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Aim: Elevated pulmonary artery pressure (ePAP) in response to high-altitude hypoxia
is a critical physiopathological factor in the hypoxic adaptation that may lead to high-
altitude pulmonary edema in the acute phase or high-altitude pulmonary hypertension
in the long term. However, the sea-level predictors of risk factors for altitude-induced
ePAP have not been examined. Thus, we aimed to identify the baseline systemic blood
predictors of ePAP after acute high-altitude exposure.

Materials and Methods: A total of 154 participants were transported to a high altitude
3,700 m from sea level within 2 h. Echocardiography examinations were performed
to assess the mean pulmonary artery pressure (MPAP) and hemodynamics at both
altitudes. All the individuals underwent blood tests to determine the concentrations of
vascular regulatory factors. Univariate and adjusted logistic regression analyses were
performed to identify the independent predictors of ePAP and factors related to ePAP.

Results: The mPAP increased significantly from sea level to high altitude (19.79 + 6.53—
27.16 + 7.16 mmHg, p < 0.05). Increased levels of endothelin (ET-1), Ang (1-7), Ang
Il, and bradykinin were found after high-altitude exposure, while the levels of nitric oxide
(NO), prostaglandin E2 (PEG2), and serotonin decreased sharply (all p-values < 0.05).
At high altitude, 52.6% of the subjects exhibited ePAP, and the mPAP was closely
correlated with the baseline Ang Il level (r = 0.170, p = 0.036) and follow-up levels of
NO (r = —0.209, p = 0.009), Ang Il (r = 0.246, p = 0.002), and Ang (1-7) (r = —0.222,
p = 0.006) and the left atrial inner diameter (LAD, r = 0.270, p < 0.001). Both the
baseline and follow-up NO and Ang Il levels were significantly different between the ePAP
and non-ePAP groups. Finally, we identified the baseline Ang Il and NO concentrations
as two independent predictors of ePAP (p < 0.05). We also found that two vascular
regulatory factors with inverse roles, namely, Ang (1-7) and Ang ll, at high altitudes
were independently associated with ePAP. Additionally, ET-1, NO, PEG2, and LAD were
associated with ePAP.
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Baseline NO and Ang Il Levels Predict ePAP

Conclusion: The baseline concentrations of Ang Il and NO at sea level are two
independent predictors of ePAP after acute high-altitude exposure. Furthermore, Ang (1-
7) and Ang Il combined with ET-1, NO, PEG2, and LAD at high altitudes may contribute

to the development of ePAP.

Keywords: predictors, elevated pulmonary artery pressure, acute high-altitude exposure, cohort study, vascular

regulatory factors

INTRODUCTION

The physiological response of the pulmonary circulation to
hypoxia is to increase pulmonary arteriolar resistance, resulting
in elevated pulmonary artery pressure (ePAP) (1-6). Various
degrees of increases in PAP at high altitudes have been reported
in recent decades (3, 5-10). However, excessive ePAP in response
to high-altitude hypoxia is a critical physiopathological factor in
hypoxic adaptation leading to high-altitude pulmonary edema in
the acute phase or high-altitude pulmonary hypertension (PH)
in the long term (6, 11). In addition, the magnitude of hypoxic
pulmonary vasoconstriction (HPV) in the high-altitude hypoxic
environment is highly variable among humans, probably based
on genetics and adaptive mechanisms (7, 12-14). Excessive HPV
with ePAP may contribute to marked PH in sea-level residents
with high-altitude exposure. Although a number of studies have
investigated the prevalence and characteristics of high-altitude
PH (HAPH) or isolated ePAP at high altitudes, few studies
have reported the sea-level predictors of ePAP or risk factors
for ePAP.

Previous studies assessed PAP in a limited number of
populations by right heart catheterization (RHC), the recognized
gold standard for PH at high altitudes (15, 16). However, at
high altitudes, considering the reversibility of ePAP instead of
HAPH in the acute phase after ameliorating hypoxia, invasive
examination by RHC may be misused and be in contravention
of the Declaration of Helsinki (2, 5, 6, 15, 16). Thus, it
may be necessary to clarify the indications for RHC. As the
technology for tools and tests has developed, rapid, non-
invasive methods for evaluating ePAP have emerged, including
echocardiography (15, 17). Echocardiography assessments of
PAP have been widely used and have been recommended as
the primary screening technology for PH at sea level by the
American College of Cardiology Foundation (ACCF) (17). Non-
invasive echocardiographic measurements are closely correlated
with the gold standard (15). An echocardiography machine is also
portable for high-altitude study and clinical practice.

In the past century, major studies in high-altitude medicine
and physiology have focused on chronic high-altitude
hypoxia-induced HAPH, which has been shown to be caused

Abbreviations: BK, bradykinin; CI, confidence interval; LVEF, left ventricle
ejection fraction; ePAP, elevated pulmonary artery pressure; ET-1, endothelin;
HAPH, high-altitude pulmonary hypertension; HR, heart rate; mPAP, mean
pulmonary artery pressure; LAD, left atrial inner diameter; LVDd, left ventricle
diastolic diameter; NO, nitric oxide; OR, odds ratio; PA, pulmonary artery
diameter; PAP, pulmonary artery pressure; PAT, pulmonary artery acceleration
time; PEG2, prostaglandin E2; RAD, right atrium diameter; RVD, right ventricle
diameter; SP, substance P; SV, stroke volume; TRA, tricuspid regurgitation area;
TRV, tricuspid regurgitation velocity; 5-HT, serotonin.

by hypoxia-induced pulmonary vascular remodeling (2, 5, 9).
However, many reports have indicated an early phase onset of
HAPH or increased PAP, even during only a few days of high-
altitude exposure, which may be caused by hypoxia-induced
pulmonary vasoconstriction (3, 6, 7). Although ePAP is not
considered a type of acute mountain sickness and may recover
to a normal level after a long period, it has been shown to limit
activities of daily living (6). Additionally, ePAP has not been
widely studied and is less understood, although it is reversible.

Numerous studies have focused on HAPH, and the alterations
in PAP due to acute high-altitude exposure have not been
thoroughly investigated (5, 8, 10, 14, 18). Acute high-altitude
hypoxia-induced ePAP may be reversed after correcting hypoxia.
During acute high-altitude exposure, PAP has been reported to
significantly increase due to the hypoxic ventilatory response
(HVR) and HPV (3, 4). We found that the increased
mPAP decreased cardiopulmonary function and physical work
capacity and even limited the activities of daily living of
those unaccustomed to living at high altitudes (6). In recent
decades, a reduction in the concentration of nitric oxide (NO)
and an increase in the concentration of endothelin 1 (ET-
1) have been shown to play pivotal roles in HAPH (19-21).
Furthermore, prostaglandin E2 (PGE2) may also be involved in
the development of HAPH, and two vascular regulatory factors
with inverse roles, namely, Ang (1-7) and Ang II, have been
shown to participate in systemic hypertension in low-altitude
residents (22). However, their associations with PAP or HAPH are
unknown, and the mechanisms underlying acute high-altitude
hypoxic ePAP are not fully understood. There are also numerous
other vascular regulatory factors that may contribute to the
alterations in PAP due to high-altitude hypoxia that has not been
studied in recent years.

Thus, we performed a field clinical trial based on a large
population after acute high-altitude exposure to identify (1)
the effect of acute high-altitude hypoxia exposure on PAP
and (2) the baseline systemic blood risk factors for/predictors
of increased PAP.

MATERIALS AND METHODS

Participants
In total, 154 participants from Chengdu, Sichuan Province
(sea level, average 500 m) and Lhasa (3,700 m above sea
level) were recruited according to the inclusion and exclusion
criteria (Figure 1).

The inclusion criteria were as follows: healthy men between
18 and 45 years of age. The exclusion criteria were as follows:
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FIGURE 1 | Ascent profile.

1 2

individuals with hypertension, arrhythmia, myocarditis, or other
cardiovascular diseases; primary headache; acute mountain
sickness history; cold; pneumonia; pulmonary tuberculosis or
other respiratory diseases; disorders of the liver or kidneys;
malignant tumors; and neuropsychosis. In addition, people with
high-altitude experience (above 2,500 m) within the past 2 years
were excluded. The subjects were all young Chinese men with a
similar age and body mass index (BMI). None of the subjects took
medications regularly at low altitudes.

Smoking status was defined as smoking 1 or more cigarettes
per day for at least 1 year. Alcohol users were defined as those
drinking more than once a week (50 g white spirits or beer
or red wine). Tea, coffee, or alcohol was avoided before the
examinations. Our tests were conducted from 8:00 to 10:00 a.m.

The volunteers who agreed to participate in the trials were
fully familiar with the purposes and procedures of the study
and signed informed consent forms before the trials began. Our
study was reviewed and approved by the Ethics Committee
of Xingiao Hospital at the Second Clinic Medical College of
the Third Military Medical University and was carried out in
accordance with established national and institutional ethical
guidelines regarding the involvement of human subjects and the
use of humans for research.

Clinical Data Collection

The echocardiogram examinations were performed by our
trained technician, Rong-Sheng Rao, with an ultrasonography
system (CX50, Philips, United States). Further interpretations
were recorded by a trained physician, Professor Shi-Yong Yu,
from the Department of Cardiology. The end-diastolic internal
diameters of the left atrium (LAD), left ventricle (LVDd), right
atrium (RAD), right ventricle (RVD), pulmonary artery (PA),
stroke volume (SV), and ejection fraction (LVEF) were measured.
The heart rate (HR), tricuspid regurgitation area (TRA), and
pulmonary artery acceleration time (PAT) were also recorded
(Supplementary Figure 1).

Venous blood samples were obtained from the subjects
between 8 and 10 am. after an overnight fast (at least
12 h). Plasma aliquots were obtained and stored at —80°C
for further assays. Plasma ET-1, NO, PGE2, substance P
(SP), bradykinin (BK), serotonin (5-HT), and Ang (1-7) and
Ang II concentrations in the plasma from venous blood
samples were measured using commercially available ELISA kits
from Roche (Roche Diagnostics GmbH, Mannheim, Germany).
All the biochemical variables were measured in the blood
specimens at the Clinical Laboratory of Cardiology Science
(Department of Cardiovascular Diseases) of Xingiao Hospital,
Army Medical University (Third Military Medical University),
and Chinese People’s Liberation Army (PLA).

Elevated Pulmonary Artery Pressure
Definition

Since not all the subjects had tricuspid regurgitation, we
assessed the mPAP using the PAT. The mPAP was calculated
as follows according to previous reports: when the PAT
was more than 120 ms, the mPAP was estimated using the
formula mPAP = 79 — (0.45 x PAT). When the PAT was
less than 120 ms, the mPAP was assessed using the formula
mPAP = 90 — (0.62 x PAT). The ePAP group was defined as an
mPAP greater than 25 mmHg according to the literature (15-17).

Statistical Analysis

The data were excluded if the subjects’ demographic information
and other items were incomplete. The normally distributed
variables were expressed as means £ SD. The non-normally
distributed variables were expressed as medians (Quartile 1 and
3). The ePAP group was defined as an mPAP greater than
25 mmHg according to the literature. The subjects have been
divided into two groups (ePAP+ and ePAP— groups) according
to the cutoff value of mPAP at high altitudes. Differences in the
variables between the ePAP+ and ePAP— groups were assessed
using independent sample t-tests or Mann-Whitney U tests
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as appropriate. The association between the variables and the
mPAP was analyzed using Spearman correlation analysis. An

independent risk factors for ePAP (i.e., those variables for which
the p-value was less than 0.01 in the univariate analyses or

adjusted logistic regression analysis was performed to identify p < 0.05 in the relationship analysis or p < 0.05 in the
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FIGURE 3 | Changes in the pulmonary artery acceleration time (PAT) and mean pulmonary artery pressure (mPAP) distributions. (A) The change of PAT from sea
level to high altitude. (B) The change of mPAP from sea level to high altitude. (C) The distribution of mPAP at high altitude.

differences comparisons, Figure 2). A p < 0.05 was considered
statistically significant. The statistical analyses were performed
using SPSS 22.0 for Windows (California, United States). All
statistical methods and results were reviewed and approved by
statisticians from the Army Medical University (Third Military
Medical University).

RESULTS

Basic Data of the Subjects

The mean age of the subjects was 22.58 + 3.88 years, and the
mean BMI was 21.77 £ 1.98 kg/m?. The incidence of ePAP in
the 154 subjects was 52.6% (81/154) at high altitudes.

Changes in Hemodynamics and Vascular

Regulatory Factors

In this study, the PAT was significantly shortened (125.89 + 18.81
vs. 105.49 £ 17.68 ms, p < 0.001) by acute high-altitude hypoxia
exposure. Consequently, the mPAP was markedly elevated from
baseline (19.75 + 6.53-27.16 £ 7.16 mmHg). Most of the
subjects’ mPAP was in the normal range: 15.6% of the population
had an mPAP < 20 mmHg, 29.9% of the subjects had an
mPAP greater than 20 and less than 25 mmHg, 18.8% of
the population had an mPAP greater than 25 and less than
30 mmHg, and 35.7% of the subjects had an mPAP greater than
30 mmHg (Figure 3).

After acute high-altitude exposure, the hemodynamics showed
a significant increase. In the hemodynamic parameters, the HR
sharply increased from 68.61 £ 11.47 to 80.30 & 12.10 bpm
(p < 0.001). Furthermore, the EF also increased significantly,
while the RV was significantly decreased (Table 1).

Regarding the vascular regulatory factors, the vasoconstrictor
levels increased significantly. However, not all the vasodilator
levels decreased significantly. The level of the strongest vascular
constrictor, ET-1, increased from 0.50 (0.28-0.65) to 0.62
(0.38-1.04) ng/ml after acute hypoxia exposure (p < 0.001). The
level of the strongest vascular dilator, NO, decreased significantly
from 12.98 (11.52-15.47) to 8.99 (6.76-9.99) pmol/L (p < 0.001).
Furthermore, the levels of 5-HT and PGE2 were also significantly
reduced (both p-values less than 0.05). However, the level of
BK increased significantly (p < 0.001, Table 1). The levels of
both Ang (1-7) [56.39 (44.37-74.67) vs. 80.81 (64.05-97.38),

p < 0.001] and Ang IT [0.60 (0.43-0.74) vs. 0.79 (0.71-0.93),
p < 0.001] significantly increased after acute high-altitude
exposure for 24 h (p < 0.001, Table 1).

TABLE 1 | Changes in hemodynamics and vascular regulatory factors after
high-altitude exposure.

Sea level 3,700 m p-value
Vascular regulatory factors
ET-1 (ng/ml) 0.50 (0.28-0.65) 0.62 (0.38-1.04) <0.001
NO(mol/L) 12.98 (11.52-15.47) 8.99 (6.76-9.99) < 0.001
SP(pg/ml) 683.7 (612.08-720.63) 741.90 <0.001
(601.07-942.84)
PGE2 (pg/ml) 40.25 (37.21-41.87) 41.37 (40.11-44.79) <0.001
BK(ng/ml) 8.36 (6.53-9.35) 20.78 (14.91-28.46) <0.001
5-HT (ng/ml) 439.14 368.84 <0.001
(347.91-4551.19) (288.75-416.21)
Ang (1-7) (pg/ml) 56.39 (44.37-74.67) 80.81 (64.05-97.38) <0.001
Ang Il (ng/ml) 0.60 (0.43-0.74) 0.79 (0.71-0.93) <0.001
Hemodynamic parameters
LAD (mm) 30.42 + 1.99 29.29 + 1.95 0.015
LVDd (mm) 46.16 + 2.91 46.32 + 2.53 0.539
LVEF (%) 63.81 £ 6.24 66.99 + 4.47 <0.001
SV(ml) 64.99 + 12.038 63.92 + 13.40 0.385
RAD (mm) 35.56 + 2.67 35.26 + 3.93 0.374
RVD (mm) 34.96 +2.77 33.90 + 2.67 <0.001
TRA (cm?) 0.50 (0.30-1.00) 0.50 (0.50-0.99) 0.790
TRV (cm/s) 211.00 247.00 <0.001
(195.00-233.00) (227.50-262.63)
Baseline vital parameters
HR (bpm) 68.10 + 11.40 80.56 + 12.12 <0.001
SBP (mmHg) 116.70 +£ 11.20 116.97 £ 11.37 0.821
DBP (mmHg) 7513 +£9.73 77.42 +£9.42 0.026
SpO» (%) 98.31 + 1.01 88.74 +2.88 <0.001

The concentrations of vasoconstrictors increased significantly, while the
concentrations of vasodilators decreased significantly after acute high-altitude
exposure. The hemodynamics increased significantly from sea level to 3,700 m.
BK, bradykinin; ClI, confidence interval; LVEF, left ventricle ejection fraction; ePAR,
elevated pulmonary artery pressure; ET-1, endothelin;, HR, heart rate; mPAP, mean
pulmonary artery pressure; LAD, left atrial inner diameter; LVDd, left ventricle
diastolic diameter; NO, nitric oxide; OR, odds ratio; PA, pulmonary artery diameter;
PAR, pulmonary artery pressure; PAT, pulmonary artery acceleration time; PEG2,
prostaglandin E2; RAD, right atrium diameter; RVD, right ventricle diameter; SR
substance P; SV, stroke volume; TRA, tricuspid regurgitation area; TRV, tricuspid
regurgitation velocity; 5-HT, serotonin.
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TABLE 2 | The differences in hemodynamics and vascular regulatory factors between the ePAP+ and ePAP— groups.

Sea level 3,700 m

ePAP+ group (n = 81) ePAP- group (n = 73) p value ePAP+ group (n = 81) ePAP- group (n = 73) p-value
Demographic data
Age (year) 23.57 + 4.50 22.80 + 3.82 0.255 The same as sea level.
BMI (kg/m?) 22.14 +£2.50 21.57 £2.08 0.126 The same as sea level.
Vascular regulatory factors
ET-1 (ng/ml) 0.52 (0.31-0.65) 0.47 (0.25-0.65) 0.299 0.68 (0.38-1.22) 0.60 (0.38-1.00) 0.212
NO (wmol/L) 12.35 (10.63-14.61) 13.46 (12.02-16.68) 0.031 8.20 (6.66-9.99) 9.62 (6.75-11.91) 0.046
SP (pg/ml) 683.70 (608.79-719.78) 683.70 (622.55-724.37) 0.765 771.10 (584.74-976.48) 723.78 (608.28-913.37) 0.617
PGE2 (pg/ml) 40.27 (37.37-41.87) 39.81 (37.19-41.92) 0.775 41.28 (40.11-42.83) 41,59 (40.11-46.64) 0.103
BK (ng/ml) 8.36 (6.72-9.79) 8.08 (6.16-8.65) 0.055 20.78 (14.02-28.46) 20.78 (16.72-28.57) 0.560
5-HT (ng/ml) 439.14 (364.75-543.64) 439.14 (328.23-567.30) 0.949 368.47 (298.26-407.77) 371.26 (285.08-417.98) 0.714
Ang (1-7) (pg/ml) 59.12 (44.09-76.78) 52.81 (44.53-71.40) 0.749 75.05 (57.18-91.28) 85.15 (71.84-104.91) 0.034
Ang I (ng/ml) 0.63 (0.47-0.77) 0.56 (0.37-0.69) 0.002 0.82 (0.75-1.00) 0.74 (0.68-0.87) < 0.001
Hemodynamic parameters
LAD (mm) 30.47 + 2.06 30.36 + 1.93 0.721 30.29 £+ 1.80 29.48 £+ 2.05 0.011
LVDd (mm) 45.94 + 2.88 46.41 £ 2.92 0.316 46.29 £+ 2.47 46.34 + 2.61 0.887
LVEF (%) 64.42 £ 4.92 63.13 £ 7.41 0.204 67.53 + 4.95 66.40 £ 4.45 0.138
SV (ml) 65.65 + 12.40 64.28 £ 11.64 0.475 64.42 + 13.39 63.48 £13.70 0.702
RAD (mm) 35.34 + 2.63 35.81 £ 2.71 0.278 35.53 + 2.90 34.96 + 4.84 0.372
RVD (mm) 34.58 £ 2.77 35.38 £ 2.73 0.073 34.16 + 2.56 33.61+2.78 0.207
TRA (cm?) 0.45 (0.20-0. 0.68) 0.52 (0.30-1.50) 0.012 0.50 (0.50-0.84) 0.60 (0.50-1.20) 0.669
TRV (cm/s) 204.00 (185.25-237.00) 213.00 (202.00-232.00) 0.248 250.00 (228.00-263.00) 246.00 (226.00-262.00) 0.528
Baseline vital parameters
HR (bpm) 68.75 + 11.87 67.37 + 10.89 0.454 81.26 + 12.38 79.79 + 11.86 0.454
SBP (mmHg) 116.01 £ 9.96 117.47 £12.46 0.421 117.64 £ 12.00 116.24 +£10.65 0.447
DBP (mmHg) 74.27 +£9.42 76.10 + 10.06 0.247 77.83 +£9.44 76.96 + 9.46 0.569
SpO2 (%) 98.24 + 1.12 98.40 + 0.88 0.334 89.07 + 2.64 88.37 £+ 3.11 0.136

The differences in hemodynamics, vasoconstrictors, and vasodilators between the two groups at both altitudes.

ePAR elevated pulmonary artery pressure.

Differences in Hemodynamics and
Vascular Regulatory Factors Between
the ePAP+ and ePAP- Groups

We compared the differences in hemodynamics and vascular
regulatory factors between the ePAP+ and ePAP— groups. We did
not find differences in the baseline (at sea level) hemodynamics,
demographic data, or baseline vital parameters between the two
groups. The baseline level of Ang II was significantly higher in
the ePAP group [0.63 (0.47-0.77)] than in the non-ePAP group
[0.56 (0.37-0.69), p = 0.002]. Furthermore, the baseline NO
level was lower in the ePAP group [12.35 (10.63-14.61) vs. 13.46
(12.02-16.68) pmol/L, p = 0.031].

At follow-up, however, after acute exposure, the NO
concentration was significantly lower in the ePAP+ group than in
the ePAP— group (p = 0.46). We also found that Ang (1-7) [75.05
(57.18-91.28) vs. 85.15 (71.84-104.91) pg/ml, p = 0.034] and
Ang 1T [0.82 (0.75-1.00) vs. 0.74 (0.68-0.87), p < 0.001] showed
significant differences between the ePAP and non-PAP groups.

In the hemodynamic parameters at high altitude, the LAD
was significantly higher in the ePAP+ group than in the ePAP—
group (30.29 £ 1.80 vs. 29.48 £ 2.05 mm, p = 0.011). The

other hemodynamic parameters and vascular regulatory factors
did not show any differences between the groups at either
altitude (Table 2).

Relationships Between the Mean
Pulmonary Artery Pressure and the
Hemodynamic and Vascular Regulatory

Factors
We further analyzed the associations between the mPAP and the
hemodynamics and vascular regulatory factors.

At baseline, only the Ang II level was closely positively
related to the mPAP (p < 0.05). There was no significant
association between the mPAP and the other vascular regulatory
or hemodynamic factors.

At 3,700 m, NO showed a strong relationship with the mPAP
(r = —0.209, p = 0.009), while the LAD showed a negative
relationship with the mPAP (r = —0.339, p < 0.0001). The Ang
1-7 and Ang II levels at high altitudes were also significantly
correlated with the mPAP. The Ang 1-7 level was negatively
associated with the mPAP (r = —0.222, p = 0.006), while the
Ang II level was positively correlated with the mPAP (r = 0.246,
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TABLE 3 | Relationship between the mPAP and hemodynamics and vascular
regulatory factors.

Sea level 3,700 m

r P r p
Demographic data
Age (year) 0.130 0.109 The same as sea level.
BMI (kg/m?) 0.144 0.075 The same as sea level.
Vascular regulatory factors
ET-1 (ng/ml) 0.122 0.131 0.064 0.426
NO (umol/L) —0.133 0.100 —0.209 0.009
SP (pg/ml) —0.028 0.732 0.052 0.523
PGE2 (pg/ml) 0.001 0.998 —-0.123 0.129
BK (ng/ml) 0.102 0.209 0.003 0.968
5-HT (ng/ml) —0.046 0.567 0.013 0.871
Ang (1-7) (pg/ml) 0.031 0.706 —0.222 0.006
Ang Il (ng/ml) 0.170 0.036 0.246 0.002
Hemodynamic parameters
LAD (mm) —0.004 0.956 0.270 <0.001
LVDd (mm) —0.099 0.220 0.032 0.695
LVEF (%) 0.061 0.452 0.039 0.629
SV (ml) —0.023 0.780 —0.014 0.862
RA (mm) -0.107 0.187 0.012 0.879
RV (mm) —0.141 0.081 0.089 0.272
TRA (cm?) —0.020 0.832 —0.023 0.808
TRV (cm/s) 0.190 0.182 0.100 0.282
Baseline vital parameters
HR (bpm) 0.0141 0.862 0.001 0.991
SBP (mmHg) —0.091 0.266 0.086 0.287
DBP (mmHg) —0.106 0.191 0.068 0.399
SpOy (%) —0.09 0.399 0.092 0.258

Correlation analysis for the mPAP and other parameters at both altitudes.
mPAR, mean pulmonary artery pressure.

p =0.002). However, other hemodynamic parameters or vascular
regulatory factors did not show close associations with the mPAP
(Table 3 and Figure 4).

Logistic Regression Analyses of
Independent Risk Factors/Predictors

and Associated Factors
First, we performed univariate logistic regression using each
variable at both sea level and high altitude. Univariate logistic
regression showed that the baseline levels of NO, BK, RVD,
TRA, TRV, and Ang II may be potential risk factors for ePAP
or predictors of ePAP, and these factors were included in the
adjusted regression. Based on the follow-up data, NO, ET-1, SP,
and LAD may be associated with ePAP (Table 4 and Figures 4, 5).
Further adjusted logistic regression indicated that lower NO
(B = —0.094, p = 0.002; OR = 0.910; 95% CI: 0.856-0.967)
and higher Ang IT (B = 1.178; p = 0.033; OR = 3.247; 95% CI:
1.101-9.578) concentrations at baseline were two independent
risk factors for predictors of ePAP. At high altitude, we identified
several factors associated with ePAP, including ET-1, NO, PEG2,
LAD, Ang (1-7), and Ang II (Table 5 and Figure 6).

DISCUSSION

We first investigated the alterations in Ang (1-7) and Ang
II from sea level to high altitude and identified that the
baseline NO and Ang II concentrations are two independent
predictors of ePAP. We found that the PAT decreased
significantly after acute high-altitude exposure to 3,700 m within
24 h. Consequently, the mPAP increased significantly. We
also found changes in hemodynamics and vascular regulatory
factors. Furthermore, the sea-level baseline NO and Ang II
concentrations are two independent predictors of ePAP after
high-altitude exposure. Additionally, at high altitudes, we also
found the associations of ET-1, NO, PEG2, Ang (1-7) and Ang
IT concentrations, and ePAP.

We found that the hemodynamics was enhanced by high-
altitude exposure within 24 h. The HR increased significantly,
which may be caused by hypoxia-induced sympathetic nerve
activation (21, 23). However, the SV did not change significantly.
These changes may be needed to supply sufficient blood and
oxygen to the body under high-altitude hypoxic conditions.
These alterations are compensatory responses to hypoxia.
Furthermore, we discovered that in pulmonary hemodynamics,
the PAT decreased sharply, while the mPAP increased
significantly, which may also be compensatory responses.
The enhanced hemodynamics was in accordance with previous
studies and our reports.

The previous studies have indicated that systolic PAP
calculated from tricuspid regurgitation and the mPAP calculated
from the PAT are closely correlated (15, 17). However, their
comparison has not been tested directly. In this study, we assessed
PAP using the PAT instead of tricuspid regurgitation because not
all the subjects suffered from tricuspid regurgitation.

Vascular regulation induced by hypoxia at high altitudes
occurs by various mechanisms. First, vasoactive substances
play critical roles in the vascular response to hypoxia. ET-1
levels showed a sharp increase within the first 24 h, while the
strongest vasodilator, NO, displayed a dramatic reduction, which
is consistent with previous studies (20, 21, 24). It is possible that
hypoxia may constrict vessels by increasing the concentrations of
vasoconstrictors and reducing the concentrations of vasodilators.
However, regarding other regulatory factors, BK levels increased
approximately 2-fold, while SP levels did not change significantly.
These findings are similar to those of other reports on the effects
of high-altitude exposure on BK and SP levels (25, 26). The
changes in these vascular regulatory factors may be attributed to
acute high-altitude stress.

It is well known that Ang II is one of the classic members
of the renin-angiotensin-aldosterone system (RAAS), which
participates in the development of hypertension. We found that
Ang 1II levels rose significantly from sea level after acute high-
altitude exposure, indicating that acute hypoxia may trigger the
activation of the RAAS. Another study showed that angiotensin
receptor blockers (ARBs) work with fewer effects at altitudes
higher than 5,300 m, which may be attributed to the activation
of the RAAS, including an increase in Ang II levels (27).
Furthermore, ePAP populations have a higher level of Ang IT both
at sea level and high altitude (27).
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Sea level
Variable OR(95%Cl) P_value
Age (year) b= 1.046(0.968~1.13)  0.255
BMI (kg/m2) (] 1.117(0.969~1.287)  0.129
ET-1 (ng/ml) [ |  1.36(0.482~3.837)  0.561
NO (?mol/L) I={ 0.915(0.845~0.991)  0.03
SP (pg/ml) (] 1(0.997~1.003) 0.997
PGE2 (pg/ml) I 1.005(0.936~1.081)  0.882
BK (ng/ml) b= 1.099(0.984~1.226)  0.094
5-HT (ng/ml) ¢ 1(0.998~1.002) 0.929
Ang (1-7) (pg/ml) (] 1.002(0.989~1.015)  0.766
Ang Il (ng/ml) I > 3.727(1.084~12.81)  0.037
LAD (mm) (B 1.03(0.878~1.207)  0.719
LVDD (mm) = 0.945(0.847~1.055)  0.314
LVEF (%) H 1.036(0.98~1.095)  0.215
SV (ml) H 1.01(0.983~1.037)  0.473
RAD (mm) = 0.936(0.83~1.055)  0.277
RVD (mm) = 0.896(0.794~1.012)  0.076
TRA (cm2) — 0.642(0.395~1.044)  0.074
TRV (m/s) ] 0.995(0.99~1) 0.056
HR (bpm) H 1.011(0.983~1.04)  0.452
SBP (mmHg) ] 0.988(0.96~1.017)  0.418
DBP (mmHg) | 0.981(0.949~1.014)  0.246
SpO2 (%) — 0.853(0.618~1.177)  0.333
1 1 1 ! I ) 1
0.5 1 1.5 2 2.5 3 3.5 4
OR
FIGURE 4 | The potential predictor of elevated pulmonary artery pressure (€PAP) at sea level.

In addition, we assessed another newly identified vascular
regulator, Ang (1-7), which is produced from Ang I and Ang
II. Ang (1-7) has been demonstrated to function in the dilation
of blood vessels in an NO- and BK-dependent manner. Ang (1-
7) may also play an inverse role to Ang II (27, 28). In contrast,
both Ang (1-7) and Ang II are produced from Ang I; thus, the
increase in Ang (1-7) may lead to a decrease in Ang II (29,
30). Thus, the balance between these factors after high-altitude
hypoxia exposure may participate in the development of ePAP.
This is the first report on the association between ePAP and Ang
IT or Ang (1-7).

Previous studies of hypoxia exposure have indicated that
levels of constrictive factors increase significantly, while those
of most vasodilators decrease significantly, resulting in vessel
constriction, which causes an increase in blood pressure
and increased velocities of blood flow and blood vessel
resistance, including pulmonary arteries, thus leading to
enhanced pulmonary hemodynamics (18, 23).

We further analyzed the associations between ePAP and
hemodynamics. As discussed above, the hypoxia-induced
constriction of blood vessels enhances hemodynamics. Although

the HR increased significantly from sea level to high altitude in
accordance with a previous study, neither the mPAP nor HAPH
showed any associations with the HR. Furthermore, we did not
find a correlation between ePAP and right heart function or left
heart function. However, the mPAP was closely associated with
the LAD, which may be caused by the interaction between the
left heart and right heart (7).

In this study, we examined several commonly recognized
vascular regulatory factors to identify the predictors of risk factors
for ePAP. First, we investigated the strongest vasoconstrictor,
ET-1, the concentration of which increased significantly after
high-altitude hypoxia exposure. However, we did not find
any associations or differences between mPAP or ePAP
and the baseline ET-1 level. Previous studies have reported
that ET-1 plays critical roles in PH and HAPH, as it is
involved in the underlying mechanisms, including promoting
the proliferation of both endothelial cells (ECs) and vascular
smooth muscle cells (VSMCs) as well as the constriction
of the pulmonary artery due to EC dysfunction (31-33).
However, the findings of this study were inconsistent with
the results of several other studies, possibly due to the
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TABLE 4 | Univariate logistic regression for ePAP.

Sea level 3,700 m

B P OR 95% CI [} P OR 95% CI
Demographic data
Age (year) 0.045 0.255 1.046 0.968 1.130 The same as sea level
BMI (kg/m?) 0.110 0.129 1.117 0.969 1.287 The same as sea level
Vascular regulatory factors
ET-1 (ng/ml) 0.308 0.561 1.360 0.482 3.837 0.681 0.033 1.977 1.056 3.701
NO (umol/L) —0.088 0.030 0.915 0.845 0.991 -0.129 0.011 0.879 0.795 0.971
SP (pg/ml) 0.000 0.997 1.000 0.997 1.003 0.000 0.577 1.000 0.999 1.002
PGE2 (pg/ml) 0.005 0.882 1.005 0.936 1.081 —0.074 0.030 0.928 0.868 0.993
,BK (ng/ml) 0.094 0.094 1.099 0.984 1.226 0.003 0.741 1.003 0.986 1.020
5-HT (ng/ml) 0.000 0.929 1.000 0.998 1.002 0.001 0.476 1.001 0.999 1.003
Ang (1-7) (pg/ml) 0.002 0.766 1.002 0.989 1.015 —0.013 0.014 0.987 0.976 0.997
Ang Il (ng/ml) 1.316 0.037 3.727 1.084 12.810 1.934 0.010 6.915 1.578 30.302
Hemodynamic parameters
LAD (mm) 0.029 0.719 1.030 0.878 1.207 0.222 0.013 1.249 1.049 1.487
LVDD (mm) —0.056 0.314 0.945 0.847 1.055 —0.009 0.886 0.991 0.874 1.128
LVEF (%) 0.035 0.215 1.036 0.980 1.095 0.052 0.139 1.053 0.983 1.127
SV (ml) 0.010 0.473 1.010 0.983 1.037 0.005 0.700 1.005 0.981 1.029
RAD (mm) —0.067 0.277 0.936 0.830 1.055 0.038 0.379 1.039 0.954 1.131
RVD (mm) —0.109 0.076 0.896 0.794 1.012 0.078 0.207 1.081 0.958 1.220
TRA (cm?) —0.443 0.074 0.642 0.395 1.044 —0.231 0.353 0.794 0.488 1.292
TRV (m/s) —0.005 0.056 0.995 0.990 1.000 0.001 0.646 1.001 0.997 1.005
Baseline vital parameters
HR (bpm) 0.011 0.452 1.011 0.983 1.040 0.010 0.452 1.010 0.984 1.037
SBP (mmHg) -0.012 0.418 0.988 0.960 1.017 0.011 0.445 1.011 0.983 1.040
DBP (mmHg) —0.020 0.246 0.981 0.949 1.014 0.010 0.567 1.010 0.976 1.045
SpOy (%) —0.159 0.333 0.853 0.618 1177 0.086 0.139 1.090 0.972 1.222

Primary screening for the predictors of ePAR.
ePAR elevated pulmonary artery pressure.

limited sample size in combination with the high-altitude
exposure pattern.

Several vasodilators were also assessed in this study,
including SP (a type of tachykinin and inflammatory factor),
PGE2 (permeability), and 5-HT (emotion regulation), which
may be significantly changed by high-altitude hypoxia. After
high-altitude stress, the circulatory concentrations of the
abovementioned vasodilators changed significantly, except for
SP. These results were partly in accordance with previous studies.
However, we did not find any associations with ePAP in either the
correlation analysis or logistic regression.

In addition, we investigated the strongest vasodilator, NO,
which has been shown to be effective for treating HAPH as
well as to have a close association with HAPH. However,
the predictive role of the baseline NO level at sea level
in ePAP after acute exposure is unknown. In accordance
with a previous report, we found that after high-altitude
exposure, both the baseline and high-altitude NO concentrations
were significantly associated with the mPAP. Furthermore, the
baseline NO concentration at sea level also showed significant
differences between the ePAP— and ePAP+ groups. We also
identified that a lower baseline NO level is an independent
predictor of ePAP.

Finally, the newly identified vascular regulator Ang (1-7) and
the hypertension contributor Ang II were also investigated (16,
20, 27, 34). The baseline level of Ang II showed a significant
association with ePAP at both altitudes, indicating its role
in ePAP subjects and their susceptibility. However, Ang (1-
7) at baseline showed no association with ePAP. After high-
altitude exposure, Ang (1-7) was significantly lower in the ePAP
subjects, showing that Ang (1-7) may be a protective factor
against ePAP.

This cohort study was designed to identify the baseline risk
factors for ePAP or predictors of ePAP resulting from high-
altitude exposure. After correlation analysis and univariate and
adjusted logistic analyses, we found that a lower baseline NO level
and a higher baseline level of Ang II were predictors of ePAP and
had not been previously identified. A previous study reported
a decrease in exhaled nitric oxide on chronic intermittent
hypoxia exposure in well-acclimatized mine workers. The above-
mentioned literature investigated the effect of chronic hypoxia on
the respiratory tract which may play a role in the acclimatization
(35). Another study has shown that acute exposure to hypobaric
hypoxia in the mountains due to the shortage of oxygen as a
substrate for NO synthesis leads to a decrease in exhaled NO
in HAPE-susceptible individuals. The exhaled nitric oxide may
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3700 m
Variable OR(95%CI) P_value
Age (year) I~ 1.046(0.968~1.13) 0.255
BMI (kg/m2) - 1.117(0.969~1.287) 0.129
ET-1 (ng/ml) | i 1.977(1.056~3.701)  0.033
NO (?mol/L) I 0.879(0.795~0.971) 0.011
SP (pg/ml) ¥ 1.000(0.999~1.002) 0.577
PGE2 (pg/ml) ] 0.928(0.868~0.993) 0.03
BK (ng/ml) [ | 1.003(0.986~1.020) 0.741
5-HT (ng/ml) ¥ 1.001(0.999~1.003) 0.476
Ang (1-7) (pg/ml) [ 0.987(0.976~0.997) 0.014
Ang Il (ng/ml) I =» 6.915(1.578~30.302) 0.01
LAD (mm) = 1.249(1.049~1.487) 0.013
LVDD (mm) = 0.991(0.874~1.123) 0.886
LVEF (%) = 1.053(0.983~1.127) 0.139
SV (ml) [ | 1.005(0.981~1.029) 0.7
RAD (mm) = 1.039(0.954~1.131) 0.379
RVD (mm) [ 1.081(0.958~1.220) 0.207
TRA (cm2) —— 0.794(0.488~1.292) 0.353
TRV (m/s) ] 1.001(0.997~1.005) 0.646
HR (bpm) i 1.010(0.984~1.037) 0.452
SBP (mmHg) H 1.011(0.983~1.040) 0.445
DBP (mmHg) W 1.010(0.976~1.045) 0.567
Sp02 (%) = 1.090(0.972~1.222) 0.139
T T T T T T T 1
0 1 2 3 4 5 6 7
OR
FIGURE 5 | Univariate regression for ePAP at high altitude.
TABLE 5 | Adjusted logistic regression for ePAP.
Sea level 3,700 m
B P OR 95% ClI B P OR 95% ClI
ET-1 (ng/ml) Not selected 0.907 0.022 2.476 1.142 5.367
NO (rmol/L) —0.094 0.002 0.910 0.856 0.967 —0.144 0.012 0.866 0.773 0.969
PEG2 (pg/ml) Not selected —0.069 0.038 0.924 0.857 0.996
LAD (mm) Not selected 0.254 0.012 1.289 1.058 1.569
Ang (1-7) (pg/ml) Not selected —-0.013 0.020 0.986 0.975 0.998
Ang Il (ng/ml) 1.178 0.033 3.247 1.101 9.578 1.766 0.048 5.848 1.017 33.616

Independent risk factors/predictors of ePARP.
ePAR elevated pulmonary artery pressure.

be a valuable index of health or diseases at high altitudes (36).
However, we did not measure the exhaled nitric oxide level on
acute exposure to high altitude. This should be improved in
our future studies and should be combined with the respiratory
functions at high altitudes.

Additionally, at high altitudes, the levels of ET-1, NO, PEG2,
Ang (1-7), and Ang II as well as the LA were independently
associated with ePAP, which may indicate that they are involved
in the physiopathological mechanisms of ePAP. Specifically,
Ang (1-7) and Ang II or their balance may contribute to the

development of ePAP. Ang (1-7) and Ang II play different roles in
smooth muscle cell proliferation, EC function maintenance, and
systemic hypertension (16, 20, 27, 34). Furthermore, considering
their competitive relations, their interactions and their roles in
the underlying mechanisms of ePAP/HAPH should be given
sufficient attention in future studies. In addition, ePAP/HAPH
may be a process of high-altitude illness, which affects the daily
work or life among the population at high altitudes. Thus, the
predictors of ePAP or characteristics for ePAP may provide the
prevention for high altitude illness.
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Adjusted logistic regression for ePAP
M sealevel [ 3700 m
Variable OR(95%Cl)  P_value
ET-1 (ng/ml) 2.476(1.142~5.367) 0.022 Fococ@occaccaeea- I
0.910(0.856~0.967) 0.02 o
NO (?mol/L
(aimiolL) 0.866(0.773-0.969) 0.012 b
PEG2 (pg/ml) 0.924(0.857~0.996) 0.038 H
LAD (mm) 1.289(1.058~1.569) 0.012 b |
Ang (1-7) (pg/ml)  0.986(0.975~0.998) 0.02 +
Ang Il (ng/mi) 3.247(1.101~9.578) 0.033 -
L 5.848(1.017-33.616)  0.048 A L EE L - >
i 2 3 J 5 & s
OR

FIGURE 6 | Adjusted regression for ePAP.

Limitations

There are several limitations in our study. First, because not
all the subjects suffered from TR, the mPAP was calculated
using the PAT instead of TR or RHC. Second, the sample
size was relatively small, which may have led to results that
were inconsistent with those of other studies. Third, due to
difficulties in conducting the field trial, we could only obtain
the systemic vascular regulators, and it would be better to
obtain the levels of local blood or tissue (such as pulmonary
artery) vascular regulators to study their roles in ePAP. Fourth,
the exposure altitude, which is a moderate altitude, was not
high enough to induce a more significantly elevated PAP.
Finally, in addition to our investigated factors, there are
many other factors that we have not covered, which warrant
further study.

CONCLUSION

The mPAP was closely associated with Ang II and NO levels.
Baseline Ang II and NO concentrations at sea level were
two independent predictors of ePAP after acute high-altitude
exposure with opposite effects. Furthermore, Ang (1-7) and Ang
IT at high altitudes may contribute to the development of ePAP
after acute high-altitude exposure.

DATA AVAILABILITY STATEMENT

The original contributions presented in the study are included
in the article/Supplementary Material, further inquiries can be
directed to the corresponding author.

ETHICS STATEMENT

The studies involving human participants were reviewed
and approved by the Ethics Committee of Xingiao
Hospital at the Second Clinic Medical College of the Third
Military Medical ~University. The patients/participants
provided their written informed consent to participate in
this study.

AUTHOR CONTRIBUTIONS

X-HD and LH participated in the design of this study. X-HD and
S-ZB drafted the manuscript, performed the statistical analysis,
and performed the analysis of PAP-related measurements. LH
reviewed and revised the manuscript critically for important
intellectual content. R-SR performed the echocardiography
examination. CZ and S-ZB collected the demographic data

Frontiers in Cardiovascular Medicine | www.frontiersin.org

June 2022 | Volume 9 | Article 866093


https://www.frontiersin.org/journals/cardiovascular-medicine
https://www.frontiersin.org/
https://www.frontiersin.org/journals/cardiovascular-medicine#articles

Bian et al.

Baseline NO and Ang Il Levels Predict ePAP

and blood examination data. The other laboratory measurements
were performed by X-HD, S-ZB, and CZ. All authors
contributed to the article and approved the submitted
version.

FUNDING

This study was supported by the National Natural Science
Foundation of China (grant no. 81901916) to S-ZB, the Major
Project (grant No. BLJ18J007) to LH, and the Healthcare
Project from Chinese People’s Liberation Army (21BJZ42) to
X-HD.

REFERENCES

1.

10.

11.

12.

13.

14.

15.

. Bussotti

Boulet LM, Teppema LJ, Hackett HK, Dominelli PB, Cheyne WS, Dominelli
GS, et al. Attenuation of human hypoxic pulmonary vasoconstriction by
acetazolamide and methazolamide. J Appl Physiol. (2018). [Epub ahead of
print]. doi: 10.1152/japplphysiol.00509.2018

M, Marchese G. High Altitude
Cardiovasc Hematol Disord Drug Targets.
10.2174/1871529X18666180518085245

Pulmonary Hypertension.
(2018) 18:187-98. doi:

. Lei S, Sun Z, He X, Li C, Zhang Y, Luo X, et al. Clinical characteristics of

pulmonary hypertension patients living in plain and high-altitude regions.
Clin Respir J. (2019) 13:485-92. doi: 10.1111/crj.13049

. Leon-Velarde F, Maggiorini M, Reeves JT, Aldashev A, Asmus I, Bernardi L,

et al. Consensus statement on chronic and subacute high altitude diseases.
High Alt Med Biol. (2005) 6:147-57. doi: 10.1089/ham.2005.6.147

. Xu XQ, Jing ZC. High-altitude pulmonary hypertension. Eur Respir Rev.

(2009) 18:13-7. doi: 10.1183/09059180.00011104

. Yang T, Li X, Qin J, Li S, Yu J, Zhang J, et al. High altitude-induced borderline

pulmonary hypertension impaired cardiorespiratory fitness in healthy young
men. Int ] Cardiol. (2015) 181:382-8. doi: 10.1016/j.ijcard.2014.12.044

. De Boeck BW, Toma A, Kiencke S, Dehnert C, Zugel S, Siebenmann C, et al.

Altered left ventricular geometry and torsional mechanics in high altitude-
induced pulmonary hypertension. A three-dimensional echocardiographic
study. ] Am Soc Echocardiogr. (2018) 31:314-22. doi: 10.1016/j.echo.2017.
12.001

. Lopes AA, Bandeira AP, Flores PC, Santana MV. Pulmonary hypertension

in Latin America: pulmonary vascular disease: the global perspective. Chest.
(2010) 137:785-848S. doi: 10.1378/chest.09-2960

. Naeije R. Pulmonary hypertension at high altitude. Eur Respir J. (2019)

53:1900985. doi: 10.1183/13993003.00985-2019

Sydykov A, Maripov A, Kushubakova N, Muratali Uulu K, Satybaldyev S,
Kulchoroeva C, et al. An exaggerated rise in pulmonary artery pressure in a
high-altitude dweller during the cold season. Int ] Environ Res Public Health.
(2021) 18:3984. doi: 10.3390/ijerph18083984

Robinson JC, Abbott C, Meadows CA, Roach RC, Honigman B, Bull TM.
Long-term health outcomes in high-altitude pulmonary hypertension. High
Alt Med Biol. (2017) 18:61-6. doi: 10.1089/ham.2016.0098

Aldashev AA, Sarybaev AS, Sydykov AS, Kalmyrzaev BB, Kim EV, Mamanova
LB, et al. Characterization of high-altitude pulmonary hypertension in the
Kyrgyz: association with angiotensin-converting enzyme genotype. Am ]|
Respir Crit Care Med. (2002) 166:1396-402. doi: 10.1164/rccm.200204-3450C
Brito ], Siques P, Pena E. Long-term chronic intermittent hypoxia: a particular
form of chronic high-altitude pulmonary hypertension. Pulm Circ. (2020)
10:5-12. doi: 10.1177/2045894020934625

Negi PC, Marwaha R, Asotra S, Kandoria A, Ganju N, Sharma R, et al.
Prevalence of high altitude pulmonary hypertension among the natives of Spiti
Valley-a high altitude region in Himachal Pradesh, India. High Alt Med Biol.
(2014) 15:504-10. doi: 10.1089/ham.2013.1112

Allemann Y, Sartori C, Lepori M, Pierre S, Melot C, Naeije R, et al.
Echocardiographic and invasive measurements of pulmonary artery pressure

ACKNOWLEDGMENTS

We would like to thank all the individuals who participated in our
study for their support.

SUPPLEMENTARY MATERIAL

The Supplementary Material for this article can be found

online at:

https://www.frontiersin.org/articles/10.3389/fcvm.

2022.866093/full#supplementary- material

Supplementary Figure 1 | Measurements of the pulmonary artery acceleration
time (PAT) at sea level and high altitude.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

correlate closely at high altitude. Am J Physiol Heart Circ Physiol. (2000)
279:H2013-6. doi: 10.1152/ajpheart.2000.279.4.H2013

Galie N, Humbert M, Vachiery JL, Gibbs S, Lang I, Torbicki A, et al.
2015 ESC/ERS Guidelines for the diagnosis and treatment of pulmonary
hypertension: the joint task force for the diagnosis and treatment of pulmonary
hypertension of the European Society of Cardiology (ESC) and the European
Respiratory Society (ERS): endorsed by: association for European paediatric
and congenital cardiology (AEPC), International Society for Heart and
Lung Transplantation (ISHLT). Eur Heart J. (2016) 37:67-119. doi: 10.1093/
eurheartj/ehv317

Mansour IN, Lang RM, Aburuwaida WM, Bhave NM, Ward RP. Evaluation
of the clinical application of the ACCF/ASE appropriateness criteria for stress
echocardiography. ] Am Soc Echocardiogr. (2010) 23:1199-204. doi: 10.1016/j.
echo.2010.07.008

Teppema LJ, Balanos GM, Steinback CD, Brown AD, Foster GE, Duff HJ,
et al. Effects of acetazolamide on ventilatory, cerebrovascular, and pulmonary
vascular responses to hypoxia. Am J Respir Crit Care Med. (2007) 175:277-81.
doi: 10.1164/rccm.200608-11990C

Bailey DM, Dehnert C, Luks AM, Menold E, Castell C, Schendler G, et al.
High-altitude pulmonary hypertension is associated with a free radical-
mediated reduction in pulmonary nitric oxide bioavailability. J Physiol. (2010)
588:4837-47. doi: 10.1113/jphysiol.2010.194704

La Padula PH, Czerniczyniec A, Bonazzola P, Piotrkowski B, Vanasco V, Lores-
Arnaiz S, et al. Acute hypobaric hypoxia and cardiac energetic response in
prepubertal rats: role of nitric oxide. Exp Physiol. (2021) 106:1235-48. doi:
10.1113/EP089064

La Padula PH, Etchegoyen M, Czerniczyniec A, Piotrkowski B, Arnaiz SL,
Milei ], et al. Cardioprotection after acute exposure to simulated high altitude
in rats. Role of nitric oxide. Nitric Oxide. (2018) 73:52-9. doi: 10.1016/j.niox.
2017.12.007

Silva GM, Franca-Falcao MS, Calzerra NTM, Luz MS, Gadelha DDA, Balarini
CM, et al. Role of renin-angiotensin system components in atherosclerosis:
focus on Ang-II, ACE2, and Ang-1-7. Front Physiol. (2020) 11:1067. doi:
10.3389/fphys.2020.01067

Bian SZ, Jin J, Li QN, Yu J, Tang CF, Rao RS, et al. Hemodynamic
characteristics of high-altitude headache following acute high altitude
exposure at 3700 m in young Chinese men. ] Headache Pain. (2015) 16:527.
doi: 10.1186/5s10194-015-0527-3

Erzurum SC, Ghosh S, Janocha AJ, Xu W, Bauer S, Bryan NS, et al. Higher
blood flow and circulating NO products offset high-altitude hypoxia among
Tibetans. Proc Natl Acad Sci USA. (2007) 104:17593-8. doi: 10.1073/pnas.
0707462104

Bhagat R, Yasir A, Vashisht A, Kulshreshtha R, Singh SB, Ravi K. High
altitude simulation, substance P and airway rapidly adapting receptor activity
in rabbits. Respir Physiol Neurobiol. (2011) 178:329-36. doi: 10.1016/j.resp.
2011.07.005

Mason NP, Petersen M, Melot C, Kim EV, Aldashev A, Sarybaev A, et al.
Changes in plasma bradykinin concentration and citric acid cough threshold
at high altitude. Wilderness Environ Med. (2009) 20:353-8. doi: 10.1580/1080-
6032-020.004.0353

Frontiers in Cardiovascular Medicine | www.frontiersin.org

June 2022 | Volume 9 | Article 866093


https://www.frontiersin.org/articles/10.3389/fcvm.2022.866093/full#supplementary-material
https://www.frontiersin.org/articles/10.3389/fcvm.2022.866093/full#supplementary-material
https://doi.org/10.1152/japplphysiol.00509.2018
https://doi.org/10.2174/1871529X18666180518085245
https://doi.org/10.2174/1871529X18666180518085245
https://doi.org/10.1111/crj.13049
https://doi.org/10.1089/ham.2005.6.147
https://doi.org/10.1183/09059180.00011104
https://doi.org/10.1016/j.ijcard.2014.12.044
https://doi.org/10.1016/j.echo.2017.12.001
https://doi.org/10.1016/j.echo.2017.12.001
https://doi.org/10.1378/chest.09-2960
https://doi.org/10.1183/13993003.00985-2019
https://doi.org/10.3390/ijerph18083984
https://doi.org/10.1089/ham.2016.0098
https://doi.org/10.1164/rccm.200204-345OC
https://doi.org/10.1177/2045894020934625
https://doi.org/10.1089/ham.2013.1112
https://doi.org/10.1152/ajpheart.2000.279.4.H2013
https://doi.org/10.1093/eurheartj/ehv317
https://doi.org/10.1093/eurheartj/ehv317
https://doi.org/10.1016/j.echo.2010.07.008
https://doi.org/10.1016/j.echo.2010.07.008
https://doi.org/10.1164/rccm.200608-1199OC
https://doi.org/10.1113/jphysiol.2010.194704
https://doi.org/10.1113/EP089064
https://doi.org/10.1113/EP089064
https://doi.org/10.1016/j.niox.2017.12.007
https://doi.org/10.1016/j.niox.2017.12.007
https://doi.org/10.3389/fphys.2020.01067
https://doi.org/10.3389/fphys.2020.01067
https://doi.org/10.1186/s10194-015-0527-3
https://doi.org/10.1073/pnas.0707462104
https://doi.org/10.1073/pnas.0707462104
https://doi.org/10.1016/j.resp.2011.07.005
https://doi.org/10.1016/j.resp.2011.07.005
https://doi.org/10.1580/1080-6032-020.004.0353
https://doi.org/10.1580/1080-6032-020.004.0353
https://www.frontiersin.org/journals/cardiovascular-medicine
https://www.frontiersin.org/
https://www.frontiersin.org/journals/cardiovascular-medicine#articles

Bian et al.

Baseline NO and Ang Il Levels Predict ePAP

27.

28.

29.

30.

31.

32.

33.

34.

Jin T, Ren Y, Zhu X, Li X, Ouyang Y, He X, et al. Angiotensin II receptor 1 gene
variants are associated with high-altitude pulmonary edema risk. Oncotarget.
(2016) 7:77117-23. doi: 10.18632/oncotarget.12489

Espino YSS, Martinez-Portilla R], Torres-Torres ], Solis-Paredes JM, Estrada-
Gutierrez G, Hernandez-Pacheco JA, et al. Novel ratio soluble Fms-like
tyrosine kinase-1/angiotensin-II (sFlt-1/ANG-II) in pregnant women is
associated with critical illness in COVID-19. Viruses. (2021) 13:1906. doi:
10.3390/v13101906

Ferrario CM. ACE2: more of Ang-(1-7) or less Ang II?. Curr Opin Nephrol
Hypertens. (2011) 20:1-6. doi: 10.1097/MNH.0b013e3283406f57
Prasannarong M, Santos FR, Henriksen EJ. ANG-(1-7) reduces ANG II-
induced insulin resistance by enhancing Akt phosphorylation via a Mas
receptor-dependent mechanism in rat skeletal muscle. Biochem Biophys Res
Commun. (2012) 426:369-73. doi: 10.1016/j.bbrc.2012.08.093

Berger MM, Dehnert C, Bailey DM, Luks AM, Menold E, Castell C,
et al. Transpulmonary plasma ET-1 and nitrite differences in high altitude
pulmonary hypertension. High Alt Med Biol. (2009) 10:17-24. doi: 10.1089/
ham.2008.1053

Sun XZ, Li SY, Tian XY, Hong Z, Li JX. Effect of Rho kinase inhibitor fasudil
on the expression ET-1 and NO in rats with hypoxic pulmonary hypertension.
Clin Hemorheol Microcirc. (2019) 71:3-8. doi: 10.3233/CH-160232

Vizza CD, Letizia C, Badagliacca R, Poscia R, Pezzuto B, Gambardella C, et al.
Relationship between baseline ET-1 plasma levels and outcome in patients
with idiopathic pulmonary hypertension treated with bosentan. Int J Cardiol.
(2013) 167:220-4. doi: 10.1016/j.ijcard.2011.12.104

LuL, CaoL, LiuY, Chen Y, Fan ], Yin Y. Angiotensin (ang) 1-7 inhibits ang II-
induced atrial fibrosis through regulating the interaction of proto-oncogene

tyrosine-protein kinase Src (c-Src) and Src homology region 2 domain-
containing phosphatase-1 (SHP-1)). Bioengineered. (2021) 12:10823-36. doi:
10.1080/21655979.2021.1967035

Vinnikov D, Brimkulov N, Redding-Jones R, Jumabaeva K. Exhaled nitric
oxide is reduced upon chronic intermittent hypoxia exposure in well-
acclimatized mine workers. Respir Physiol Neurobiol. (2011) 175:261-4.
Busch T, Bartsch P, Pappert D, Grunig E, Hildebrandt W, Elser H, et al.
Hypoxia decreases exhaled nitric oxide in mountaineers susceptible to
high-altitude pulmonary edema. Am ] Respir Crit Care Med. (2001) 163:
368-73.

35.

36.

Conflict of Interest: The authors declare that the research was conducted in the
absence of any commercial or financial relationships that could be construed as a
potential conflict of interest.

Publisher’s Note: All claims expressed in this article are solely those of the authors
and do not necessarily represent those of their affiliated organizations, or those of
the publisher, the editors and the reviewers. Any product that may be evaluated in
this article, or claim that may be made by its manufacturer, is not guaranteed or
endorsed by the publisher.

Copyright © 2022 Bian, Zhang, Rao, Ding and Huang. This is an open-access article
distributed under the terms of the Creative Commons Attribution License (CC BY).
The use, distribution or reproduction in other forums is permitted, provided the
original author(s) and the copyright owner(s) are credited and that the original
publication in this journal is cited, in accordance with accepted academic practice. No
use, distribution or reproduction is permitted which does not comply with these terms.

Frontiers in Cardiovascular Medicine | www.frontiersin.org

13

June 2022 | Volume 9 | Article 866093


https://doi.org/10.18632/oncotarget.12489
https://doi.org/10.3390/v13101906
https://doi.org/10.3390/v13101906
https://doi.org/10.1097/MNH.0b013e3283406f57
https://doi.org/10.1016/j.bbrc.2012.08.093
https://doi.org/10.1089/ham.2008.1053
https://doi.org/10.1089/ham.2008.1053
https://doi.org/10.3233/CH-160232
https://doi.org/10.1016/j.ijcard.2011.12.104
https://doi.org/10.1080/21655979.2021.1967035
https://doi.org/10.1080/21655979.2021.1967035
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/journals/cardiovascular-medicine
https://www.frontiersin.org/
https://www.frontiersin.org/journals/cardiovascular-medicine#articles

	Systemic Blood Predictors of Elevated Pulmonary Artery Pressure Assessed by Non-invasive Echocardiography After Acute Exposure to High Altitude: A Prospective Cohort Study
	Introduction
	Materials and Methods
	Participants
	Clinical Data Collection
	Elevated Pulmonary Artery Pressure Definition
	Statistical Analysis

	Results
	Basic Data of the Subjects
	Changes in Hemodynamics and Vascular Regulatory Factors
	Differences in Hemodynamics and Vascular Regulatory Factors Between the ePAP+ and ePAP- Groups
	Relationships Between the Mean Pulmonary Artery Pressure and the Hemodynamic and Vascular Regulatory Factors
	Logistic Regression Analyses of Independent Risk Factors/Predictors and Associated Factors

	Discussion
	Limitations

	Conclusion
	Data Availability Statement
	Ethics Statement
	Author Contributions
	Funding
	Acknowledgments
	Supplementary Material
	References


