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Abstract: This study aims to investigate and compare the effects of conventional breathing exercises
and an inspiratory muscle training intervention on clinical symptoms in asthma patients. Sixty asthma
patients (40-65 years old) were randomly assigned to either the conventional breathing exercises
(BTE) or inspiratory muscle training (IMT) group for a 12-week intervention period. Outcome
measurements were performed before and after the intervention, including the spirometry data,
maximal inspiratory and expiratory pressures (PImax and PEmax), asthma control test, asthma
control questionnaire, six-minute walk test, and three-day physical activity log, were recorded.
PImax expressed as % of predicted value controlled for age and gender in healthy subjects (%
predicted) increased by 16.92% (82.45% to 99.38%, p < 0.05) in the BTE group and by 29.84% (71.19%
to 101.03%, p < 0.05) in the IMT group. Except for forced vital capacity, which was reduced in the BTE
group, all other measured variables improved in both groups, and no statistically significant between-
group differences were found. IMT appears to be more effective than breathing exercise intervention
in promoting improvements in respiratory muscle strength. IMT may act as an alternative to
conventional breathing exercises for middle-aged and elderly asthma patients.

Keywords: inspiratory muscle training; breathing exercise; asthma; forced vital capacity (FVC);
maximal inspiratory pressure (PImax)

1. Introduction

Asthma is one of the most common chronic respiratory diseases, and it affects more
than 300 million people worldwide [1]. In Taiwan, the prevalence of asthma is 5.1% in the
general population [2]. This disease not only affects the individual and the whole family
but also imposes a substantial burden on the healthcare system and the government [3].
Due to the high prevalence of asthma and associated healthcare costs, it is important to
identify low-cost alternatives to traditional pharmacotherapy as well as adjunct thera-
pies to supplement traditional treatment strategies for managing asthma and modifying
its severity.

Breathing exercises (BTE) and inspiratory muscle training (IMT) are nonpharmacolog-
ical interventions that improve asthma control. Both exercises have been widely used and
are low cost, easy to apply, safe, and considered important adjuncts for asthma treatment [4].
BTE have been routinely used by professionals to control the hyperventilation symptoms
of asthma and often appear in educational programs as self-monitoring techniques, which
aim to adapt asthma patients to an appropriate breathing pattern with a longer expiration
and a lower respiratory rate and thereby reduce hyperventilation and hyperinflation [5].
BTE positively affect pulmonary function, respiratory muscle strength, levels of functional
capacity, physical activity, and health-related quality of life (HRQoL) [6], as well as decrease
the use of medications, inflammatory and emotional disorders [7].
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IMT, a quantitative technique, is a form of resistance exercise designed to strengthen
inspiratory muscles by means of providing a resistance during inspiration. The effect of
IMT is generated through the inspiratory muscles adapting to overcome the ‘resistance’.
The expected role of IMT and its potential role in patients with asthma include an increase
in diaphragm thickness and strength, a decrease in exertional dyspnea, and a decrease in
the oxygen cost of breathing [8]. There is evidence that IMT also provides benefits, such
as pulmonary function, respiratory muscle strength and endurance, levels of functional
capacity, physical activity, and HRQoL, as well as reduced emotional disorders, and the
use of medical services [4,9]. The addition of IMT, even when applied for a short period,
had better rehabilitative effects than respiratory exercise alone [10].

Advantages of non-pharmacological asthma management, such as BTE and IMT, are
low-cost alternatives to conventional drug therapy. Although asthma symptoms can be
controlled by pharmacotherapy, asthma patients are not found to improve the functional
capacity and physical activity adequately [11]. In addition, serious adverse effects of
medication could limit the long-term use. The biomechanical alterations induced by
asthma may justify the use of BTE and IMT as complements to medications to reduce
respiratory difficulties and maximize the outcomes, which might minimize the need for
medication and thereby reduce their side effects [12].

However, there has been no consensus regarding the effectiveness of BTE and IMT in
asthmatics [3,9] because scientific evidence for the efficacy has been lacking until recently,
and there are limited high-quality randomized controlled trials (RCT). In addition, the
diagnosis of asthma in older adults has frequently been overlooked because it is frequently
masked by other health problems, and the literature regarding exercise in asthma for
middle-age and elderly individuals is sparse [13]. In the present study, we aimed to
investigate and compare the effects of a 12-week intervention using either BTE or IMT on
pulmonary function, respiratory muscle strength, and asthma control (primary outcomes),
as well as functional capacity and physical activity (secondary outcomes), in middle-aged
and elderly patients with asthma.

2. Materials and Methods
2.1. Participants

Sixty thoracic outpatients, who were attending a follow-up clinic at a regional medical
center in northern Taiwan, were referred by medical professionals and volunteered to
participate in this study. They were aged between 40 and 65 years and had been diagnosed
with asthma for more than six months by a specialist doctor. Physicians followed the Global
Initiative for Asthma (GINA) guideline [14,15] for diagnosis and classification based on a
medical history, physical examination, and comprehensive pulmonary function evaluation.
The participants were introduced to an “asthma management action plan”, and were
not prescribed routine medications throughout the study. The exclusion criteria were as
follows: (1) chronic obstructive pulmonary disease or other lung diseases; (2) lung cancer
or other terminal tumors; (3) long-term use of oxygen therapy at home; (4) long-term use of
a noninvasive positive pressure breathing apparatus; (5) unable to consent and cooperate;
(6) active tuberculosis or other infectious diseases; (7) acute pneumonia infection in the
past month; (8) untreated hypertension; (9) stroke; (10) presence of any diseases related to
the brain, lungs, or cardiovascular system; and (11) ongoing dialysis treatment. The study
was conducted according to the guidelines of the Declaration of Helsinki, and approved by
the Institutional Review Board (IRB) of Far Eastern Memorial Hospital in Taiwan (protocol
code FEMH-106076-E and date of approval on 21 June 2017). All experimental procedures
regarding testing and respiratory training were carefully explained to the participants, and
written informed consent from participants who met the inclusion criteria was obtained
prior to the beginning of the experiment.
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2.2. Experimental Design and Procedure

The study was a prospective and randomized controlled trial with two arms that
compared the non-pharmacological interventions BTE and IMT. A flow diagram of the
study is presented in Figure 1. An a priori power analysis with G*Power 3 was performed,
using a predefined power of 0.8, an alpha level of 0.05, and an effect size of 0.5 [1]. These
parameters lead to a required sample size of at least 38 participants in total (7 = 19 in each
group). We recruited 60 participants, and they were randomly assigned to one of the two
intervention groups. After baseline screening and testing, all 60 eligible participants were
allocated to the BTE or IMT group by a third person in a blinded manner (i.e., only using the
subject number without knowledge of any other identification or baseline test result) using
block randomization targeting group sizes of n = 30. Participants were concealed from their
allocated arm of the study. BTE, IMT, baseline measurement, pre- and post-intervention
assessment were all taught and conducted by a single nurse, who is a licensed thoracic
nurse practitioner who had special respiratory training, and is familiar with the physiology
of BTE and respiratory muscle work.

During the 12-week program, the BTE group participated in 25-min sessions twice a
week (Figure 2). The sessions focused on stimulating nasal and diaphragmatic breathing,
increasing the expiratory time, slowing the respiratory flow, and regulating the breathing
rhythm. At the beginning of each session, the participants performed exercises to stretch
the muscles of the thoracic wall. These exercises were followed by respiratory exercises
and exercises to strengthen the abdominal and diaphragmatic muscles. All of the exercises
were associated with diaphragmatic breathing and pursed-lip breathing. In pursed-lip
breathing, the air is inspired through the nose, causing the abdomen to inflate; then, the
air is exhaled through the mouth with semi-open lips. The patients were encouraged to
breathe out “the entire air contents of the lungs” [7,16].

Participation in the IMT group required 30 dynamic inspiratory efforts two times
per day, five days per week, for 12 weeks. The intensity of each breath was 50-60% of
maximal inspiratory pressure (PImax). The participants were instructed to initiate each
breath from residual volume and to continue the inspiratory effort until the maximal
lung pressure was attained for at least one second. This procedure was repeated three
times. A nose clip was worn during all breaths, and the participants were instructed to
maintain a low breathing frequency to avoid hyperventilation. The initial training loads
were set by the investigators, and all of the inspiratory efforts were trained using a pressure-
threshold device (Powerbreathe, HaB International, Southam, UK). The participants were
instructed to periodically increase the resistive load such that the completion of 30 breaths
approximated the limit of inspiratory muscle tolerance. To ensure that participants adhered
to the specific training requirements of the respective training interventions, they reported
to the laboratory on a monthly basis, and the respiratory training diaries were completed
by them or their family throughout the intervention [17-19].

All outcomes were assessed by the same investigator. All the experimental procedures
were identical between the pre- and posttest.
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Figure 1. Flowchart of the participants throughout the study (CONsolidated Standards Of Reporting Trials (CONSORT)
flow diagram) [20].

Inclusion Criteria
¢ Age : 40-65 years old
* Diagnosed with asthma for more than six months

o) 4 él 4

Pretest Posttest
12 Weeks
* Breathing exercises (BTE)
vs.
¢ Inspiratory muscle training (IMT)
Week 0 Week 4 Week 8 Week 12

* *

* Pulmonary and respiratory function assessments

: Asthma control assessments

* Functional capacity (6-min walk test, 6MWT) and physical activity assessments

* Return visit adjustment (every month)

) & X I8

Figure 2. The experimental procedure and timeframe of the study. &: Pulmonary and respiratory function assessments; §:
Asthma control assessments; o: Functional capacity and physical activity assessments; %: Respiratory visit adjustment (in a

monthly interval).

2.3. Measurements of Pulmonary Function

Forced expiratory volume in one second (FEV1), forced vital capacity (FVC), and in-
halation/exhalation flow-rate changes were measured by body plethysmography (Master-
Screen Body, Cardinal Health, Hochberg, Germany). The flow accuracy was 0.2-12 L/s 2%,
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the box pressure was +10.2 cmH,0 (1 kPa) £2%, and the mouth pressure was +204.5
cmH,0 (20 kPa) £2%. All the tests were repeated three times, from which two sets of data
were chosen for this analysis [21,22].

2.4. Evaluation of Respiratory Muscle Strength

We used a respiratory muscle pressure meter (MicroRPM, Micro Medical Ltd, Rochester,
UK) to determine the PImax and maximal expiratory pressure (PEmax) scores as indicators
of respiratory muscle function. The scores for each participant were measured 10 times, in
accordance with the American Thoracic Society European Respiratory Society Statement
on Respiratory Muscle Testing. Measurements taken during disturbances such as coughing,
leakage, and instrument blockage were removed from the analysis. Three measurement
values showing less than 5% variance were included for calculation, from which the largest
values were recorded as the PImax and PEmax value [23].

2.5. Asthma Control Assessments—Asthma Control Test (ACT) and Asthma Control
Questionnaire (ACQ)

The ACT is a validated, patient-completed measure of asthma control that includes
five questions that assess activity limitations, shortness of breath, nighttime symptom:s,
use of rescue medication, and patient overall rating of asthma control over the previous
four weeks. The questions are scored from 1 (worst) to 5 (best), and the ACT score is the
sum of the responses, giving a maximum best score of 25. According to the GINA, an ACT
score less than 19 is defined as poorly controlled asthma, and therefore, a score greater
than 20 is the optimal cutoff point defining well-controlled asthma [24]. The ACQ has high
reliability and is very responsive to changes in asthma control. The scales are scored from
0 to 6 (higher is worse). An ACQ score < 1.5 is considered indicative of controlled asthma,
whereas a score > 1.5 is considered indicative of poorly controlled asthma. A clinically
effective treatment results in a 0.5-point decrease in the score after an intervention [7].

2.6. Six-Minute Walk Test (6 MWT), Heart Rate, and Blood Oxygen Saturation

The 6MWT was used to detect participants’ functional capacity by measuring the
distance they traveled during the walk test [23]. Considering that the recruited participants
did not have regular exercise training experience, we selected this endurance test [25] for
our study population because the 6SMWT has been used to test functional capacity in the
obese population. The 6MWT was performed after the pulmonary function and respiratory
muscle strength test in the morning to ensure consistency. For the 6MWT assessment,
the participants were encouraged to walk as far as they could during 6 min over a flat
100-feet surface, and for consistency, the researchers used constant verbal cues and positive
feedback to encourage the participants to complete the task [26,27]. Meanwhile, heart rate
and blood oxygen saturation were measured with a WristOx2® Model 3100 pulse oximeter
(Nonin Medical, Inc., Plymouth, MN, USA) during the 6MWT [28]. 6MWT was performed
twice to accurately assess exercise performance due to being familiar with 6MWT and
the presence of a learning effect, considering the highest value of the six-minute walk
distance (6MWD).

2.7. Three-Day Physical Activity Log (3-D PAL)

The 3-D PAL was used to estimate energy expenditure by daily physical activity [29].
The participants were divided into retired and employed groups due to different physical
activity levels. The employment status was reported by the participants. In the activity
log, a day was divided into 96 periods of 15 min each. Each 15-min period over three
days, including a weekend day, was quantified in terms of energy costs ona 1 to 9 scale
corresponding to a range of 1.0 metabolic equivalent (MET) to 7.8 METs and higher. Then,
the researchers calculated the total amount of time spent engaging in moderate physical
activity [30].
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2.8. Statistical Analysis

This study used IBM SPSS Statistics for Windows, Version 20.0 (IBM Corp., Armonk,
NY, USA.) to facilitate data processing and analysis. Baseline characteristics of the par-
ticipants are presented as the mean and standard deviation (mean £ SD) and analyzed
by independent t tests and Pearson chi-square tests. The change scores between pre- and
post-intervention for each outcome variables in both groups were analyzed using an in-
dependent t test. Two-way analysis of variance (two-way ANOVA) was used to evaluate
differences between groups. The level of statistical significance was set at p < 0.05.

3. Results
3.1. Baseline Characteristics of the Participants

Both groups had similar demographic and clinical characteristics at baseline (Table 1).
Table 2 presents descriptive statistics between the two groups. The results showed that
there were more female (1 = 45, 75%) than male participants (n = 15, 25%). The largest
proportions of the subjects were accounted for by the groups of 50-59-year-olds (n = 25,
41.7%) and groups with BMI between 18.5 and 24 (n = 21, 35%), body fat greater than 25%,
and moderate asthma (n = 56, 93.3%).

Table 1. Baseline characteristics of participants in the breathing exercises (BTE) and inspiratory
muscle training (IMT) groups.

BTE (n = 30) IMT (n =30)
Mean SD Mean SD p Value
Age (year) 55.1 7.72 55.1 6.68 0.5
Height (cm) 159.57 8.69 160.87 7.55 0.26
Weight (kg) 64.31 11.62 64.47 14.5 0.17
BMI (kg/m?) 25.26 4.14 25.97 5.12 0.28
Body fat (%) 34.6 8.29 34.04 8.53 0.39

Independent t tests were used for statistical analyses.

Table 2. Descriptive statistics between two groups.

Total BTE IMT

n (%) n (%) n (%) p Value
Participant 60 (100%) 30 (50%) 30 (50%)
Sex P 0.38
Male 15 (25%) 8 (26.7%) 7 (23.3%)
Female 45 (75%) 22 (73.3%) 23 (76.7%)
Age? 0.5
40-49 years 13 (21.6%) 7 (23.3%) 6 (20%)
50-59 years 25 (41.7%) 10 (33.3%) 15 (50%)
60-65 years 22 (36.7%) 13 (43.3%) 9 (30%)
Asthma severity ? 0.5
Moderate 56 (93.3%) 28 (93.3%) 28 (93.3%)
Severe 4 (6.7%) 2 (6.7%) 2 (6.7%)

2: Independent  test (p < 0.05); °: Pearson chi-square test (p < 0.05).

3.2. Pulmonary Function

The FVC results showed a significant interaction (p = 0.045). The main effects for
“Time” (p = 0.312) and “Group” (p = 0.147) were not significant (Table 3). For FEV1,
there was no effect of “Time” (p = 0.498) or “Group” (p = 0.505) or “Treatment x Time”
interaction (p = 0.263). In the IMT group, the FVC (% predicted) increased by 4.25% (from
79.38% + 13.26 to 83.63% + 11.54, p < 0.05), whereas it did not significantly change in the
BTE group (Figure 3).
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Table 3. Comparison of spirometry, clinical symptoms, and physical activity between breathing exercises (BTE) and inspiratory muscle training (IMT) group.
Outcome Groups Time Period p Values
Pre 95% CI Post 95% CI A “Group” X “Time”  “Time” “Group”
Pulmonary functions
FVC (% predicted) BTE 87.05+ 153 81.82-92.28 85.62 + 14.75 80.78-90.46 ~143+ 11561 0.045* 0.312 0.147
IMT 79.38 £13.26 74.15-84.62 83.63 £11.54 78.79-88.47 42549827
FEV1 (% predicted) BTE 82.77 £17.19 76.73-88.81 82.37 £ 16.56 77-87.74 —0.4 +6.34 0.263 0.498 0.505
IMT 79.12 £15.84 73.08-85.17 80.73 £12.55 75.36-86.1 1.61 £7.36
Respiratory muscle strength
PImax (% predicted) BTE 82.45 £ 32 71.69-93.22 99.38 £ 35.03 88.25-110.5 16.92 +12.94 F 0.00 * 0.00 * 0.527
IMT 71.19 + 26.66 60.42-81.95 101.03 & 25.04 88.9-112.16 29.84 +13.16
PEmax (cmH,0) BTE 53.87 £ 20.72 45.51-62.23 70.67 £25.5 61.39-79.94 16.8 +15.52 0.9 0.00 * 0.918
IMT 54.7 £ 24.83 46.34-63.06 71.07 £ 25.26 61.79-80.34 16.37 &+ 13.67
Asthma control
ACT BTE 21.43 £2.06 20.5-22.36 22.06 £+ 1.86 21.34-22.79 0.63 +1.49 0.437 0.001 * 0.927
IMT 21.3 £2.95 20.37-22.23 223+£21 21.58-23.03 1+2.03
ACQ BTE 1.15+0.44 0.98-1.33 1.02+ 043 0.87-1.17 —-0.13+1.37 0.466 0.00 * 0.883
IMT 12+0.52 1.03-1.38 14041 0.85-1.16 —-0.2+0.31
Functional capacity
6MWT
Distance (meters) BTE 520.17 £ 74.8 493.35-546.98 545. +71.44 520.94-569.26 24.93 £+ 42.03 0.237 0.00 * 0.741
IMT 508.67 £71.92  481.85-535.48 545.06 + 60.3 520.9-569.22 36.4 £ 3145
Heart rate (beats/min) BTE 108.23 £ 13.8 103.02-113.45 109.7 £ 16.14 104.61-114.79 1.47 +£16.39 0.318 0.076 0.524
IMT 104.36 + 14.72 99.15-109.58 109.53 + 11.29 104.44-114.62 517 £ 11.66
Blood oxygen saturation (%) BTE 94.86 + 1.83 94.18-95.55 94.16 £1.93 93.48-94.85 —0.7 £ 1.86 1 0.003 * 0.440
IMT 94.53 £1.90 93.85-95.22 93.83 £1.82 93.15-94.52 —07+£16
Physical activity
3-D PAL (Kcal/kg/day)
Retired BTE 38.15 £ 5.67 35.33-40.98 39.51 £ 5.06 36.8-42.24 1.36 +2.29 0.587 0.001 * 0.765
IMT 37.36 £ 3.95 34.43-40.31 39.15 £ 4.37 36.32-41.99 1.33+253
Employed BTE 44.01 £ 4.57 40.76-47.28 45.34 £ 8.07 41.98-48.71 179+ 15 0.462 0.001 * 0.467
IMT 45.3 £+ 8.06 42.14-48.48 47.33 £ 8.51 44.06-50.6 2.02 £+ 2.65

Data are expressed as mean + standard deviation. * p < 0.05, significant differences. * p < 0.05, significant differences between intervention groups. 95% CI: 95% confidence interval; A: pre-post change value; Pre:
pretest; Post: posttest; GMWT: 6-min walk test; FVC: forced vital capacity; FEV1: forced expiratory volume in one second; PImax: maximal inspiratory pressure; PEmax: maximal expiratory pressure; ACT:
asthma control test; ACQ: Asthma Control Questionnaire; 3-D PAL: three-day physical activity log.
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3.3. Respiratory Muscle Strength

The PImax was expressed as % of the predicted normal value controlled for sex and
age [31]. The PImax results showed a significant “Treatment x Time” interaction (p < 0.001)
and a main effect for “Time” (p < 0.001). The main effect for “Group” was not significant
(p = 0.527). The PImax in the IMT group, % predicted PImax increased by 29.84% (from
71.19 £ 26.66% to 101.03 + 25.04%, p < 0.05) (Figure 4 and Table 3). No statistically
significant differences were observed between the two groups.

In the PEmax test, the “Treatment x Time” interaction was not statistically significant
(p = 0.9), nor was the main effect for “Group” (p = 0.918). In contrast, a main effect was
observed for “Time” (p < 0.001). The PEmax of the BTE group increased from 53.87 + 20.72
to 70.67 £ 25.5 cmH,0 and that of the IMT group rose from 54.7 & 24.83 to 71.07 £ 25.26
c¢cmH,O (Figure 4 and Table 3).
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Figure 4. Effects of the breathing exercises (BTE) and inspiratory muscle training (IMT) interventions on the PImax (A) and
PEmax (B). Values are mean =+ SD. Pretest is illustrated as a white bar, while posttest is illustrated as a black bar. * denotes
the significant differences between pre- and posttest within BTE or IMT group. (p < 0.05).
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3.4. Asthma Control

The ACT results showed a main effect for “Time” (p = 0.001), and there was no
difference between the groups (p = 0.927) and no interaction (p = 0.437). The ACT scores
rose from 21.43 4= 2.06 to 22.06 £ 1.86 in the BTE group and from 21.3 £ 2.95t022.3 2.1
in the IMT group.

Regarding the ACQ, the results showed a main effect for “Time” (p < 0.001), and there
was no difference between the groups (p = 0.883) and no interaction (p = 0.466). The ACQ
scores decreased from 1.15 & 0.44 to 1.02 4= 0.43 in the BTE group and from 1.2 + 0.52 to
1 + 0.41 in the IMT group (Table 3).

3.5. 6MWT

The 6MWT was used to assess functional capacity in this study. The “Treatment X
Time” interaction was not statistically significant for the 6MWD (p = 0.237), and there
was no main effect for “Group” (p = 0.741). In contrast, a main effect was observed for
“Time” (p < 0.001). Specifically, the “Treatment x Time” interaction was explored to check
for group differences over time and the time differences within groups. No significant
differences were observed between the groups after the intervention. The BTE group
presented an increase from 520.17 &£ 74.8 to 545.1 £ 71.44, and the IMT group also showed
an increase from 508.67 £ 71.92 to 545.06 + 60.3 in the 6MWD. There was no effect for
“Time” (p = 0.076) or “Group” (p = 0.524) or an interaction (p = 0.318) on heart rate assessed
during the 6MWT. The blood oxygen saturation during the 6MWT showed a main effect
for “Time” (p = 0.003), and there was no difference between the groups (p = 0.440) and no
interaction (p = 1).

3.6. Physical Activity

The 3-D PAL was used as an indicator of physical activity in this study. The partici-
pants were divided into a retired group and an employed group for comparison. Among
those in the BTE group, 13 participants reported retirement, and 17 did employment while
in the IMT group, 12 participants were retired, and 18 were employed. In the retired group,
the “Treatment x Time” interaction was not statistically significant (p = 0.587), and there
was no main effect for “Group” (p = 0.765). In contrast, a main effect was observed for
“Time” (p = 0.001). The 3-D PAL in the retired group showed increases from 38.15 £ 5.67 to
39.51 & 5.06 in the BTE group and from 37.36 & 3.95 to 39.15 + 4.37 in the IMT group. In
the employed group, the results showed a main effect for “Time” (p = 0.001), there was no
difference between the groups (p = 0.467), and there was no interaction (p = 0.462). The 3-D
PAL in the employed group showed increases from 44.01 4 4.57 to 45.34 & 8.07 in the BTE
group and from 45.3 =+ 8.06 to 47.33 = 8.51 in the IMT group (Table 3).

4. Discussion

This study compared the effects of 12 weeks of BTE and IMT interventions on measures
of clinical efficacy in middle-aged and elderly individuals with asthma. Our results
suggested that IMT improves respiratory muscle strength as reflected by increased PImax.
In addition, BTE and IMT resulted in similar positive effects on functional capacity and
physical activity. Interestingly, the PImax recorded in middle-aged and elderly patients
with stable asthma in this study, was only 72 to 82% predicted. This suggests that there
was a need to improve the strength of respiratory muscles in this patient population.

Although much difference exists in the number of sessions for the two intervention
groups, the total intervention duration is similar in both groups. In addition, the IMT
protocol we adopted in this study is a representative protocol involving training for 30
breaths twice daily set to 50% PImax [8].

4.1. Primary Outcome

Although the FVC statistically increased in the IMT group, it failed to reach the
minimal clinically important difference (MCID) [32]. Accordingly, the pulmonary function,
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FVC and FEV1, did not change in both BTE and IMT groups. Previous studies measuring
static and dynamic lung volumes in asthmatics pre- and post-IMT have demonstrated
controversial results, as some studies have shown increases in FVC and FEV1 [33-35] while
others observed no changes in FVC or FEV1 [27,36—42]. These differences may depend
on duration and type of IMT, as well as participant population. Our results in FVC and
FEV1 were consistent with the later studies [27,36—42]. Compared to our study, the former
studies used higher training intensity (<80% PImax vs. our 50-60% PImax) [33], longer
training period (30 min vs. our 10 min) [33], and duration (6 months vs. our 3 months) [33],
as well as younger participants (40.5 and 21.9 vs. our 55.1 years) [33-35].

In contrast, the impact of IMT on asthma almost uniformly demonstrated an im-
provement in inspiratory muscle strength (PImax) and endurance [33,36—42] that were in
line with our findings. These improvements were observed across a wide spectrum of
populations with varying degrees of asthma severity [33-42]. Our findings suggest that
increases in inspiratory muscle strength may mediate the improvement of functional capac-
ity and physical activity in asthma patients. Moreover, the interventions themselves were
also varied. Therefore, despite the fact that inspiratory muscles could adapt differently
depending on the techniques and type of demands placed upon them, the variability in
methods may not be important as long as the stress on the respiratory muscle is sufficient.
This supports the efficacy of IMT as a management strategy for asthma that could reduce
the severity of the disease and be a complementary strategy to traditional treatments.

Our results showed that both BTE and IMT increased respiratory muscle strength,
PEmax (PImax only in IMT), which is comparable to the results from previous studies
investigating different age populations [8], including BTE programs in elderly asthma
patients (>65 years) for 16 weeks [16], asthmatic adults for 12 weeks [43], and moderately
asthmatic children (6-17 years) for 6 weeks [44]. Similarly, IMT was reported to cause
significant increases in respiratory muscle strength for 6 weeks [36] and 12 weeks [40]. A
meta-analysis was carried out in favor of increasing PImax during IMT, but PEmax results
were controversial [4]. There are three possible explanations. (1) IMT may elicit subtle
improvements in airway diameter and airflow limitation during exercise, thereby reducing
dynamic hyperinflation and increasing exercise capacity [45]. The rising mechanical action
on the inspiratory muscles including external intercostals, which affirmatively have an
accessory participation in expiration, caused greater thoraco-abdominal mobility, as a
result of consequent mechanical reorganization of all of the muscles involved in respira-
tion. Moreover, during IMT and BTE, inspiration and expiration are active throughout
the respiratory cycle, fostering muscle function optimization, as evidenced by increased
muscle strength [42]. (2) The inspiratory pressures imposed on the airways may lead to
reduced lung hyperinflation, and thus facilitate the action of the inspiratory muscles. Lung
hyperinflation, which causes an increase in final expiratory volume, is a characteristic of
asthma. It happens because of the premature closing of small-caliber airways that increases
the activity of the respiratory muscles at the end of exhalation [8]. In addition, IMT may
offset the functional weakening of the inspiratory muscles that arises due to dynamic
hyperinflation. Otherwise, that would lead to the recruitment of high-force-generating
highly fatigable accessory muscle fibers, which worsen the development of respiratory
muscle fatigue. The reduction of inspiratory muscle fatigue may also have contributed to
the improvement in exercise time to the limit of exercise tolerance by delaying the onset of
the inspiratory muscle metaboreflex in asthma patients [45]. (3) Another reason may be
the loading intensity. IMT involves resistance training on respiratory muscles while BTE is
simply to educate patients with appropriate breathing patterns without resistance loads.
IMT has been shown to increase diaphragm thickness and increase the proportion of type I
fibers and the size of the type Il fibers in the accessory inspiratory muscles. Increases in
muscle fiber cross-sectional area could reverse or delay the deterioration of inspiratory
muscle function and improve inspiratory muscle economy. Consequently, IMT could
stimulate hypertrophy of the diaphragm and accessory inspiratory muscles, facilitating
more force for a given level of respiratory muscle drive [8]. Therefore, the increase in
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inspiratory muscle strength in the IMT groups in the present study likely occurred because
the respiratory mechanics of the patients was favored and a reduction in respiratory work
appeared [46].

BTE is performed using an appropriate breathing pattern to reduce hyperventilation
and hyperinflation, thereby normalizing CO; levels, which may reduce bronchospasm and
breathlessness [3]. It is related to a positive effect on the effectiveness of air released during
expiration. The releasing of air during expiration can be maximized using respiratory
muscles correctly [47]. Moreover, these changes in lung volume seem to relax the smooth
muscle in the airway [48]. In an asthma animal model, the airway resistance is reduced
when the animals are ventilated with a greater tidal volume and lower breathing frequency,
compared with those animals ventilated with a smaller tidal volume and higher breathing
frequency [49]. However, this hypothesis remains to be confirmed in humans.

The ACT and ACQ were used to investigate asthma control in the subjects. Our results
demonstrated that BTE and IMT both had statistically significant effects on asthma control.
However, the change in ACT and ACQ score in this study did not reach the respective
MCID. The baseline ACT and ACQ scores of participants showed that their asthmatic
condition was well controlled prior to the 12-week programs because the ACT scores were
all above 19, and ACQ scores were all around 1. The high baseline characteristics in asthma
control may indicate a potential ceiling effect, and consequently limit the training effect in
this study. In further study, we suggest that recruiting the lower ACT and ACQ participants
may be reasonable to expect further improvement. However, our findings showed that
both BTE and IMT statistically significantly increase ACT and ACQ scores, which may
shed light on the future direction of such studies.

4.2. Secondary Outcomes

Functional capacity was similar between the BTE and IMT groups over the course of
the study. In the 6MWT, walking distance, blood oxygen saturation, and heart rate can
provide indicators of functional capacity, pulmonary gas exchange, and cardiovascular
stress, respectively [50]. Our results suggested that both BTE and IMT induced similar
increases in the 6MWD, which is consistent with the results of Majewski et al. [26], in
which the subjects with bronchial asthma received an 8-week stretching exercise followed
by abdominal breathing training. They state that BTE may relieve the uncomfortable
symptoms of asthma patients that increased the tolerance for walking during the test [26].
Contrary to our results, Rondinel et al. [27] showed that IMT did not improve functional
capacity assessed by the 6MWD, possibly because the subjects had good prior exercise
tolerance and no aerobic intervention. In addition, no significant differences in blood
oxygen saturation or heart rate were found between the two groups in our study, which is
consistent with the results of Pereira et al., who found no significant drop in blood oxygen
saturation [50]. Although our data indicated no significant differences in the 6MWD
between the two groups, the IMT group increased by 37 m, which tended to surpass the
25-m increase obtained in the BTE group, and also exceed the MCID for 6MWD.

BTE and IMT showed similar results in physical activity. The 3-D PAL was used
to determine physical activity, including daily energy expenditure and time spent in
moderate- and high-intensity physical activities. Individuals with asthma had lower levels
of physical activity than healthy individuals assessed by a physical activity questionnaire
(International Physical Activity Questionnaire-Short Form), suggesting that such patients
have reduced physical performance stemming from a sedentary lifestyle [51].

The retired and employed groups both showed significant differences in 3-D PAL after
12 weeks of BTE and IMT interventions. Specifically, the IMT group tended to show greater
increases in their physical activity time than the BTE group did. The adoption of health
education programs and professional guidance to improve a patient’s respiratory muscle
strength, therefore improve the ventilatory control may be associated with confidence
in performing physical activity [48]. Our findings also suggested that the retired group
tended to make more progress in physical activity than the employed group. The results
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are partially consistent with the previous literature [51-53]. A possible explanation may
be that the amount of physical activity in the retired group did not meet the standard
recommended by the Health Promotion Administration, Ministry of Health and Welfare
in Taiwan. On the other hand, subjects in the employed group were more likely to have
maintained regular physical activity, so they had already reached the standard of physical
activity before the intervention, i.e., they had reached a ceiling effect.

3-D PAL was used to measure the physical activity in older adults previously [54,55],
and provide reasonable validity compared with an accelerometry-based monitor [56]. It is
also the most used physical activity scale from 1990 to 2009 [57], and there were no clear
trends in the degree to which physical activity measured by self-report and direct measures
differ [58]. Self-report activity logs require participants to record in real time which provides
the most detailed data, and can overcome some limitations of questionnaires, such as less
susceptible to recall errors, social desirability bias, and measurement bias [59]. Therefore,
we asked the participants to record their physical activity in real time or the next day
within the 12-week intervention to eliminate the confounding factor. Moreover, to ensure
participants” adherence, they reported to the laboratory on a monthly basis, and the training
diaries were completed by them or their family throughout the intervention. However, we
agree that employment might affect the recording of the 3-D PAL in workers. Work-based
and leisure time activities mixed may probably dilute the training effect. Nevertheless, the
three-day period includes a weekend day and two weekdays, which might balance some
occupational activities.

4.3. Limitation

For practical reasons related to the implementation, this study was unable to incorpo-
rate a double-blind design of the evaluators and subjects. The participants knew which
exercise they performed. Additionally, the non-blind design of the evaluations leads to the
possibility of assessment bias. However, the 6 MWT was adopted, and walking distance
is an objective, observer-independent measure [60]. Moreover, the FVC, FEV1, PImax,
and PEmax were measured with quantitative, objective, and monitoring devices. ACT,
ACQ, and 3-D PAL are self-reported measures by participants. Furthermore, IMT increased
PImax in this study was supported by the related works [8,36]. Confounding factors have
been eliminated to the best of our efforts, but there were still some limitations.

The number of samples in this study was small, so the findings may be difficult to
generalize to all asthma patients. Larger samples should be collected in the future. In
addition, features of pulmonary function testing can be added into the inclusion criteria to
reduce the baseline difference in subject characteristics between groups.

With a lack of a no-treatment control group, this study may demonstrate the natural
course of the condition, but a more active intervention, such as BTE and IMT, may have led
to better long-term outcomes [8]. However, we are unaware of any studies that perform a
no-treatment control group in an asthma study due to ethics of research involving human
subjects: the principles of beneficence.

Last, the long-term effects of the training are still unknown. Whether the training had
differential effects based on different training times and training intensities remains to be
revealed. In future studies, the effects of the intervention can be followed up for a longer
time to be validated as clinical indicators.

5. Conclusions

Our findings revealed that representative IMT protocol, involving training for 30
breaths twice daily set to 50% PImax, could increase inspiratory muscle strength, which
may mediate the improvement of functional capacity and physical activity in middle-age
and elder adults with moderate to severe asthma severity.

Outpatients with moderate-to-severe asthma who participated either in BTE or IMT
programs presented similar results regarding pulmonary function, asthma control, func-
tional capacity, and physical activity. However, the participants with IMT appeared to
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outperform BTE participants in measures of inspiratory muscle strength. These results
are relevant in clinical practice to support the benefits of non-pharmacological interven-
tions. The findings suggested significant effects of IMT on respiratory muscle strength
in middle-aged and elderly individuals with asthma. IMT provides an alternative treat-
ment for asthma with a more measurable and quantitative approach that may increase the
effectiveness of treatments.

Author Contributions: Data curation, T.-Y.H.; Formal analysis, T.-Y.H., Y.-H.L. and Y.-C.K.; Funding
acquisition, Y.-H.L. and Y.-C.K.; Investigation, T.-Y.H.; Methodology, Y.-C.K.; Project administra-
tion, T-Y.H., Y-H.L. and Y.-C.K.; Resources, Y.-H.L. and Y.-C.K.; Software, T.-Y.H.; Supervision,
Y.-H.L. and Y.-C.K,; Validation, Y.-C.K.; Visualization, Y.C.; Writing—original draft, Y.C. and T.-Y.H.;
Writing—review & editing, Y.C. and Y.-H.L. All authors have read and agreed to the published
version of the manuscript.

Funding: This research was funded by National Taipei University of Nursing and Health Sciences
(110ntunhs-NT-01), and the Ministry of Science and Technology (MOST), Taiwan.

Institutional Review Board Statement: The study was conducted according to the guidelines of
the Declaration of Helsinki, and approved by the Institutional Review Board (IRB) of Far Eastern
Memorial Hospital in Taiwan (protocol code FEMH-106076-E and date of approval on 21 June 2017).

Informed Consent Statement: Informed consent was obtained from all subjects involved in the study.
Data Availability Statement: Data sharing is not applicable to this article.
Acknowledgments: We sincerely thank all the participants in this study.

Conflicts of Interest: The authors declare no conflict of interest.

References

1.

10.

11.

12.

13.

GBD 2015 Chronic Respiratory Disease Collaborators. Global, regional, and national deaths, prevalence, disability-adjusted life
years, and years lived with disability for chronic obstructive pulmonary disease and asthma, 1990-2015: A systematic analysis for
the Global Burden of Disease Study 2015. Lancet Respir. Med. 2017, 5, 691-706. [CrossRef]

Ying, Y.; Weng, Y.; Chang, K. The prevalence and patient’s quality of life for asthma in Taiwan. Int. J. Pul. Res. Sci. 2017, 1, 1-5.
[CrossRef]

Macedo, T.M,; Freitas, D.A.; Chaves, G.S.; Holloway, E.A.; Mendonca, K.M. Breathing exercises for children with asthma. Cochrane
Database Syst. Rev. 2016, 4, CD011017. [CrossRef] [PubMed]

Castilho, T.; Itaborahy, B.D.H.; Hoepers, A.; Brito, ].N.d.; Almeida, A.C.d.S.; Schivinski, C.L.S. Effects of inspiratory muscle
training and breathing exercises in children with asthma: A systematic review. J. Hum. Growth Dev. 2020, 30, 291-300. [CrossRef]
Bruton, A.; Thomas, M. The role of breathing training in asthma management. Curr. Opin. Allergy Clin. Immunol. 2011, 11, 53-57.
[CrossRef] [PubMed]

Freitas, P.D.; Ferreira, P.G.; da Silva, A.; Trecco, S.; Stelmach, R.; Cukier, A.; Carvalho-Pinto, R.; Salge, ] M.; Fernandes, FL.A;
Mancini, M.C,; et al. The effects of exercise training in a weight loss lifestyle intervention on asthma control, quality of life and
psychosocial symptoms in adult obese asthmatics: Protocol of a randomized controlled trial. BMC Pulm. Med. 2015, 15, 124.
[CrossRef]

Evaristo, K.B.; Saccomani, M.G.; Martins, M.A.; Cukier, A.; Stelmach, R.; Rodrigues, M.R.; Santaella, D.F; Carvalho, C.R.F.
Comparison between breathing and aerobic exercise on clinical control in patients with moderate-to-severe asthma: Protocol of a
randomized trial. BMC Pulm. Med. 2014, 14, 160. [CrossRef]

Shei, R.J.; Paris, H.L.; Wilhite, D.P.; Chapman, R.F.; Mickleborough, T.D. The role of inspiratory muscle training in the management
of asthma and exercise-induced bronchoconstriction. Phys. Sportsmed. 2016, 44, 327-334. [CrossRef] [PubMed]

Silva, I.S.; Fregonezi, G.A.; Dias, EA ; Ribeiro, C.T.; Guerra, R.O.; Ferreira, G.M. Inspiratory muscle training for asthma. Cochrane
Database Syst. Rev. 2013, CD003792. [CrossRef]

Hermes, B.M.; Cardoso, D.M.; Gomes, T.].; Santos, T.D.; Vicente, M.S.; Pereira, S.N.; Barbosa, V.A.; Albuquerque, .M. Short-term
inspiratory muscle training potentiates the benefits of aerobic and resistance training in patients undergoing CABG in phase II
cardiac rehabilitation program. Rev. Bras. Cir. Cardiovasc. 2015, 30, 474-481. [CrossRef]

Prasanna, K.; Sowmiya, K.; Dhileeban, C. Effect of Buteyko breathing exercise in newly diagnosed asthmatic patients. Int. ]. Med.
Public Health 2015, 5. [CrossRef]

Elnaggar, R.K. A randomized placebo-controlled study investigating the efficacy of inspiratory muscle training in the treatment
of children with bronchial asthma. J. Asthma 2020, 1-9. [CrossRef]

Santino, T.A.; Chaves, G.S,; Freitas, D.A.; Fregonezi, G.A.; Mendonca, K.M. Breathing exercises for adults with asthma. Cochrane
Database Syst Rev 2020, 3, CD001277. [CrossRef] [PubMed]


http://doi.org/10.1016/S2213-2600(17)30293-X
http://doi.org/10.19080/IJOPRS.2017.01.555560
http://doi.org/10.1002/14651858.CD011017.pub2
http://www.ncbi.nlm.nih.gov/pubmed/27070225
http://doi.org/10.7322/jhgd.v30.10381
http://doi.org/10.1097/ACI.0b013e3283423085
http://www.ncbi.nlm.nih.gov/pubmed/21150439
http://doi.org/10.1186/s12890-015-0111-2
http://doi.org/10.1186/1471-2466-14-160
http://doi.org/10.1080/00913847.2016.1176546
http://www.ncbi.nlm.nih.gov/pubmed/27094568
http://doi.org/10.1002/14651858.CD003792.pub2
http://doi.org/10.5935/1678-9741.20150043
http://doi.org/10.4103/2230-8598.151267
http://doi.org/10.1080/02770903.2020.1821058
http://doi.org/10.1002/14651858.CD001277.pub4
http://www.ncbi.nlm.nih.gov/pubmed/32212422

Int. J. Environ. Res. Public Health 2021, 18, 3267 14 of 15

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

Bateman, E.D.; Hurd, S.S.; Barnes, PJ.; Bousquet, J.; Drazen, ].M.; FitzGerald, M.; Gibson, P.; Ohta, K.; O’Byrne, P.; Pedersen,
S.E.; et al. Global strategy for asthma management and prevention: GINA executive summary. Eur. Respir. |. 2008, 31, 143-178.
[CrossRef]

Global Initiative for Asthma. Global Strategy for Asthma Management and Prevention; Global Initiative for Asthma—GINA: Fontana,
WI, USA, 2017.

Gomieiro, L.T.; Nascimento, A.; Tanno, L.K.; Agondi, R.; Kalil, ].; Giavina-Bianchi, P. Respiratory exercise program for elderly
individuals with asthma. Clinics 2011, 66, 1163—-1169. [CrossRef]

Bailey, S.J.; Romer, L.M.; Kelly, J.; Wilkerson, D.P.; DiMenna, EJ.; Jones, A.M. Inspiratory muscle training enhances pulmonary
O(2) uptake kinetics and high-intensity exercise tolerance in humans. J. Appl. Physiol. 2010, 109, 457-468. [CrossRef] [PubMed]
Dickinson, J.; Whyte, G.; McConnell, A. Inspiratory muscle training: A simple cost-effective treatment for inspiratory stridor. Br J.
Sports Med. 2007, 41, 694-695. [CrossRef] [PubMed]

Griffiths, L.A.; McConnell, A.K. The influence of inspiratory and expiratory muscle training upon rowing performance. Eur. |.
Appl. Physiol. 2007, 99, 457-466. [CrossRef]

Schulz, K.F,; Altman, D.G.; Moher, D. CONSORT 2010 statement: Updated guidelines for reporting parallel group randomised
trials. BMJ 2010, 340, c332. [CrossRef]

Dressel, H,; Filser, L.; Fischer, R.; de la Motte, D.; Steinhaeusser, W.; Huber, R.M.; Nowak, D.; Jorres, R.A. Lung diffusing capacity
for nitric oxide and carbon monoxide: Dependence on breath-hold time. Chest 2008, 133, 1149-1154. [CrossRef]

Thomas, A.; Hanel, B.; Marott, J.L.; Buchvald, F; Mortensen, J.; Nielsen, K.G. The Single-Breath Diffusing Capacity of CO and NO
in Healthy Children of European Descent. PLoS ONE 2014, 9, e113177. [CrossRef] [PubMed]

American Thoracic Society/European Respiratory, S. ATS/ERS Statement on respiratory muscle testing. Am. |. Respir. Crit. Care
Med. 2002, 166, 518-624. [CrossRef]

Thomas, M.; Kay, S.; Pike, J.; Williams, A.; Rosenzweig, ] R.C.; Hillyer, E.V.; Price, D. The Asthma Control Test (ACT) as a predictor
of GINA guideline-defined asthma control: Analysis of a multinational cross-sectional survey. Prim. Care Respir. ]. 2009, 18, 41-49.
[CrossRef]

Villiot-Danger, ].; Villiot-Danger, E.; Borel, J.; Pépin, J.; Wuyam, B.; Verges, S. Respiratory muscle endurance training in obese
patients. Int. J. Obes. 2011, 35, 692-699. [CrossRef]

Majewski, M.; Dabrowska, G.; Pawik, M.; Rozek, K. Evaluation of a home-based pulmonary rehabilitation program for older
females suffering from bronchial Asthma. Adv. Clin. Exp. Med. 2015, 24, 1079-1083. [CrossRef]

Rondinel, T.Z.; Correa, LE; Hoscheidt, L.M.; Bueno, M.H.; Da Silva, L.M.; Reppold, C.T.; Dal Lago, P. Incentive spirometry
combined with expiratory positive airway pressure improves asthma control and quality of life in asthma: A randomised
controlled trial. J. Asthma 2015, 52, 220-226. [CrossRef]

Nigro, C.A.; Dibur, E.; Rhodius, E. Pulse oximetry for the detection of obstructive sleep apnea syndrome: Can the memory
capacity of oxygen saturation influence their diagnostic accuracy? Sleep Disord. 2011, 2011, 427028. [CrossRef]

Bouchard, C.; Tremblay, A.; Leblanc, C.; Lortie, G.; Savard, R.; Thériault, G. A method to assess energy expenditure in children
and adults. Am. J. Clin. Nutr. 1983, 37, 461-467. [CrossRef]

Wu, W.-C.L; Yang, Y.-T.C.; Hsieh, T.-Y. An application of cloud physical activity promotion system on high school female students’
physical activity. Int. ]. e-Educ. e-Bus. e-Manag. e-Learn. 2013, 3, 155. [CrossRef]

Pessoa, L; Sclauser, M.; Parreira, V.E; Fregonezi, G.A.; Sheel, A.W.; Chung, F.; Reid, W.D. Reference values for maximal inspiratory
pressure: A systematic review. Can. Respir. |. 2014, 21, 43-50. [CrossRef]

Bonini, M.; Di Paolo, M.; Bagnasco, D.; Baiardini, I.; Braido, F.; Caminati, M.; Carpagnano, E.; Contoli, M.; Corsico, A.; Del Giacco,
S.; et al. Minimal clinically important difference for asthma endpoints: An expert consensus report. Eur. Respir. Rev. 2020, 29,
190137. [CrossRef] [PubMed]

Weiner, P.; Azgad, Y.; Ganam, R.; Weiner, M. Inspiratory muscle training in patients with bronchial asthma. Chest 1992, 102,
1357-1361. [CrossRef]

Shaw, B.S.; Shaw, I. Static standing posture and pulmonary function in moderate-persistent asthmatics following aerobic and
diaphragmatic breathing training. Pak. . Med. Sci. 2011, 27, 549-552.

Shaw, B.S.; Shaw, I. Pulmonary function and abdominal and thoracic kinematic changes following aerobic and inspiratory
resistive diaphragmatic breathing training in asthmatics. Lung 2011, 189, 131-139. [CrossRef]

Turner, L.A.; Mickleborough, T.D.; McConnell, A.K,; Stager, ] M.; Tecklenburg-Lund, S.; Lindley, M.R. Effect of inspiratory muscle
training on exercise tolerance in asthmatic individuals. Med. Sci. Sports Exerc. 2011, 43, 2031-2038. [CrossRef]

McConnell, A.; Caine, M.; Donovan, K.; Toogood, A.; Miller, M. Inspiratory muscle training improves lung function and reduces
exertional dyspnoea in mild /moderateasthmatics. Clin. Sci. 1998, 95, 4P. [CrossRef]

Weiner, P,; Berar-Yanay, N.; Davidovich, A.; Magadle, R.; Weiner, M. Specific inspiratory muscle training in patients with mild
asthma with high consumption of inhaled 32-agonists. Chest 2000, 117, 722-727. [CrossRef]

Sampaio, LM.M.; Jamami, M.; Pires, V.A ; e Silva, A.B.; Costa, D. Respiratory muscle strength in asthmatic patient submitted by
respiratory muscle training and physical training. Physiother. Mag. Univ. Sao Paolo 2002, 9, 43—48.

Weiner, P.; Magadle, R.; Massarwa, F.; Beckerman, M.; Berar-Yanay, N. Influence of gender and inspiratory muscle training on the
perception of dyspnea in patients with asthma. Chest 2002, 122, 197-201. [CrossRef]


http://doi.org/10.1183/09031936.00138707
http://doi.org/10.1590/S1807-59322011000700007
http://doi.org/10.1152/japplphysiol.00077.2010
http://www.ncbi.nlm.nih.gov/pubmed/20507969
http://doi.org/10.1136/bjsm.2006.033654
http://www.ncbi.nlm.nih.gov/pubmed/17483141
http://doi.org/10.1007/s00421-006-0367-6
http://doi.org/10.1136/bmj.c332
http://doi.org/10.1378/chest.07-2388
http://doi.org/10.1371/journal.pone.0113177
http://www.ncbi.nlm.nih.gov/pubmed/25514246
http://doi.org/10.1164/rccm.166.4.518
http://doi.org/10.4104/pcrj.2009.00010
http://doi.org/10.1038/ijo.2010.191
http://doi.org/10.17219/acem/31679
http://doi.org/10.3109/02770903.2014.956890
http://doi.org/10.1155/2011/427028
http://doi.org/10.1093/ajcn/37.3.461
http://doi.org/10.7763/IJEEEE.2013.V3.213
http://doi.org/10.1155/2014/982374
http://doi.org/10.1183/16000617.0137-2019
http://www.ncbi.nlm.nih.gov/pubmed/32499305
http://doi.org/10.1378/chest.102.5.1357
http://doi.org/10.1007/s00408-011-9281-8
http://doi.org/10.1249/MSS.0b013e31821f4090
http://doi.org/10.1042/cs095004pb
http://doi.org/10.1378/chest.117.3.722
http://doi.org/10.1378/chest.122.1.197

Int. J. Environ. Res. Public Health 2021, 18, 3267 15 of 15

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.
56.

57.
58.

59.

60.

Weiner, P.; Magadle, R.; Beckerman, M.; Berar-Yanay, N. The Relationship among the Inspiratory Muscle Strength, the Perception
of Dyspnea and Inhaled Beta2-Agonists in Patients with Asthma. Can. Respir. J. 2002, 9, 307-312. [CrossRef]

Lima, E.V.; Lima, W.L.; Nobre, A.; dos Santos, A.M.; Brito, L.M.; Costa Mdo, R. Inspiratory muscle training and respiratory
exercises in children with asthma. J. Bras. Pneumol. 2008, 34, 552-558. [CrossRef]

Gordon, A.; Glickman-Simon, R. Moxibustion and breech presentation, breathing exercises and asthma, coenzyme Q10 and heart
failure, acupuncture and chronic low back pain, and cinnamon and diabetes. Explore (NY) 2014, 10, 198-202. [CrossRef]
Andrade, L.B.; Britto, M.C.; Lucena-Silva, N.; Gomes, R.G.; Figueroa, ].N. The efficacy of aerobic training in improving the
inflammatory component of asthmatic children. Randomized trial. Respir. Med. 2014, 108, 1438-1445. [CrossRef]

Duruturk, N.; Acar, M.; Dogrul, M.I. Effect of inspiratory muscle training in the management of patients with asthma. J.
Cardiopulm. Rehabil. Prev. 2018, 38, 198-203. [CrossRef]

David, M.M.C.; Gomes, E.L.d.ED.; Mello, M.C.; Costa, D. Noninvasive ventilation and respiratory physical therapy reduce
exercise-induced bronchospasm and pulmonary inflammation in children with asthma: Randomized clinical trial. Ther. Adv.
Respir. Dis. 2018, 12, 1753466618777723. [CrossRef]

Wedri, N.; i Dewa Putu Gede, P; Sulisnadewi, N.; Sipahutar, I; Lestari, A.; Hendrajaya, K. Effect of Diaphragmatic Breathing
Exercise on Peak Expiratory Flow (PEF) in Individual with Asthma. Indian |. Public Health Res. Dev. 2018, 9, 429. [CrossRef]
Evaristo, K.B.; Mendes, F.A.R.; Saccomani, M.G.; Cukier, A.; Carvalho-Pinto, R.M.; Rodrigues, M.R.; Santaella, D.F.; Saraiva-
Romanholo, B.M.; Martins, M.A.; Carvalho, C.R.F. Effects of aerobic training versus breathing exercises on asthma control: A
randomized trial. J. Allergy Clin. Immunol. Pract. 2020, 8, 2989-2996. e4. [CrossRef]

Chen, B; Liu, G.; Shardonofsky, F.; Dowell, M.; Lakser, O.; Mitchell, R.W.; Fredberg, ].].; Pinto, L.H.; Solway, J. Tidal breathing
pattern differentially antagonizes bronchoconstriction in C57BL/6] vs. A/] mice. J. Appl. Physiol. (1985) 2006, 101, 249-255.
[CrossRef] [PubMed]

Pereira, L.F.; Mancuzo, E.V.; Rezende, C.F; Correa Rde, A. Six-minute walk test and respiratory muscle strength in patients with
uncontrolled severe asthma: A pilot study. J. Bras. Pneumol. 2015, 41, 211-218. [CrossRef] [PubMed]

Ramos, E.; de Oliveira, L.V,; Silva, A.B.; Costa, L.P,; Correa, ].C.; Costa, D.; Alves, V.L.; Donner, C.E,; Stirbulov, R.; Arena, R.; et al.
Peripheral muscle strength and functional capacity in patients with moderate to severe asthma. Multidiscip. Respir. Med. 2015, 10,
3. [CrossRef]

Teng, YK.; Huang, J.L.; Yeh, KW.,; Fu, L.S.; Lin, C.H.; Ma, W.E; Lee, S.D.; Chiang, L.C. Influential factors of insufficient physical
activity among adolescents with asthma in Taiwan. PLoS ONE 2014, 9, e116417. [CrossRef]

Verlaet, A.; Moreira, A.; Sd-Sousa, A.; Barros, R.; Santos, R.; Moreira, P.; Fonseca, J. Physical activity in adults with controlled and
uncontrolled asthma as compared to healthy adults: A cross-sectional study. Clin. Transl. Allergy 2013, 3, 1. [CrossRef] [PubMed]
Choudhari, A. Effects of Inspiratory Muscle Training on Heart Rate Variability. Master’s Thesis, Western Washington University,
Bellingham, WA, USA, 2010.

Washburn, R. Assessment of Physical Activity in Older Adults. Res. Q. Exerc. Sport 2000, 71, S79-S88. [CrossRef] [PubMed]
Wickel, E.E.; Welk, G.J.; Eisenmann, J.C. Concurrent Validation of the Bouchard Diary with an Accelerometry-Based Monitor.
Med. Sci. Sports Exerc. 2006, 38, 373-379. [CrossRef] [PubMed]

Lee, Y.; Chu, C.; Lin, K. Application of physical activity scales/questionnaires in Taiwan. J. Exerc. Sci. Fit. 2010, 11, 1-12.

Prince, S.A.; Adamo, K.B.; Hamel, M.E.; Hardt, J.; Gorber, S.; Tremblay, M. A comparison of direct versus self-report measures for
assessing physical activity in adults: A systematic review. Int. |. Behav. Nutr. Phys. Act. 2008, 5, 56. [CrossRef]

Sylvia, L.G.; Bernstein, E.E.; Hubbard, ]J.L.; Keating, L.; Anderson, E.]. Practical guide to measuring physical activity. ]. Acad. Nutr.
Diet. 2014, 114, 199-208. [CrossRef]

Soares, S.M.; Nucci, L.B.; da Silva, M.M.; Campacci, T.C. Pulmonary function and physical performance outcomes with
preoperative physical therapy in upper abdominal surgery: A randomized controlled trial. Clin. Rehabil. 2013, 27, 616-627.
[CrossRef]


http://doi.org/10.1155/2002/746808
http://doi.org/10.1590/S1806-37132008000800003
http://doi.org/10.1016/j.explore.2014.02.011
http://doi.org/10.1016/j.rmed.2014.07.009
http://doi.org/10.1097/HCR.0000000000000318
http://doi.org/10.1177/1753466618777723
http://doi.org/10.5958/0976-5506.2018.00481.3
http://doi.org/10.1016/j.jaip.2020.06.042
http://doi.org/10.1152/japplphysiol.01010.2004
http://www.ncbi.nlm.nih.gov/pubmed/16484363
http://doi.org/10.1590/S1806-37132015000004483
http://www.ncbi.nlm.nih.gov/pubmed/26176518
http://doi.org/10.1186/2049-6958-10-3
http://doi.org/10.1371/journal.pone.0116417
http://doi.org/10.1186/2045-7022-3-1
http://www.ncbi.nlm.nih.gov/pubmed/23320405
http://doi.org/10.1080/02701367.2000.11082790
http://www.ncbi.nlm.nih.gov/pubmed/10925829
http://doi.org/10.1249/01.mss.0000183344.46077.bb
http://www.ncbi.nlm.nih.gov/pubmed/16531909
http://doi.org/10.1186/1479-5868-5-56
http://doi.org/10.1016/j.jand.2013.09.018
http://doi.org/10.1177/0269215512471063

	Introduction 
	Materials and Methods 
	Participants 
	Experimental Design and Procedure 
	Measurements of Pulmonary Function 
	Evaluation of Respiratory Muscle Strength 
	Asthma Control Assessments—Asthma Control Test (ACT) and Asthma Control Questionnaire (ACQ) 
	Six-Minute Walk Test (6MWT), Heart Rate, and Blood Oxygen Saturation 
	Three-Day Physical Activity Log (3-D PAL) 
	Statistical Analysis 

	Results 
	Baseline Characteristics of the Participants 
	Pulmonary Function 
	Respiratory Muscle Strength 
	Asthma Control 
	6MWT 
	Physical Activity 

	Discussion 
	Primary Outcome 
	Secondary Outcomes 
	Limitation 

	Conclusions 
	References

