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Purpose: The present study verified the effects of interval training under hypoxia, a novel exercise modality for health promotion, on
the autonomic nervous system (ANS) and arterial and hemorheological function in healthy women.
Methods: Twenty healthy Korean women (age: 19–29 [24.85 ± 3.84] years) were equally assigned to interval normoxic training (INT,
n = 10; residing and training under normoxia) and interval hypoxic training (IHT, n = 10; residing under normoxia and training under
526 mmHg hypobaric hypoxia) groups. All participants performed 90-min of training sessions composed of 15-min of warm-up, 60-
min of interval training, and 15-min of cool-down. The interval training sessions composed of 10 repetitions of interval exercise using
a treadmill (5 min of exercise corresponding to 90–95% maximal heart rate [HR] and 1 min of rest). The training was performed 3
days per week for 6 weeks. All participants underwent body composition, HR variability, brachial-ankle pulse wave velocity, flow-
mediated dilation (FMD), red blood cell (RBC) deformability and aggregation, and maximal oxygen uptake (VO2max) measurements
before and after training.
Results: There were no significant differences in body composition between the groups. The IHT group showed a significant
improvement in the ANS function (root mean square of successive differences, high frequency, and low frequency/high frequency
ratio), arterial stiffness, arterial endothelial function (FMD), hemorheological function (RBC deformability and aggregation), and
aerobic performance (VO2max) compared with the INT (all p < 0.05).
Conclusion: In comparison with the interval training under normoxia, the interval training under hypoxia is a novel and effective
exercise modality for promoting aerobic performance with the ANS and arterial and hemorheological function in healthy women.
Keywords: interval training, hypoxia, heart rate variability, arterial stiffness, arterial endothelial function, erythrocyte deformability
and aggregation, maximal oxygen uptake

Introduction
Exercise is one of the most important health promotion strategies and preventative measures against many chronic
diseases.1 Regular exercise also helps prevent weight gain and increases personal well-being by improving bone and
muscle health, brain and mental health, and cardiovascular and metabolic health.1–4 The most cost-effective strategy to
enhance public health is to promote exercise and to recommend regular physical activity.2 However, a growing number of
individuals worldwide currently do not meet their recommended physical activity goals.5 The most often cited barriers to
exercise participation are lack of time and financial costs.6

Moderate-intensity continuous training (MICT), involving continuous exercise at a moderate intensity, without rest,
for 0.5–1 hours, is generally prescribed for health promotion, prevention, and treatment of cardiovascular and metabolic
diseases.1,6,7 However, MICT is not an appropriate exercise modality to address time constraints, a major problem
reported by physically inactive individuals.6,8 Recently, high-intensity interval training (HIIT), involving high-intensity
exercise separated by periods of passive or active recovery at low intensity, induces similar or superior benefits on
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cardiovascular and metabolic health in healthy and clinical populations, with less time commitment.9,10 HIIT appears to
provide intermittent periods of relatively intense exercise within a training session, is less time constrained than MICT,
and offers enhanced aerobic performance and cardiovascular and metabolic health benefits.10–12 Therefore, HIIT is
widely used today for various health promotion and disease prevention activities.1,6–8

Recently, hypoxia has been used to maximize the usefulness of exercise in cardiovascular and metabolic health.13–15

The combination of hypoxia and exercise triggers specific responses, not observed by a similar exercise under
normoxia.13,15,16 In particular, high-intensity exercise training under hypoxia showed a greater specific adaptation such
as enhanced oxygen delivery and utilization capacity, cardiopulmonary function, mitochondrial capacity, oxidative
enzyme capacity, angiogenesis, and muscle buffering capacity compared with exercise training under normoxia.17–22

Additionally, hypoxic exercise imposes less mechanical stress on the locomotor system, while resulting in similar
physiological stress, and achieving a higher cardiometabolic demand.23,24 Therefore, exercise intervention under hypoxia
is a novel exercise modality used in general medical practice in many developed countries.1,13–16,23–25

However, most previous experimental studies on exercise intervention under hypoxia have focused on weight loss,
hemodynamic function, pulmonary function, and metabolic health, and most researchers have verified the effects of
MICT under hypoxia on health promotion, prevention, and treatment of diseases.14,16,26,27 Additionally, autonomic
nervous system (ANS) function, arterial stiffness, and arterial endothelial function are important determinants of
cardiovascular health.13,15,25 However, few previous studies have verified the efficacy of interval training with high
intensity under hypoxia as an effective exercise modality on ANS function, arterial stiffness, and arterial endothelial
function.

Therefore, the present study aimed to investigate the effects of a 6-week interval training under moderate hypoxia
(hypobaric hypoxic condition, 526 mmHg, a 3000-m simulated altitude) vs normoxia (normoxic condition, 760 mmHg)
on the ANS and arterial and hemorheological function, and aerobic performance in healthy women. Our hypothesis is
that HIIT under hypoxia vs normoxia may result in greater improvements in aerobic performance with ANS and arterial
and hemorheological function in healthy women.

Methods
Participants
To first verify the safety and efficacy of exercise intervention under hypoxia, we selected 20 healthy Korean women (age:
19–29 [24.85 ± 3.84] years) who were non-smokers and non-overweight/obese and had no history of hypertension,
diabetes, hyperlipidemia, cardiovascular, pulmonary or musculoskeletal diseases. They were equally assigned to an
interval normoxic training (INT) or an interval hypoxic training (IHT) according to their body composition and aerobic
performance. Participants were explained the purpose and process of the study, including possible side effects, and
consent was obtained. All participants completed the study and the data were analyzed. To determine the sample size, we
focused on identifying meaningful differences in flow-mediated dilation (FMD), as previously suggested.25 We set alpha
to 0.05 and power to be 0.8 for sample size selection, and the total required sample size was estimated 16 participants (8
participants per group). The sample size was calculated using G*Power software (version 3.1.9.7, University of Kiel,
Kiel, Germany). The consolidated standards of reporting trial (CONSORT: Consolidated Standards of Reporting Trials)
flow diagram is shown in Figure 1 and characteristics of the subjects are presented in Table 1. The study was conducted
in accordance with the provisions of the Declaration of Helsinki and was approved by the Institutional Review Board of
Konkuk University (7001355–2020002-HR-359). The trial information is registered with the Clinical Research
Information Service in Korea (KCT0004517).

Study Design
The present study design is illustrated in Figure 2 and was designed similar to that of Jung et al.28 Participants were
equally divided into INT (n = 10, interval training under normoxia; 760 mmHg; sea level) and IHT (n = 10, interval
training under hypoxia; 3000 m simulated altitude; 526 mmHg) groups. All testing procedures and training sessions were
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performed in a 9-m (width) × 7-m (length) × 3-m (high) chamber at a temperature of 22 ± 1°C and humidity of 50 ± 5%,
regulated by an environmental control chamber (NCTC-1, Nara control, Seoul, Republic of Korea).

We included a 3-day pre-testing period (eg, two testing days and one resting day between the testing days),
a 6-week interval training session period under each environmental condition, and 3-day post-testing period (eg, two
testing days and one resting day between the testing days). The post-test period began 3 days after the last training
session.

Figure 1 CONSORT (Consolidated Standards of Reporting Trials) flow diagram.
Abbreviations: INT, interval normoxic training; IHT, interval hypoxic training; BMI, body mass index.

Table 1 Characteristics of the Participants

Variables INT IHT t-value p-value

Number (n) n = 10 n = 10 - -

Environmental condition (mmHg) Sea level (760 mmHg) 3000-m simulated altitude (526 mmHg) - -

Age (year) 24.5±3.8 25.2±4.0 −0.398 0.695
Height (cm) 164.8±0.9 163.2±3.9 1.243 0.243

Weight (kg) 52.0±3.4 51.2±4.7 0.409 0.687

BMI (kg/m2) 19.1±1.2 19.2±1.6 −0.140 0.890
FFM (kg) 35.6±2.3 35.5±3.2 0.057 0.955

Percent body fat (%) 20.7±0.9 20.6±1.1 0.090 0.929

SBP (mmHg) 108.9±11.0 108.2±10.6 0.145 0.886
DBP (mmHg) 66.1±8.6 65.3±7.9 0.217 0.831

VO2max (mL/kg/min) 49.7±4.6 49.4±4.3 0.131 0.897

Note: Values are expressed as the mean ± standard deviation.
Abbreviations: INT, interval normoxic training; IHT, interval hypoxic training; BMI, body mass index; FFM, free fat mass; SBP, systolic blood pressure; DBP, diastolic blood
pressure.
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On the first pre- and post-testing days, participants fasted for >8 h and after stabilization, a venous blood sample was
collected between 8:00 and 9:00 am to analyze hemorheological function parameters. Thereafter, body composition and ANS
function were measured. On the second pre- and post-testing days, pulse wave velocity (PWV) and FMD, which are indicators
of arterial function, were measured in order in the morning (between 7:00 and 11:00 am) after fasting for >8 h. After sufficient
rest and meals, the maximal oxygen uptake (VO2max) was measured to evaluate aerobic performance.

During the interval training session period, participants performed the 90-min training sessions composed of warm-
up, interval training, and cool-down in their respective environmental conditions (INT: normoxic condition, 760 mmHg;
IHT: moderate hypobaric hypoxic condition, 526 mmHg, a 3000-m simulated altitude). The training was performed 3
days per week for 6 weeks. Warm-up and cool-down were performed for 15 minutes, and all participants started with
50% HRmax and then increased by 10% HRmax every 5 minutes. The interval training sessions comprised 10 repetitions
of interval exercise (5 min of exercise corresponding to 90–95% HRmax and 1 min of rest) on a treadmill.28 The running
velocity on a treadmill was changed depending on the heart rate monitor (Polar M400, Helsinki, Finland) to match the
90–95% HRmax.

Participants underwent body composition (height, weight, body mass index [BMI], free fat mass [FFM], and percent
body fat), ANS function (root mean square of successive differences; RMSSD, low frequency; LF, high frequency; HF,
and LF/HF ratio), arterial stiffness (brachial-ankle pulse wave velocity; baPWV), arterial endothelial function (PWV),
hemorheological function (red blood cell [RBC] deformability and aggregation), and aerobic performance (VO2max)
measurements before and after the 6-week interval training session under each environmental condition.

Body Composition
Measurement of body composition was conducted based on previous studies.20 Body composition parameters (height,
weight, BMI, FFM, and percent body fat) of the participants were analyzed using a stadiometer (YM-1, KDS, Seoul,

Figure 2 Study design.

https://doi.org/10.2147/IJWH.S344233

DovePress

International Journal of Women’s Health 2022:1482

Park et al Dovepress

Powered by TCPDF (www.tcpdf.org)Powered by TCPDF (www.tcpdf.org)

https://www.dovepress.com
https://www.dovepress.com


Korea) and bioelectrical impedance analyzer (Inbody 770; Inbody, Seoul, Korea). Participants wore lightweight clothing
and any metal items on their bodies were discarded.

ANS Function
Measurement of ANS function was conducted based on previous studies.16 Heart rate variability (HRV) was measured to
examine changes in ANS function before and after the 6-week interval training in each environmental condition. HRV
was measured by the following procedure: After taking a break for 10 minutes for stable measurement, 4 pads were
attached to the wrist and ankle using an HRV meter (LAXTHA; CANS-3000, Daejeon, Korea), and HRV was measured
in a sitting position with a steady state. Among the HRV parameters, RMSSD was analyzed as a time-domain method,
and LF, HF, and LF/HF ratio were measured using the frequency-domain method.16,28

Arterial Stiffness, Arterial Endothelial Function, and Hemorheological Function
Measurement of arterial stiffness, arterial endothelial function, and hemorheological function was conducted based on
previous studies.24,25 The baPWV, as a parameter of arterial stiffness, was verified using an automatic oscillometric device
(VP-1000 plus, Omron, Osaka, Japan). The VP-1000 plus simultaneously records the baPWVand brachial and ankle BPs on
the left and right sides, generates an electrocardiogram, and records heart sounds. Electrocardiography electrodes were
placed bilaterally on both wrists and cuffs. A microphone for detecting heart sounds was placed on the left edge of the
sternum. The cuffs were connected to a plethysmographic sensor, which determined the volume pulse form and an
oscillometric pressure sensor that measured BP. The brachial and ankle pulse volume waveforms were recorded using
a semiconductor pressure sensor. The baPWV values on the right and left sides were obtained and averaged for analysis.

The FMD in the right brachial artery, as an arterial endothelial indicator, was measured via noninvasive Doppler
ultrasound (UNEX-EF, Tokyo, Japan); we fixed the instrument in the brachial artery region 3–5 cm above the elbow and
measured the diameter of the medial muscle artery. Next, blood was removed for 5 min by increasing BP by 50 mmHg from
the resting BP. After 5 min, deflation was automatically recorded for the next 2 min, and the calculated values of FMD (FMD
= [reactive hyperemia diameter − baseline diameter] × 100%) were used to evaluate the diameter and blood flow rate.

Participants were evaluated for RBC deformability and aggregation as hemorheological function parameters to evaluate
microvascular circulation function. We analyzed RBC deformability and aggregation using Rheoscan-D under environmental
conditions of 25°C and 3 Pa shear stress within 4–6 h after blood collection.25,29 RBC deformability was measured using the
elongation index (EI), wherein we first transferred the sample to a 2-mL microseparation tube, which was diluted in 700 μL
of 5.5% polyvinylpyrrolidone (360 kDa) dissolved in 1 mmol phosphate-buffered saline (pH 7.4; osmolality: 300 mOsmol/
kg) in a K3-ethylenediaminetetraacetic acid tube (Greiner Bio-one, Chon Nuri, Thailand). Thereafter, this solution (0.5 mL)
was analyzed using a D-test kit according to Rheo Meditech Inc.’s instructions. The accuracy of the RBC EI was measured
using a Lineweaver–Burk plot model.30 RBC aggregation was measured using the aggregation index; we analyzed 8 μL of
the whole blood sample using an A-test kit according to Rheo Meditech Inc.’s instructions.31

Aerobic Performance
Measurement of aerobic performance was conducted based on previous studies.28 VO2max was measured as an aerobic
performance parameter before and after interval training in each environmental condition using the modified Bruce
protocol for graded exercise testing on a treadmill (S25TX, SFET, Seoul, Republic of Korea) using a K5 breath-by-breath
auto metabolism analyzer (K5, Cosmed, Rome, Italy). The graded exercise test was completed when the following three
criteria were satisfied: 1) VO2 plateau—no further increase in oxygen use per minute even with an increase in work
performed, 2) HR within 10 beats of the age-predicted HRmax, which is the basis for using the participants’ HRmax as
a surrogate for the VO2max when designing personal training programs, 3) respiratory exchange ratio >1.5, and 4)
plasma (blood) lactate concentrations >7 mmol/L.

Statistical Analysis
The means and stDLFandard deviations were calculated for each primary dependent parameter. The normality of the
distribution of all outcome parameters was verified using the Shapiro–Wilk W-test prior to parametric tests. A two-way
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analysis of variance (“time” × “group”) with repeated measures of the “time” factor was used to analyze the effects of the
interval training environmental condition on each dependent variable. Partial eta-squared (η2) values were calculated as
measures of the effect size. If a significant interaction was found, a Bonferroni post-hoc test was performed to identify
within-group changes over time. Additionally, a paired t-test was performed to compare the post-training versus pre-
training values of dependent parameters in each group separately. We used Cohen’s d (effect size), which reflects the
value of a statistic calculated from a sample of data and standardized mean differences. Statistical differences in the
means (effect size, Cohen’s d) were determined with a significance level (p < 0.05) and 95% confidence interval (CI). All
analyses were performed using SPSS Statistics (version 25.0; IBM Corp., Armonk, NY, USA).

Results
Body composition data of the INT and IHT groups before and after training are presented in Table 2. No significant
interaction was observed for any of the body composition parameters; the body composition did not affect changes in the
ANS function, arterial stiffness, endothelial function, hemorheological function, and aerobic performance.

Figure 3 depicts the pre- and post-training ANS function data via the measured HRV. There was a significant
interaction in RMSSD (η2 = 0.449, p = 0.001), HF (η2 = 0.346, p = 0.006), and LF/HF ratio (η2 = 0.461, p = 0.001);
however, no significant interaction was noted for LF. In the post-hoc analysis, RMSSD (Cohen’s d: 1.22, 95% CI: 0.25,
2.08, p < 0.05) and HF (Cohen’s d: 0.35, 95% CI: −0.51, 1.18, p < 0.05) showed a significant increase in the IHT. The
LF/HF ratio showed a significant increase in the INT (Cohen’s d: 0.67, 95% CI: −0.22, 1.50, p < 0.05), but a significant
decrease in the IHT (Cohen’s d: −0.77, 95% CI: −1.61, 0.13, p < 0.05).

Arterial stiffness, arterial endothelial function, and hemorheological function are shown in Figure 4, and a significant
interaction was found for baPWV (η2 = 0.348, p = 0.006), FMD (η2 = 0.428, p = 0.002), RBC deformability (η2 = 0.501,
p < 0.001), and RBC aggregation (η2 = 0.410, p = 0.002). In the post-hoc analysis, baPWV (Cohen’s d: −1.10, 95% CI:
−1.95, −0.15, p < 0.05) and RBC deformability (Cohen’s d: 2.34, 95% CI: 1.15, 3.33, p < 0.05) showed a significant
increase in the IHT. Additionally, FMD showed a significant increase (INT = Cohen’s d: 1.77, 95% CI: 0.70, 2.68, p <
0.05, IHT = Cohen’s d: 3.71, 95% CI: 2.17, 4.94, p < 0.05) and RBC aggregation showed a significant decrease (INT =
Cohen’s d: −0.07, 95% CI: −0.91, 0.77, p < 0.05; IHT = Cohen’s d: −0.31, 95% CI: −1.15, 0.54, p < 0.05) in both groups.
However, a greater improvement in the FMD and RBC aggregation was observed in the IHT group than in the INT
group.

The aerobic performance of both groups is shown in Figure 5. There was a significant interaction in the VO2max (η2

= 0.237, p = 0.037). Post-hoc analyses revealed a significant increase in the VO2max in the INT (Cohen’s d: 0.94, 95%
CI: 0.02, 1.79, p < 0.05) and IHT (Cohen’s d: 1.15, 95% CI: 0.19, 0.00, p < 0.05), but a greater improvement in VO2max
was observed in the IHT group than in the INT group.

Discussion
Our study demonstrated that the IHT is effective in improving ANS (eg, RMSSD, HF, and LF/HF ratio) and arterial (eg,
baPWV and FMD) and hemorheological function (eg, RBC deformability and aggregation) compared with INT in
healthy women.

Regarding body composition, previous studies have reported that exercise intervention under hypoxia is effective in
reducing weight and body fat via improved cardiometabolic function in overweight/obese population.26,27,32 Wiesner
et al27 conducted a study in overweight to obese subjects to test the hypothesis that 4 weeks of MICT under hypoxia (n =
24, FiO2 = 15%) results in similar or even greater improvement in body weight and metabolic risk markers compared
with exercise under normoxia (n = 21, FiO2 = 21%). They reported that the hypoxic group showed a greater weight loss
and similar physical fitness and metabolic risk markers at lower workloads compared with the normoxic group. Kong
et al26 investigated the additive effect of 4 weeks of MICT under hypoxia (n = 11, FiO2 = 16.4–14.5%) vs normoxia (n =
11, FiO2 = 21%) on weight loss in obese young adults, and concluded that hypoxic training resulted in an additive
improvement in weight loss. Hobbins et al32 conducted a systematic review to synthesize the effects of exercise
intervention under hypoxia on body composition and cardiometabolic health. They concluded that exercise intervention
under hypoxia resulted in increased energy expenditure, decreased weight and body fat, and improved cardiometabolic
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Table 2 Changes in Body Composition Before and After Training at Each Environmental Condition

Variables INT (n = 10) Cohen’s d
(95% CI)

IHT (n = 10) Cohen’s d
(95% CI)

p-value (ɳ2)

Pre Post Pre Post Time Group Interaction

Weight (kg) 52.0 ±3.4 51.7 ±3.3 −0.07 (−0.90, 0.78) 51.2 ±4.7 51.1 ±4.4 −0.03 (−0.87, 0.81) 0.057 (0.187) 0.697 (0.009) 0.659 (0.011)

BMI (kg/m2) 19.1 ±1.2 19.0 ±1.1 −0.07 (−0.91, 0.77) 19.2 ±1.6 19.2 ±1.6 0.00 (−0.83, 0.84) 0.191 (0.093) 0.829 (0.003) 0.119 (0.130)

FFM (kg) 35.6 ±2.3 35.4 ±2.4 −0.07 (−0.90, 0.78) 35.5 ±3.2 35.5 ±3.2 0.00 (−0.84, 0.84) 0.539 (0.021) 1.000 (0.000) 0.590 (0.016)
Percent body fat (%) 20.7 ±0.9 20.6 ±0.8 −0.09 (−0.93, 0.75) 20.6 ±1.1 20.4 ±1.4 −0.15 (−0.99, 0.70) 0.150 (0.112) 0.806 (0.003) 0.476 (0.029)

Note: Values are expressed as the mean ± standard deviation.
Abbreviations: INT, interval normoxic training; IHT, interval hypoxic training; BMI, body mass index; FFM, free fat mass; CI, confidence interval.
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health in the obese population. However, our study did not show any change in body composition parameters, such as
weight and body fat, after 6 weeks of exercise training session as all participants were healthy women with normal range
of body composition (BMI 20.7 ± 1.3 and %body fat 20.9 ± 1.1). Our results are considered reasonable in that there was
no body composition change in comparison to results from previous studies that conducted various hypoxic training on
athletes or in the healthy population.17–21

HRV reflects the interactions of the sympathetic nervous system (SNS) and parasympathetic nervous system (PNS),
which modulate cardiovascular function, and is used to evaluate ANS function.16,28,33 In particular, HRV is widely used
to examine changes in ANS activity and balance due to stress and to obtain information on stress-related diseases.16,28,33

Regarding HRV parameters, RMSSD is mainly used to predict HRV at high frequencies and mainly reflects the activity
of the PNS.28,34 A higher RMSSD is interpreted as a physiologically healthy and relaxed state.28,34 HF mainly reflects the
activity of the vagus nerve branching into the heart and is a representative measure of PNS activity.16,28 LF is related to
mental stress caused by SNS activation and indicates heart instability.28,33 Additionally, LF/HF reflects the overall
balance of the ANS, and a higher value indicates that the SNS is relatively enhanced or that the PNS is suppressed.16,33

Few previous studies have been conducted on exercise training under hypoxia vs normoxia on changes in ANS function
measured based on HRV. Park et al16 examined the effect of a 12-week combined exercise intervention under hypoxia (n
= 12, FiO2 = 14.5%) vs normoxia (n = 12, FiO2 = 20.9%) on HRV in an obese elderly population. They reported that
hypoxic training resulted in an improved HF and LF compared to normoxic training. Jung et al28 evaluated the effects of
a 6-week IHT (n = 10, FiO2 = 14.5%) vs INT (n = 10, FiO2 = 20.9%) on ANS function in middle- and long-distance
runners. They demonstrated that IHT enhances ANS function by improving RMSSD, HF, and LF/HF. Our study also
verified that the IHT is an effective exercise modality that enhances ANS function via RMSSD, HF, and LF/HF
compared with INT. In addition, Kim et al35 investigated whether six weeks of aerobic continuous and interval training
under hypoxia (n = 10, 526 mmHg, simulated 3000 m) can improve ANS function and aerobic performance versus
normoxia (n = 12, 760 mmHg) in amateur male swimmers. They reported that hypoxic training composed of aerobic
continuous and interval exercise improves the aerobic performance of amateur male swimmers with better ANS function.

Figure 3 Changes in ANS function before and after training at each environmental condition. (A) Change in the RMSSD. (B) Change in LF. (C) Change in HF. (D) Change in
LF/HF ratio. †p < 0.05, significant interaction or main effect. *p < 0.05, significant difference between before and after training at each environmental condition.
Abbreviations: RMSSD, root mean square of successive differences; LF, low frequency; HF, high frequency; ANS, autonomic nervous system; INT, interval normoxic
training; IHT, interval hypoxic training; CI, confidential interval.
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These results suggest that exercise training under hypoxia increases the vagus nerve activity, thereby inhibiting the
activity of the SNS compared with exercise training under normoxia.

Regarding arterial and hemorheological functions, both exercise and hypoxia showed an outstanding improvement.
Regular exercise intervention increases vasodilation and upregulates endothelial nitric oxide (NO) synthases, which in
turn induce augmented blood flow.35 Hypoxia induces an improvement in the bioavailability of NO, a major vasodilator,
thereby enhancing vasodilation and reducing total peripheral resistance and reducing arterial stiffness and blood

Figure 4 Changes in arterial stiffness, arterial endothelial function, and hemorheological function before and after training at each environmental condition. (A) Change in
baPWV. (B) Change in FMD. (C) Change in RBC deformability. (D) Change in RBC aggregation. †p < 0.05, significant interaction or main effect. *p < 0.05, significant
difference before and after training at each environmental condition.
Abbreviations: baPWV, brachial-ankle pulse wave velocity; FMD, flow-mediated dilation; RBC, red blood cell; EI, elongation index; AI, aggregation index; INT, interval
normoxic training; IHT, interval hypoxic training; CI, confidential interval.

Figure 5 Changes in VO2max before and after training at each environmental condition.
†p < 0.05, significant interaction or main effect. *p < 0.05, significant difference

before and after training at each environmental condition.
Abbreviations: VO2max, maximal oxygen uptake; INT, interval normoxic training; IHT, interval hypoxic training; CI, confidential interval.
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pressure.13,24,25,37 In particular, previous studies reported that exercise training under hypoxia promotes microcirculatory
function for oxygen and carbon dioxide exchange in tissues and leads to improved ANS function, hemodynamic
function, arterial stiffness, and vasodilation.13,24,25,37 Nishiwaki et al38 examined the effect of an 8-week exercise
intervention under hypoxia (n = 8, FiO2 = 16.5%) vs normoxia (n = 8, FiO2 = 20.9%) on arterial stiffness and arterial
endothelial function in postmenopausal women, reporting that hypoxic training may induce vascular functional adapta-
tions with an increase in FMD response. Jung et al25 investigated the effect of a 12-week Pilates exercise under hypoxia
(n = 12, FiO2 = 14.5%) vs normoxia (n = 10, FiO2 = 20.9%) on blood pressure, arterial stiffness, arterial endothelial
function, and hemorheological function in obese women. They reported that hypoxic training induced an improvement in
diastolic blood pressure, flow-mediated dilation, and erythrocyte deformability and aggregation compared with normoxic
training and concluded that exercise intervention under hypoxia is a novel and successful modality for promoting arterial
endothelial and hemorheological function. Based on these previous studies, we analyzed baPWV, FMD, and RBC
deformability and aggregation before and after 6 weeks of IHT in healthy women. We confirmed that IHT is an effective
exercise modality for improving arterial stiffness, arterial endothelial function, and hemorheological function compared
with INT. Overall, our findings on arterial and hemorheological function via IHT are consistent with those of previous
studies.

Aerobic performance reflects the ability of the cardiopulmonary system and microcirculatory ability to transport
oxygen to muscle tissues during exercise and is an important indicator of metabolic and cardiovascular health.39,40

Exercise training under hypoxia enhances aerobic performance not only via erythropoiesis, but also via various factors
such as the muscular nervous system, metabolic hormones, and various proteins that change muscle tissue very
efficiently in oxygen and energy utilization.20–22,28 In particular, hypoxic training enhances aerobic performance via
improved exercise economy, blood supply and utilization to tissues, capillary and mitochondrial density, oxidative and
glycolytic enzyme activity, glucose transport, and acid-base balance.20–22,28,41,42 Consistent with previous studies, we
also found that a 6-week IHT enhanced VO2max in healthy women compared with INT, and the enhanced aerobic
performance is presumably due to the improvement in ANS and arterial and hemorheological function.

Limitations
Our study has some limitations. The lack of assessment of dietary intake as well as small sample size and/or the low
number of participants were limitations of our study.

Conclusion
Our study confirmed that a 6-week interval training under hypoxia (526 mmHg, a 3000-m simulated altitude) would
enhance the ANS and the arterial and hemorheological function, and the aerobic performance in healthy women.
However, there is a need to confirm effective hypoxic training methods by verifying the differences according to various
types of exercise under hypoxia (eg, MICT or HIIT) in the future.
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