQJ B,b

Q

precapillary pulmonary hypertension. Bars represent the number of patients diagnosed with
COVID-19 by month. Red bar: in-hospital deaths; dark blue bar: patients discharged alive;

light blue bar: outpatients.

toward lower odds of death for patients on
anticoagulation (odds ratio, 0.47; 95% CI,
0.21-1.02). In model B, the presence of
chronic respiratory disease and chronic renal
failure were independently associated with
in-hospital death, whereas other cardiac
diseases and systemic hypertension were not.
The addition of right atrial pressure and
elevated BNP or NT-proBNP did not change
the associations between comorbid

conditions and mortality (see Table E1 in the
online supplement).

Discussion

This is the first prospective study to describe
the clinical features and outcomes of patients
with precapillary PH diagnosed with
COVID-19. Among 211 patients with PH

diagnosed with COVID-19, we observed a
high rate of hospitalization (60%) and a high
rate of in-hospital mortality (41.3%). Those
who died were older, more likely to be male,
and had a greater number of comorbidities
and more severe PH than those who survived
a hospitalization for COVID-19.

The COVID-19 pandemic has had a
significant impact on overall and mental
health of all patients (17). Patients with PH
also reported a high degree of anxiety and
fears over the impact of lockdowns on their
care (18, 19). An estimated 2.9% of patients
in the French PH registry were diagnosed
with COVID-19, which is high considering
the strict public health measures in France.
To date, data on the outcomes of patients
with PH who contract COVID-19 are scarce.
Several case series described patients with
PAH who had favorable outcomes with
COVID-19 (20, 21). Because SARS-CoV-2
has detrimental effects on endothelial
function, it may be hypothesized the PAH
medications, which improve endothelial
function, could be protective (10-12).
However, our data do not support this
hypothesis. In the present study, we observed
a high in-hospital mortality rate of 41.3%
among patients with precapillary PH,
including a 23% in-hospital mortality among
those with group 1 PAH. The in-hospital
mortality of 41% for patients with PH is
more than double the overall estimated
in-hospital mortality of 18.8% due to

Table 3. Association between Prehospitalization Baseline Factors and In-Hospital Mortality (n=126)

Univariable Multivariable Model A Multivariable Model B
Odds P Odds P Odds P
Variables n Ratio 95% ClI Value Ratio 95% CI Value Ratio 95% CI Value
Age (per year) 126 1.04 1.01-1.07 0.012 104 1.00-1.07 0.044 — — —
Male sex — 2.42 1.16-5.07 0.019 2.46 1.12-540 0.025 — — —
PH diagnosis 126 — — — — — — — — —
Group 1 — — — — — — — — — —
Group 4 — 1.02 0.40-2.60 0.962 — — — — — —
Other — 1.94 0.85-4.46 0.117 — — — — — —
Chronic respiratory diseases 126 2.95 1.42-6.16  0.004 — — — 3.44 1.563-7.70 0.003
Systemic hypertension 126 2.03 0.99-4.18 0.05 — — — 1.54 0.68-3.50 0.30
Other cardiac diseases 126 2.53 1.21-5.28 0.014 — — — 2.21 0.98-4.98 0.055
Diabetes 126 1.90 0.83-4.36 0.13 — — — — — —
Chronic renal failure 126 3.62 1.68-7.8 0.001 — — — 2.65 1.14-6.17 0.024
NYHA FC HI/IV (vs. I/l) 126 2.35 1.12-4.88 0.022 1.86 0.84-4.10 0.12 — — —
6-min-walk distance >440 m 100 0.24 0.08-0.70 0.009 — — — — — —
Increased BNP or NT-proBNP 113 1.89 0.87-4.13 0.11 — — — — — —
Right atrial pressure (mm Hg) 120 1.05 0.99-1.11 0.14 — — — — — —
Anticoagulation 126 0.47 0.23-0.97 0.042 0.47 0.21-1.02  0.056 — — —

Definition of abbreviations: BNP = brain natriuretic peptide; Cl = confidence interval; NT-proBNP = N-terminal pro-brain natriuretic peptide;

NYHA = New York Heart Association; PH = pulmonary hypertension.
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COVID-19 in France (22, 23). In addition to
the deleterious effects of COVID-19 on the
pulmonary vasculature (24), there is a strong
relationship between right ventricular (RV)
dysfunction and death in all comers who are
hospitalized with COVID-19 (25). In a
systematic review and meta-analysis of 29
studies, the presence of RV dysfunction was
associated with a more than threefold
increased odds of all-cause mortality (25).
Markers of RV dysfunction are well-
established predictors of mortality in patients
with precapillary PH (26-30). On the basis of
elevated BNP or NT-proBNP concentrations,
RV dysfunction was present in
approximately half of patients with PH in
our study and was more frequent among
those who died in-hospital than those who
survived to discharge. Although the
association between elevated BNP or
NT-proBNP concentration at last evaluation
with in-hospital outcomes was not significant
in the univariable analysis, this may have
been owing to missing data for 10% of
patients or the interval between last
evaluations and COVID-19 admission,
which would not be reflective of RV function
at the time of COVID-19 infection. Of the
patients who developed clinical RV failure in
hospital, 84% had an elevated BNP or
NT-proBNP at their last evaluation. Thus,
the high prevalence of preexisting RV
dysfunction in patients with PH is likely an
important factor mediating COVID-19
outcomes.

Patients who died in our cohort were
also predominantly male. Male sex was
independently associated with in-hospital
mortality after adjustment for age, NYHA
FC, and use of anticoagulation. Although the
sex ratio is equal among confirmed
COVID-19 cases, male sex is a known risk
factor for mortality in COVID-19 (31, 32)
and is also an independent risk factor for
mortality in PAH (33). Male sex and RV
dilation were both independent predictors of
in-hospital death or need for ICU admission
in a multicenter study of more than 2,800
hospitalized patients with COVID-19 in
France (34). Hormonal factors and sex
differences in RV function and adaptation in
acute illness are interesting potential
explanations for sex disparities in outcomes
in COVID-19 that warrant further study. Of
note, PH group was not statistically
associated with prognosis in the univariate
analysis. Conversely, comorbidities,
including chronic respiratory disease,

580

systemic hypertension, cardiac disease, and
chronic renal failure, were associated with
prognosis in univariate and multivariate
analysis. These results confirm that the main
driven prognostic factor were the
comorbidities rather than PH group,
although we acknowledge that the presence
and severity of comorbidities may have
influenced the original classification of PH.
Nearly half of hospitalized patients were
admitted to an intensive care setting;
however, only 11% of patients required
invasive mechanical ventilation. This is
similar to the overall rates of invasive
ventilation for hospitalized patients reported
in other studies from the early months of the
pandemic (32, 35-37). A considerable
proportion of patients (24.2%) who were
hospitalized and nearly half of those who
died had documented limitations to care
escalation (e.g., do-not-resuscitate or do-not-
intubate orders). Because of the risks
associated with intubation and mechanical
ventilation in patients with PH, especially
those with RV dysfunction, this is typically
avoided, especially for older patients with PH
and those with severe PH. Certain
jurisdictions have recommended PH risk
stratification in critical care resource triage
during COVID-19 surges (38). In this study,
it mainly consists of limitation of intubation,
invasive ventilation, and/or cardiac
resuscitation in patients with severe
underlying diseases and severe COVID-19
with limited possibility of improvement. As
no recommendations have been proposed
regarding limitation of care in patients with
PH patients, current practice is a case-by-
case decision based on the severity of the
underlying diseases (PH and comorbidities)
and the severity of COVID-19 and its
possibility of recovery. The better
understanding of risk factors, prognostic
factors, and less invasive management (such
as high-flow nasal oxygen) of COVID-19
may have progressively changed the practice
of clinicians. This pandemic highlights the
importance of including discussions in future
guidelines on the advance care directives
limiting care for patients with PH.
Nevertheless, approximately one-third of
patients who were intubated (35.7%), half of
those on high-flow oxygen (51.1%), and one
of two who received ECMO survived. Thus,
in the absence of severe resource constraints
during a surge, critical care and advanced life
support measures should not be categorically
withheld for patients with PH who have a

reasonable chance of recovery or who may be
candidates for lung transplantation.

Approximately 54% of patients in our
study received corticosteroids, the
majority of whom were admitted after
September 1, 2020, as data on the efficacy
of dexamethasone for COVID-19 were
not published until July 2020 (39). There
was no difference in corticosteroid use
between those who died in hospital and
those who survived in our study. This is
not surprising, as the absolute risk
reduction in death with dexamethasone is
relatively small (2.8%), so it is unlikely we
would detect a small but important
difference in this study. Furthermore, 30%
of in-hospital deaths occurred in patients
with mild parenchymal abnormalities on
CT, suggesting that mortality was related
to PH in these cases, rather than the
severity of COVID-19.

Severe COVID-19 infection is
associated with pulmonary vascular
endothelialitis, thrombosis, and
coagulopathy (40, 41). In unselected patients
undergoing systematic CT pulmonary
angiogram imaging at the time of
hospitalization for COVID-19, the
prevalence of acute pulmonary embolism
was of 14.2% (95% CI, 7.5-20.8) (42, 43). A
recent meta-analysis reported a high risk of
venous thromboembolic event during
COVID-19 of 14.7%, which is even higher
among critically ill patients (23.2%) (44).
Although acute pulmonary embolism was
rare in our cohort (4% of hospitalized
patients), patients did not undergo
systematic CT pulmonary angiogram.
Baseline use of anticoagulation was also high
(55%), as it is indicated for patients with
CTEPH and often considered for patients
with idiopathic, heritable, or anorexigen-
induced PAH (9). Anticoagulation use may
influence the decision to order a CT
pulmonary angiogram in deteriorating
patients, so it is possible that acute
pulmonary embolism was underdiagnosed in
the anticoagulated group. Nevertheless,
anticoagulation use was higher among those
who survived to discharge than those who
died in hospital with a signal that
anticoagulation may be associated with better
in hospital outcomes. Some, but not all,
studies have suggested a benefit of
therapeutic anticoagulation in preventing
adverse outcomes from COVID-19,
particularly in noncritically ill patients
(45-47). Given the effects of COVID-19 on
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the pulmonary vasculature and poor RV
reserve of patients with PH, it is conceivable
that anticoagulation protected a considerable
number of patients from superimposed acute
pulmonary embolism and prevented
additional adverse outcomes. It would be
logical to consider a CT pulmonary
angiogram for all patients with PH
hospitalized for COVID-19, especially those
who are not anticoagulated, considering the
high prevalence of pulmonary embolism in
severe COVID-19.

This study was conducted before the
availability of COVID-19 vaccines.
Vaccination is important at the population
level to prevent severe COVID-19 outcomes
but is evidently critical for the PH population
who are at higher risk of severe illness and
death due to COVID-19. Our results
underscore the essential role of preventative
measures such as masking, physical
distancing, and vaccination for patients with
PH and those around them. We anticipate
that higher vaccination rates in France will
have a positive impact on COVID-19-related
outcomes among patients with PH going
forward. Other novel therapeutics, such as
monoclonal antibodies, also present an
opportunity for early treatment for these
high-risk patients, even if access is limited.

Strengths of this study include the
prospective and multicenter design and
systematic follow-up for in-hospital and
outpatient outcomes. We acknowledge
several limitations, such as the relatively low
proportion of patients who received
corticosteroids in this cohort, which is now
widespread for hypoxemic hospitalized
patients to reduce mortality. First, we cannot
exclude that mild or asymptomatic cases of
COVID-19 were underdiagnosed in our
cohort of patients with PH. However, large-
scale testing was deployed in France during
this period, and educational communications
to patients with rare diseases (including PH)
were widely disseminated. In our cohort,

2.7% of patients with PH were diagnosed
with COVD-19 during the first year of the
pandemic. During the same period, 5.61
million people were diagnosed with
COVID-19 in France, which represents 8.3%
of the entire population. As patients at high
risk, such as those with PH, followed stricter
protective and isolating measures than
general population, we can hypothesize that
we still captured a fairly complete collection
of COVID-19 cases. Second, a significant
proportion of patients had decisions made to
limit escalation to invasive critical care (e.g.,
intubation or cardiopulmonary
resuscitation), which was decided at the time
of diagnosis of the acute episode of
COVID-19. These decisions were made based
on the severity of COVID-19 and prognosis
of the underlying disease in discussion with
patients and families. Of note, this may
influence the very poor prognosis of
COVID-19 in patients with PH, but this
study reports the landscape of COVID-19 in
PH that clinicians are facing in real life.
Third, for this study, we reported the most
critical service (conventional wards or critical
care) in which the patient was managed
during this hospitalization. Management was
at the discretion of physicians, as no
guidelines were available for the management
of COVID-19 in patients with PH. Indeed,
the survey was not tailored to catch the
detailed care journey of the patient, and thus,
it is not possible to evaluate the impact of an
early intervention in ICU on outcomes.

In conclusion, patients with chronic
precapillary PH who contract COVID-19
have a high rate of hospitalization and
high rate of in-hospital mortality. Risk
factors for adverse outcomes in patients
with PH diagnosed with COVID-19
include older age, male sex, comorbidities,
and more severe PH. Anticoagulation was
the only background treatment associated
with lower mortality among hospitalized
patients.

Author disclosures are available with the
text of this article at www.atsjournals.org.
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