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Abstract

Over 80 Mio people worldwide live >2500m, including at least as many
patients with pulmonary vascular disease (PVD), defined as pulmonary
arterial or chronic thromboembolic pulmonary hypertension (PAH/CTEPH),
as elsewhere (estimated 0.1%o0). Whether PVD patients living at high altitude
have altered disease characteristics due to hypobaric hypoxia is unknown. In
a cross-sectional study conducted at the Hospital Carlos Andrade Marin in
Quito, Ecuador, located at 2840 m, we included 36 outpatients with PAH or
CTEPH visiting the clinic from January 2022 to July 2023. We collected data
on diagnostic right heart catheterization, treatment, and risk factors,
including NYHA functional class (FC), 6-min walk distance (6MWD), and
NT-brain natriuretic peptide (BNP) at baseline and at last follow-up. Thirty-
six PVD patients (83% women, 32 PAH, 4 CTEPH, mean + SD age 44 + 13
years, living altitude 2831 + 58 m) were included and had the following
baseline values: PaO, 8.2 + 1.6 kPa, PaCO, 3.9 + 0.5 kPa, SaO, 91 + 3%, mean
pulmonary artery pressure 53 + 16 mmHg, pulmonary vascular resistance
16 +4 WU, 50% FC 11, 50% FC III, 6MWD 472 + 118 m, BNP 490 + 823 ng/L.
Patients were treated for 1628 + 1186 days with sildenafil (100%), bosentan
(33%), calcium channel blockers (33%), diuretics (69%), and oxygen
(nocturnal 53%, daytime 11%). Values at last visit were: FC (II 75%, III
25%), 6MWD of 496+ 108m, BNP of 576 +5774ng/L. Compared to
European PVD registries, ambulatory PVD patients living >2500 m revealed
similar blood gases and relatively low and stable risk factor profiles despite
severe hemodynamic compromise, suggesting that favorable outcomes are
achievable for altitude residents with PVD. Future studies should focus on
long-term outcomes in PVD patients dwelling >2500 m.
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INTRODUCTION

In the absence of relevant lung disease, the two major
forms of precapillary pulmonary hypertension (PH)
are pulmonary arterial hypertension (PAH) and
chronic thromboembolic PH (CTEPH), summarized
as pulmonary vascular diseases (PVDs). Precapillary
PH is diagnosed by mean pulmonary artery pressure
(PAP) >20 mmHg, pulmonary artery wedge pressure
(PAWP) <15mmHg, and pulmonary vascular resist-
ance (PVR) >2 WU.! The cardinal symptom of PVD is
dyspnea on exertion, which may severely impair
quality of life. Patients with PVD reveal exercise and
sleep aggravated arterial hypoxemia, which worsens in
a hypoxic environment at high altitude.””” Over the
last two decades, medical drug combination and in
selected CTEPH patients surgical or interventional
therapies have become increasingly available for
patients with PVD, particularly in higher income
countries with economies that offer these advanced
therapies, and have resulted in improved exercise
performance, quality of life and outcome.® "'

Over 80 Mio people worldwide live permanently at
an altitude of over 2500 m in cities or rural mountain
regions and are thus exposed to hypobaric hypoxia
with lower inspiratory oxygen pressures.'” This may
lead to chronic altitude dwelling-associated diseases,
such as chronic mountain sickness (CMS) or, more
rarely, high-altitude pulmonary hypertension.'>'*
However, the vast majority of people who were born
and live at moderate to high altitude between
2500 and 3500 m have no relevant altitude-related
health problems and feel subjectively well, despite a
higher prevalence of sleep-disordered breathing and
comparatively increased PAP.'*'® The prevalence
of PVD defined as PAH or CTEPH is estimated to be
around 100/Mio population at low altitude, and is
presumably at least as high among the millions of
people living >2500 m.*'” However, little is known
about the impact of living at high altitude (> 2500 m)
on symptoms, exercise capacity, and pulmonary
hemodynamics in PVD patients.

The aim of the present study is therefore to
investigate baseline characteristics and risk factor pro-
files of prevalent ambulatory patients with PVD who
were born and live permanently at an altitude of >2500
in Ecuador.

METHODS

Thirty-six patients with PVD living permanently at an
altitude of >2500m in Ecuador who were ambulatory
and were last treated for their PVD at the Hospital Carlos
Andrade Marin in Quito between January 2022 and July
2023 were eligible for this cross-sectional study. All
patients are regularly followed at the Hospital Carlos
Andrade Marin in Quito and gave informed consent to be
screened for a prospective trial approved by the ethical
review board in Quito (Nr. PI-2023-0015) and have their
data registered. Patients were included if they were
diagnosed with precapillary PH by right heart catheteri-
zation according to current guidelines® with mPAP
>20 mmHg, PAWP <15mmHg, and PVR >2 WU and
classified as PAH or CTEPH.

Patients were excluded if they had evidence of any
other PH group including PH due to relevant heart- or
lung disease (left ventricular ejection fraction [LVEF]
<50%, forced expiratory volume in 1s [FEV1] or forced
vital capacity [FVC] <70% predicted), Eisenmenger
syndrome due to uncorrected ventricular septal defects,
erythrocytosis indicative for CMS (defined as hemoglobin
>19g/dL in women, >21g/dL in men), other severe
illness requiring chronic therapy, or severe disability.

At the time of PVD diagnosis, the following parame-
ters were recorded: age, gender, height, weight, body mass
index, classification of PH, hemodynamics by right heart
catheterization (mPAP, cardiac output, PVR, PAWP, and
right atrial pressure), arterial oxygen saturation by pulse
oximetry (SpO,), arterial blood gases (pH, SaO,, PaO,, and
PaCO,), pulmonary function tests (FEV1 and FVC), 6-min
walk distance (6MWD), data of echocardiography includ-
ing LVEF, systolic PAP, tricuspid annular plane systolic
excursion, and NT-pro-brain natriuretic peptide (BNP).
Follow-up (FU) time, maximal PH-targeted therapy
during FU and last visit data on functional class,
6MWD, and systolic PAP by echocardiography were
noted. The risk group, according to the comprehensive
three-strata risk assessment proposed in the latest PH
guidelines, was calculated for baseline data, and the
simplified four-risk strata were calculated for data from
baseline and last follow-up.®

Outcomes are presented as mean =+ standard deviation
(SD) or numbers (%) as appropriate and mean difference
and 95% confidence interval (CI). Exploratory statistics
were calculated by paired ¢ test and chi-square test.
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RESULTS
Patient population

Thirty-six PVD patients (mean +SD)—age 44 +13
years, 30 (83%) females, 32 (89%) PAH, 4 (11%)
CTEPH—fulfilling the inclusion criteria were identi-
fied. Patients had their baseline diagnostic right heart
catheterization between November 2011 and July 2023
(see Table 1 for baseline characteristics). All patients
were treated with a PDE-5 inhibitor, 12 (33%)
combined with an endothelin receptor antagonist
(ERA), and 13 (36%) combined with a calcium channel
blocker (CCB). Additional therapies consisted of
nocturnal oxygen therapy in 23 (64%), long-term
oxygen therapy in 4 (11%), diuretics in 25 (69%), and
oral anticoagulation in 22 (61%) over a mean follow-up
of 1628 + 1186 days (4.5 + 3.2 years) (Table 2).

Baseline values

PVD patients had severely impaired hemodynamics at
the diagnostic right heart catheterization with a mPAP
of 53 + 16 mmHg, a PVR of 16 + 4 WU, a cardiac output
0of 3.2+ 1.9 L/min, a PAWP of 11 + 5mmHg, and a RAP
of 12+4 mmHg. Arterial blood gases at room air at
2840 m showed a mean arterial SO, of 90+ 6%, a
PaO, of 62+ 12 mmHg, and a PaCO, of 29 + 4 mmHg.
According to the three-strata risk assessment, most
patients (26, 72%) were in the intermediate risk class,
corresponding to a 1-year mortality risk of 5%-20%,
whereas 1 patient (3%) was in the low-risk class, and
9 patients (25%) were in the high-risk class with
an estimated 1-year mortality >20% (Table 3).
Main characteristics were comparable between the
30 women and 6 men (age 45+ 13 and 38 + 16 years,
mPAP 52+16 and 55+ 15mmHg, PVR 16 +9 and
14+ 7 WU, 6MWD 461 +122 and 527 +80m, func-
tional class II/III in % 46/54 and 66/34, respectively)
and also between the 32 PAH and the 4 CTEPH
patients (age 45+ 14 and 39 + 8 years, mPAP 53 + 16
and 50 + 11 mmHg, PVR 16 + 9 and 14 + 4 WU, 6MWD
472+ 123 and 475+68m, functional class II/III
50/50 and 50/50%, females/males 87/13 and 50/50%,
respectively).

Last visit and change during follow-up

Results of 6MWD test, echocardiography, and BNP at
baseline and the last visit of on average 4.5 + 2.3 years of

Open Access

TABLE 1 Baseline characteristics.

Number (%) or
Baseline characteristics mean + SD
Number of patients 36

Sex (f/m), n (%) 30/6 (83/7)

Mean living altitude, m 2831 + 58
Age, years 44 +13
Height, cm 155+9
Weight, kg 63 + 20
Body mass index, kg/m? 26+9
WHO functional class, n (%)
1T 18 (50)
111 18 (50)
Pulmonary vascular disease classification
Pulmonary arterial 32 (89)
hypertension, n (%)
Idiopathic/hereditary 24 (70)
Associated with 2 (6)
connective tissue disease
Associated with 6 (20)
congenital heart disease
Chronic thromboembolic 4 (11)

pulmonary hypertension,
n (%)

Baseline hemodynamics by right heart catheterization

Mean pulmonary artery 53+16

pressure, mmHg

Right atrial 12+4

pressure, mmHg

Cardiac output, 32+19

L/min

Cardiac index, L/min/m? 20+14

Pulmonary artery wedge 11+3.3

pressure, mmHg

Pulmonary vascular 16 +4

resistance, WU

Arterial blood gases on ambient air at 2840 m

Sa0,, % 91+3

Pa0,, kPa (mmHg) 82+1.6
(62 +12)

PaCO,, kPa (mmHg) 3.94+0.5 (29 +4)

pH 7.43 +£0.03

HCO3;—, mmol/L 19.4 +2.8

Hemoglobin, g/dL 16.0 +2.3
(Continues)
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TABLE 1 (Continued)

Number (%) or

Baseline characteristics mean + SD
Spirometry
FEV,, % predicted 92+13
FVC, % predicted 96 + 14
Comprehensive risk 1.8+0.4

assessment average score of
the three-strata model

Low/intermediate/high 1/26/9 (3/72/25)

Note: Data are given as number (%) or mean =+ SD.

Abbreviations: DLCO, diffusion lung capacity for carbon monoxide; FEV1,
forced expiratory volume in one second; FVC, forced vital capacity; HCO;—,
arterial bicarbonate; PaCO,, arterial partial pressure of CO,; PaO,, arterial
partial pressure of oxygen; PH, pulmonary hypertension; SaO,, arterial
oxygen saturation; TLC, total lung capacity.

TABLE 2 Characteristics at last visit.

Follow-up (FU) time and Number (%) or

medication at last visit mean + SD
Time elapsed since diagnostic 1628 + 1186
right heart catheterization, (4.5+2.3)
days (years)

Phosphodiesterase inhibitors 36 (100)
(sildenafil)

Endothelin receptor agonists 12 (33)
(bosentan or macitentan)

Calcium channel blockers 13 (36)
Diuretics 25 (69)
Oral anticoagulation therapy 22 (61)
Supplemental oxygen therapy 23 (64)
Nocturnal 19 (53)
Nocturnal and daytime 4 (11)

Note: Data are given as number (%) or mean =+ SD.

follow-up are shown in Table 3. While functional class
improved (FC II vs. III chi-square p < 0.001), most other
risk assessment parameters were similar at the last visit
of FU compared to baseline (Table 3). However, the four-
strata risk group distribution improved with 47%
and 89% being in the low-risk or low-to-intermediate
low-risk group at follow-up compared to 33% and 75%
(low-risk vs. non-low-risk chi-square p = 0.04), respec-
tively (Table 3). The changes in the four-strata risk
assessment from diagnosis to last visit are shown in
Figure 1. Systolic PAP slightly improved and the resting
heart rate decreased, whereas none of the other
parameters significantly deteriorated.

DISCUSSION

This cross-sectional study describes for the first time a
cohort of ambulatory, prevalent patients with PVD
classified as PAH (Group 1) or CTEPH (Group 4)
according to the latest guidelines who permanently live
>2500 m (mean living altitude 2831 + 58 m) in Ecuador
and were regularly followed in the national PVD
reference center of the Hospital Carlos Andrade Marin.
The cohort included mainly patients with typical PAH
reflected by the high percentage of women (83%) and
the comparable young mean age (44 +13years), in
accordance with cohorts included in randomized-
controlled trials investigating drug efficacy in PAH or
a PAH-registry in high-income countries.'®'” Despite
severely compromised hemodynamics at baseline, these
patients were in an intermediate- to low-risk class with
75% being in FC II and having a mean 6MWD of
496 +108 m."®'? Of interest, the average PaO, in this
group of PVD patients permanently living >2500 m was
8.2+ 1.6kPa and thus within the limits expected for
healthy newcomers at a similar altitude and comparable
to PVD patients living at low altitude, according to the
Swiss registry.'®2°

It is estimated that 1% of the global population suffers
from PH, with the vast majority being classified as having
PH associated with left heart or chronic lung disease.'’
The prevalence of PVD classified as PAH or CTEPH is
much lower and can roughly be estimated to be again up
to 1% of the PH population, which would correspond to
0.01% or 100/Mio. Based on registry data from PVD
lowlanders.”’ With the assumption of an at least equal
prevalence of PVD at high altitude, this would mean that
in Ecuador in the Quito area with an estimated
population of 4 Mio, this would result in roughly 400
patients with PVD classified as PAH or CTEPH, who are
born and live permanently at around 2800 m of high
altitude. However, local prevalence might differ depend-
ing on socioeconomic factors, the availability of health
care systems that allow diagnosis and treatment of PVD
and different prevalence of PVD-associated conditions
such as connective tissue disease, congenital heart
disease, infections (HIV, Schistosomiasis).'” The defini-
tion of PH at high altitude has not yet been clarified. An
expert consensus from 2005 suggests to use an mean PAP
threshold of >30 mmHg at HA, which is higher than
25 mmHg as suggested since the first world PH sympo-
sium 1968 and the 20 mmHg recommended in the latest
guidelines."* In a meta-analysis of apparently healthy
men living between 3600 and 5050 m, the systolic PAP
assessed as tricuspid regurgitation pressure gradient
without adding right atrial pressure was 25.3 mmHg
(CI 24.0-26.7) and thus only slightly higher compared to
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TABLE 3 Main risk factor profiles at baseline and last visit.

WHO functional class, n (%)
I
II1
Mean WHO functional class, n (%)
BNP, ng/dL
6-min walk test
6-min walk distance, m
SpO, at rest, %
SpO, at end walk, %
Heart rate rest, bpm
Heart rate end walk, bpm
Echocardiography
Systolic pulmonary artery pressure, mmHg
Tricuspid annular plane systolic excursion, mm
Left ventricular ejection fraction, %

Risk classes according to guidelines

Average four-risk strata including FC, 6MWD, and NT-proBNP

Low/intermediate-low/intermediate-high/high

At diagnosis

18 (50)

18 (50)
2.50 +0.51
490 + 823

472 +£118
93+3
85+7
7511
120 +18

8325
19 + 04
67 +07

1.7+0.7
12/15/9/0

Pulmonary Circulation

Open Access

At last visit Mean difference (CI) p Value

27 (75)

9 (25) <0.001*
2254044  —0.26 (=0.51 to 0.00) 0.051
576 + 774 257 (=34 to 479) 0.102
496 + 108 35 (=6 to 77) 0.011
94 +3 1.22 (—=0.33 to 2.77) 0.134
85+7 0.85 (—1.48 to 3.48) 0.480
70 £ 10 —5.1 (=9.5 to —0.7) 0.033
125 + 20 4.7 (4.3 to 13.8) 0.311
78 +21 —6 (12 to 0) 0.053
18 +05 —0.8 (2.0 to 0.4) 0.185
65+ 05 —2(=5t01) 0.186
1.5+0.5 —0.3 (—0.52 to 0.01) 0.468
17/15/4/0 0.04%*

Note: Data are given as number (%) or mean + SD.

Abbreviations: FC, functional class; NT-proBNP, N-terminal pro-B-type natriuretic peptide’ SpO,, pulse oximetric oxygen saturation; 6 MWD, 6-min walk distance.

*FC 1II versus FC III.

**low versus non-low-risk group.
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FIGURE 1 Alluvial plot demonstrating the change in the four-strata risk assessment from the time of diagnosis to the last follow-up.
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healthy low-altitude controls (average 18.6 mmHg) and
Kyrgyz men and women who permanently live around
3000 m revealed a systolic PAP of 30 + 10 mmHg with a
PVR as estimated by echocardiography of 2.8 WU.'>
Regarding the much higher PVR and PAP, it is clear that
the present collective suffers from PVD and can be
clearly distinguished from healthy highlanders, as high-
lighted above.

However, compared with low-altitude PVD collec-
tives, as described in the French, Compera, Swiss, or
REVEAL registry, the presently described PVD patients
have more severely compromised hemodynamics with a
baseline mPAP of 53 + 16 mmHg and a PVR of 16 +4
WU.'®2272* For comparison, the latest analysis of the
Swiss PVD registry has shown a baseline mPAP of
41 + 11 mmHg and a PVR of 7+ 4 WU.'® This might be
due to (1) initial diagnosis in a more advanced course of
the disease, (2) predominantly “typical” PAH patients in
this cohort (supported by the fact that the present
collective encompasses 83% women), (3) exclusion of
patients with comorbidities, which tend to have less
impaired hemodynamic profiles compared to typical
PAH, and (4) measurement discrepancies, or last but
not least a potentially aggravated hemodynamic profile in
a hypoxic environment at high altitude.>>* Of interest,
the described PVD collective had a PaO, in the range of
what would be expected from healthy newcomers at a
comparable altitude and similar or only slightly below a
level as expected from recent low-altitude PVD collec-
tives. The PaCO, was with 3.9 +0.5 slightly below the
lower boundary of a 90% confidence interval as found in
healthy newcomers to altitude, indicating the known
relative hyperventilation in PVD."®2%2°

With regard to the severely compromised hemo-
dynamic profile, the present PVD collective revealed a
favorable risk factor profile as assessed by FC, 6MWD,
and BNP at the time of the diagnoses and unchanged or
even better (FC) at the last follow-up. At follow-up on
drug mono- or combination therapy and supportive
treatments such as nocturnal oxygen and diuretics,
almost 90% of the patients were in the low- or
intermediate- to low-risk group according to the four-
strata risk assessment, and this is even better than in low-
altitude residents with PAH as described in the latest
COMPERA analysis.”” We are aware that this may be due
to a positive selection of ambulatory prevalent patients
(survivors), as we did not have the chance to identify
severely ill, non-ambulatory patients in FC IV yet or
patients who died. Future analyses of a broader altitude
PVD cohort are planned. But despite this limitation, we
feel that it is of high interest for physicians involved in
the treatment of PVD and PVD patients living at all
altitudes that favorable outcomes can be achieved for

PVD patients who are born and permanently live
>2500 m. The result of sustained 6MWD and low-risk
group profiles despite severely impaired hemodynamics
in patients with PVD living at altitude was also evident in
another cohort study, which, however, only examined
patients living at moderate altitude around 1200 m and
these authors suggested the existence of a high-altitude
phenotype in PAH.*® In the present study, it is
noteworthy that these favorable outcomes could be
achieved in a country with a relatively weaker economy
where health authorities may not be able to finance
expensive combination therapies. All patients included
were treated with sildenafil; one third received a PH-
targeted combination therapy with Bosentan and another
third had a CCB in addition to sildenafil. The proportion
of patients treated with combination therapy is lower
due to socioeconomic reasons compared to other
registries."®*’ To date, it is unfortunately not possible
to perform vasodilator testing during right heart cathe-
terization in Quito, due to the lack of equipment, drugs
and time constraints in the catheter laboratory.®*° Thus,
treating physicians must monitor the clinical response to
the relatively inexpensive CCB and continue or change
treatment accordingly. Therefore, we cannot exclude that
part of the present PVD-collective at high altitude are
CCB responders. However, we assume that this is not the
majority, because echocardiographically determined sys-
tolic PAP and other hemodynamic parameters were
similar at baseline and follow-up. In addition, 53%
received nocturnal oxygen therapy, 11% even all-day
oxygen therapy, which is comparably high for patients in
favorable low- or intermediate- to low-risk classes,
intended to reduce a potential additive hypoxia-induced
vasoconstrictive challenge to the pulmonary vasculature
in these PVD patients.*

Limitations to be considered as mentioned above are
a selection bias of relatively fit, ambulatory PVD patients,
some of whom potentially being vasodilator responders,
the impossibility of systematically including all PH
patients, ambulatory or stationary, with and without
the possibility of right heart catheterization (as some
patients with very severe disease may not even make it to
be catheterized). We could not report on potential
patients who had died in recent years, as this would
have been out of the possibilities for the present report
due to time and funding constraints, but we hope to do so
in the near future. Ventilation perfusion scans or dual-
energy thoracic CTs were not available and thus, the
diagnosis of CTEPH relied upon pulmonalis-angiography
performed during the diagnostic right heart catheteriza-
tion. Therefore, we cannot exclude that some distal
CTEPH patients are misclassified as PAH. Despite these
limitations, we are convinced that the publication of this
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cohort of PVD patients born and permanently living at an
altitude of around 2800 m advances knowledge in the
field.

We can conclude that ambulatory patients with PVD
living permanently at >2500m of altitude have a
favorable risk factor profile and long-term outcome
despite severely compromised hemodynamics while
being treated with vasodilator therapies and that they
resemble patients with so-called typical PAH. Future
studies will focus on more comprehensive data on PVD
patients living at high altitude including patients in FC
IV, long-term, and mortality data.

AUTHOR CONTRIBUTIONS

Contribution to the concept or design of the work: all
authors. Acquisition, analysis, or interpretation of data:
all authors. Drafted the article: SU, revised article
critically for important intellectual content: all authors.
Approved the version to be published: all authors.

ACKNOWLEDGMENTS

This research received no specific grant from any
funding agency in the public, commercial, or not-for-
profit sectors.

CONFLICT OF INTEREST STATEMENT
The authors declare no conflict of interest.

ETHICS STATEMENT

The study was approved by the Human Research Ethics
Committee of the Hospital de Especialidades Carlos
Andrade Marin (PI-2023-0015).

ORCID

Rodrigo Hoyos ® http://orcid.org/0000-0003-3751-3531
Mona Lichtblau © http://orcid.org/0000-0003-4485-1758
Esther Irene Schwarz © http://orcid.org/0000-0001-
8840-981X

REFERENCES

1. Humbert M, Kovacs G, Hoeper MM, Badagliacca R,
Berger RMF, Brida M, Carlsen J, Coats AJS, Escribano-
Subias P, Ferrari P, Ferreira DS, Ghofrani HA,
Giannakoulas G, Kiely DG, Mayer E, Meszaros G,
Nagavci B, Olsson KM, Pepke-Zaba J, Quint JK,
Radegran G, Simonneau G, Sitbon O, Tonia T,
Toshner M, Vachiery JL, Vonk Noordegraaf A,
Delcroix M, Rosenkranz S, ESC/ERS Scientific Document
Group. 2022 ESC/ERS Guidelines for the diagnosis and
treatment of pulmonary hypertension. Eur Respir J. 2022;
43(38):3618-731.

2. Ulrich S, Fischler M, Speich R, Bloch KE. Sleep-related
breathing disorders in patients with pulmonary hypertension.
Chest. 2008;133:1375-80.

10.

11.

Pulmonary Circulation

Open Access

Ulrich S, Keusch S, Hildenbrand FF, Lo Cascio C, Huber LC,
Tanner FC, Speich R, Bloch KE. Effect of nocturnal oxygen
and acetazolamide on exercise performance in patients with
pre-capillary pulmonary hypertension and sleep-disturbed
breathing: randomized, double-blind, cross-over trial. Eur
Heart J. 2015;36:615-23.

Ulrich S, Hasler ED, Saxer S, Furian M, Miiller-Mottet S,
Keusch S, Bloch KE. Effect of breathing oxygen-enriched air
on exercise performance in patients with precapillary pulmo-
nary hypertension: randomized, sham-controlled cross-over
trial. Eur Heart J. 2017;38:1159-68.

Schneider S, Lichtblau M, Furian M, Mayer L, Berlier C,
Miiller J, Saxer S, Schwarz E, Bloch K, Ulrich S. Cardiorespi-
ratory adaptation to short-term exposure to altitude vs.
normobaric hypoxia in patients with pulmonary hypertension.
J Clin Med. 2022;11:2769.

Schneider SR, Mayer LC, Lichtblau M, Berlier C, Schwarz EI,
Saxer S, Furian M, Bloch KE, Ulrich S. Effect of normobaric
hypoxia on exercise performance in pulmonary hypertension.
Chest. 2021;159:757-71.

Schneider SR, Mayer LC, Lichtblau M, Berlier C, Schwarz EI,
Saxer S, Tan L, Furian M, Bloch KE, Ulrich S. Effect of a day-
trip to altitude (2500 m) on exercise performance in
pulmonary hypertension: randomised crossover trial. ERJ
Open Res. 2021;7(4):00314-2021.

Humbert M, Kovacs G, Hoeper MM, Badagliacca R,
Berger RMF, Brida M, Carlsen J, Coats AJS, Escribano-
Subias P, Ferrari P, Ferreira DS, Ghofrani HA,
Giannakoulas G, Kiely DG, Mayer E, Meszaros G,
Nagavci B, Olsson KM, Pepke-Zaba J, Quint JK,
Radegran G, Simonneau G, Sitbon O, Tonia T, Toshner M,
Vachiery JL, Vonk Noordegraaf A, Delcroix M,
Rosenkranz S, Schwerzmann M, Dinh-Xuan AT, Bush A,
Abdelhamid M, Aboyans V, Arbustini E, Asteggiano R,
Barbera JA, Beghetti M, Celutkiené J, Cikes M, Condliffe R,
de Man F, Falk V, Fauchier L, Gaine S, Galié N, Gin-Sing
W, Granton J, Griinig E, Hassoun PM, Hellemons M,
Jaarsma T, Kjellstrom B, Klok FA, Konradi A, Koskinas KC,
Kotecha D, Lang I, Lewis BS, Linhart A, Lip GYH,
Lochen ML, Mathioudakis AG, Mindham R, Moledina S,
Naeije R, Nielsen JC, Olschewski H, Opitz I, Petersen SE,
Prescott E, Rakisheva A, Reis A, Risti¢ AD, Roche N,
Rodrigues R, Selton-Suty C, Souza R, Swift AJ, Touyz RM,
Ulrich S, Wilkins MR, Wort SJ. 2022 ESC/ERS Guidelines
for the diagnosis and treatment of pulmonary hypertension.
Eur Heart J. 2022;43:3618-731.

Gali¢ N, Channick RN, Frantz RP, Griinig E, Jing ZC,
Moiseeva O, Preston IR, Pulido T, Safdar Z, Tamura Y,
McLaughlin VV. Risk stratification and medical therapy of
pulmonary arterial hypertension. Eur Respir J. 2019;53:
1801889.

Kim NH, Delcroix M, Jais X, Madani MM, Matsubara H,
Mayer E, Ogo T, Tapson VF, Ghofrani HA, Jenkins DP. Chronic
thromboembolic pulmonary hypertension. Eur Respir J.
2019;53:1801915.

Ulrich S, Fischler M, Speich R, Popov V, Maggiorini M.
Chronic thromboembolic and pulmonary arterial hyper-
tension share acute vasoreactivity properties. Chest. 2006;130:
841-6.


http://orcid.org/0000-0003-3751-3531
http://orcid.org/0000-0003-4485-1758
http://orcid.org/0000-0001-8840-981X
http://orcid.org/0000-0001-8840-981X

8 of 9

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

HOYOS Ert AL.

Pulmonary Circulation

Open Access

Tremblay JC, Ainslie PN. Global and country-level estimates
of human population at high altitude. Proc Natl Acad Sci U S A.
2021;118(18):€2102463118.

Leén-Velarde F, Maggiorini M, Reeves JT, Aldashev A,
Asmus I, Bernardi L, Ge RL, Hackett P, Kobayashi T,
Moore LG, Penaloza D, Richalet JP, Roach R, Wu T,
Vargas E, Zubieta-Castillo G, Zubieta-Calleja G. Consensus
statement on chronic and subacute high altitude diseases.
High Alt Med Biol. 2005;6:147-57.

Latshang TD, Furian M, Aeschbacher SS, Ulrich S,
Osmonov B, Mirrakhimov EM, Isakova J, Aldashev AA,
Sooronbaev TM, Bloch KE. Association between sleep apnoea
and pulmonary hypertension in Kyrgyz highlanders. Eur
Respir J. 2017;49:1601530.

Lichtblau M, Saxer S, Furian M, Mayer L, Bader PR,
Scheiwiller PM, Mademilov M, Sheraliev U, Tanner FC,
Sooronbaev TM, Bloch KE, Ulrich S. Cardiac function and
pulmonary hypertension in Central Asian highlanders at 3250 m.
Eur Respir J. 2020;56:1902474.

Soria R, Egger M, Scherrer U, Bender N, Rimoldi SF.
Pulmonary artery pressure and arterial oxygen saturation
in people living at high or low altitude: systematic review
and meta-analysis. J Appl Physiol (1985). 2016;121(5):
1151-9.

Hoeper MM, Humbert M, Souza R, Idrees M, Kawut SM,
Sliwa-Hahnle K, Jing ZC, Gibbs JSR. A global view of
pulmonary hypertension. Lancet Respir Med. 2016;4:
306-22.

Appenzeller P, Lichtblau M, Berlier C, Aubert JD, Azzola A,
Fellrath JM, Geiser T, Lador F, Pohle S, Opitz I,
Schwerzmann M, Stricker H, Tamm M, Saxer S, Ulrich S.
Disease characteristics and clinical outcome over two decades
from the Swiss pulmonary hypertension registry. Pulm Circ.
2022;12:12001.

Boucly A, Weatherald J, Humbert M, Sitbon O. Risk
assessment in pulmonary arterial hypertension. Eur Respir J.
2018;51:1800279.

Forrer A, Gaisl T, Sevik A, Meyer M, Senteler L, Lichtblau M,
Bloch KE, Ulrich S, Furian M. Partial pressure of arterial
oxygen in healthy adults at high altitudes: a systematic
review and meta-analysis. JAMA Netw Open. 2023;6:
€2318036.

Leber L, Beaudet A, Muller A. Epidemiology of pulmonary
arterial hypertension and chronic thromboembolic pulmo-
nary hypertension: identification of the most accurate
estimates from a systematic literature review. Pulm Circ.
2021;11:1-12.

Boucly A, Weatherald J, Savale L, Jais X, Cottin V, Prevot G,
Picard F, de Groote P, Jevnikar M, Bergot E, Chaouat A,
Chabanne C, Bourdin A, Parent F, Montani D, Simonneau G,
Humbert M, Sitbon O. Risk assessment, prognosis and
guideline implementation in pulmonary arterial hypertension.
Eur Respir J. 2017;50:1700889.

Hoeper MM, Dwivedi K, Pausch C, Lewis RA, Olsson KM,
Huscher D, Pittrow D, Griinig E, Staehler G, Vizza CD,
Gall H, Distler O, Opitz C, Gibbs JSR, Delcroix M,
Park DH, Ghofrani HA, Ewert R, Kaemmerer H,

24.

25.

26.

27.

28.

29.

Kabitz HJ, Skowasch D, Behr J, Milger K, Lange TJ,
Wilkens H, Seyfarth HJ, Held M, Dumitrescu D,
Tsangaris I, Vonk-Noordegraaf A, Ulrich S, Klose H,
Claussen M, Eisenmann S, Schmidt KH, Swift AJ,
Thompson AAR, Elliot CA, Rosenkranz S, Condliffe R,
Kiely DG, Halank M. Phenotyping of idiopathic pulmonary
arterial hypertension: a registry analysis. Lancet Respir
Med. 2022;10:937-48.

Benza RL, Kanwar MK, Raina A, Scott JV, Zhao CL, Selej M,
Elliott CG, Farber HW. Development and validation of an
abridged version of the REVEAL 2.0 risk score calculator,
REVEAL Lite 2, for use in patients with pulmonary arterial
hypertension. Chest. 2021;159:337-46.

Hoeper MM, Pausch C, Griinig E, Klose H, Staehler G,
Huscher D, Pittrow D, Olsson KM, Vizza CD, Gall H,
Benjamin N, Distler O, Opitz C, Gibbs JSR, Delcroix M,
Ghofrani HA, Rosenkranz S, Ewert R, Kaemmerer
H, Lange TJ, Kabitz HJ, Skowasch D, Skride A,
Jureviciene E, Paleviciute E, Miliauskas S, Claussen M,
Behr J, Milger K, Halank M, Wilkens H, Wirtz H, Pfeuffer-
Jovic E, Harbaum L, Scholtz W, Dumitrescu D, Bruch L,
Coghlan G, Neurohr C, Tsangaris I, Gorenflo M, Scelsi L,
Vonk-Noordegraaf A, Ulrich S, Held M. Idiopathic pulmo-
nary arterial hypertension phenotypes determined by
cluster analysis from the COMPERA registry. J Heart
Lung Transplant. 2020;39:1435-44.

Mueller-Mottet S, Stricker H, Domeninghetti G, Azzola A,
Geiser T, Schwerzmann M, Weilenmann D, Schoch O,
Fellrath JM, Rochat T, Lador F, Beghetti M, Nicod L,
Aubert JD, Popov V, Speich R, Keusch S, Hasler E,
Huber LC, Grendelmeier P, Tamm M, Ulrich S. Long-term
data from the Swiss pulmonary hypertension registry.
Respiration. 2015;89:127-40.

Rosenkranz S, Pausch C, Coghlan JG, Huscher D,
Pittrow D, Griinig E, Staehler G, Vizza CD, Gall H,
Distler O, Delcroix M, Ghofrani HA, Ewert R, Kabitz HIJ,
Skowasch D, Behr J, Milger K, Halank M, Seyfarth HJ,
Held M, Scelsi L, Neurohr C, Vonk-Noordegraaf A,
Ulrich S, Klose H, Claussen M, Eisenmann S,
Schmidt KH, Remppis BA, Skride A, Jureviciene E,
Gumbiene L, Miliauskas S, Loffler-Ragg J, Lange TJ,
Olsson KM, Hoeper MM, Opitz C. Risk stratification and
response to therapy in patients with pulmonary arterial
hypertension and comorbidities: a COMPERA analysis.
J Heart Lung Transplant. 2023;42(1):102-14.

Fakhri S, Hannon K, Moulden K, Peterson R, Hountras
P, Bull T, Maloney J, De Marco T, Ivy D, Thenappan
T, Sager JS, Ryan JJ, Mazimba S, Hirsch R, Chakinala M,
Shlobin O, Lammi M, Zwicke D, Robinson J, Benza
RL, Klinger J, Grinnan D, Mathai S, Badesch D. Residence
at moderately high altitude and its relationship with
WHO Group 1 pulmonary arterial hypertension symptom
severity and clinical characteristics: the Pulmonary
Hypertension Association Registry. Pulm Circ. 2020;10:
1-8.

Sitbon O, Humbert M, Jais X, Ioos V, Hamid AM,
Provencher S, Garcia G, Parent F, Hervé P, Simonneau G.



PULMONARY CIRCULATION

9 of 9

30.

Long-term response to calcium channel blockers in idio-
pathic pulmonary arterial hypertension. Circulation. 2005;
111:3105-11.

Ulrich S, Saxer S, Hasler ED, Schwarz EI, Schneider SR,
Furian M, Bader PR, Lichtblau M, Bloch KE. Effect of
domiciliary oxygen therapy on exercise capacity and
quality of life in patients with pulmonary arterial or
chronic thromboembolic pulmonary hypertension: a ran-
domised, placebo-controlled trial. Eur Respir J. 2019;
54:1900276.

Pulmonary Circulation

Open Access

How to cite this article: Hoyos R, Lichtblau M,
Cajamarca E, Mayer L, Schwarz EI, Ulrich S.
Characteristics and risk profiles of patients with
pulmonary arterial or chronic thromboembolic
pulmonary hypertension living permanently at
>2500 m of high altitude in Ecuador. Pulm Circ.
2024;14:e12404. https://doi.org/10.1002/pul2.12404


https://doi.org/10.1002/pul2.12404

	Characteristics and risk profiles of patients with pulmonary arterial or chronic thromboembolic pulmonary hypertension living permanently at >2500m of high altitude in Ecuador
	INTRODUCTION
	METHODS
	RESULTS
	Patient population
	Baseline values
	Last visit and change during follow-up

	DISCUSSION
	AUTHOR CONTRIBUTIONS
	ACKNOWLEDGMENTS
	CONFLICT OF INTEREST STATEMENT
	ETHICS STATEMENT
	ORCID
	REFERENCES




