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ABSTRACT
Introduction Individuals with asthma breathe at higher 
operating lung volumes during exercise compared with 
healthy individuals, which contributes to increased 
exertional dyspnoea. In health, females are more likely 
to develop exertional dyspnoea than males at a given 
workload or ventilation, and therefore, it is possible 
that females with asthma may develop disproportional 
dyspnoea on exertion. The purpose of this study was to 
compare operating lung volume and dyspnoea responses 
during exercise in females with and without asthma.
Methods Sixteen female controls and 16 females with 
asthma were recruited for the study along with 16 male 
controls and 16 males with asthma as a comparison 
group. Asthma was confirmed using American Thoracic 
Society criteria. Participants completed a cycle ergometry 
cardiopulmonary exercise test to volitional exhaustion. 
Inspiratory capacity manoeuvres were performed to 
estimate inspiratory reserve volume (IRV) and dyspnoea 
was evaluated using the Modified Borg Scale.
Results Females with asthma exhibited elevated 
dyspnoea during submaximal exercise compared with 
female controls (p<0.05). Females with asthma obtained 
a similar IRV and dyspnoea at peak exercise compared 
with healthy females despite lower ventilatory demand, 
suggesting mechanical constraint to tidal volume (VT) 
expansion. VT- inflection point was observed at significantly 
lower ventilation and V̇O2 in females with asthma 
compared with female controls. Forced expired volume in 
1 s was significantly associated with VT- inflection point in 
females with asthma (R2=0.401; p<0.01) but not female 
controls (R2=0.002; p=0.88).
Conclusion These results suggest that females with 
asthma are more prone to experience exertional dyspnoea, 
secondary to dynamic mechanical constraints during 
submaximal exercise when compared with females 
without asthma.

INTRODUCTION
Asthma is a chronic airway disease charac-
terised by recurrent episodes of wheezing 
and shortness of breath (commonly termed 
dyspnoea) brought on by pulmonary inflam-
mation and bronchoconstriction.1 Although 

physical activity has been shown to reduce 
symptom burden,2 individuals with asthma 
perform less physical activity compared with 
individuals without asthma.3 The reasons for 
exercise avoidance in people with asthma are 
multifactorial and complex,4 and increased 
exertional dyspnoea has been cited as a major 
contributor to exercise avoidance in these 
individuals.3 5

During high- intensity exercise, increased 
ventilatory rate can result in expiratory 
flow limitation.6 The presence of expiratory 
flow limitation can lead to a compensatory 
increases in operating lung volume, which is 
reflected by a reduction in inspiratory capacity 
(IC) and inspiratory reserve volume (IRV).5 7–9 
The increase in operating lung volume is 
advantageous as it facilitates greater airflow 
during high- intensity exercise. However, the 
elevated operating lung volume places tidal 
volume (VT) on the non- compliant portion 

WHAT IS ALREADY KNOWN ON THIS TOPIC
 ⇒ Individuals with asthma report exercise avoidance 
to a greater extent compared with healthy controls, 
with exertional dyspnoea being cited as a major 
contributor. Further, in health, females are more 
likely to report higher dyspnoea then males due to 
airway size.

WHAT THIS STUDY ADDS
 ⇒ Females with asthma reported significant dyspnoea 
at matched workloads compared with controls due 
to earlier tidal volume- inflection and higher operat-
ing lung volumes.

HOW THIS STUDY MIGHT AFFECT RESEARCH, 
PRACTICE OR POLICY

 ⇒ Females with asthma may be at a higher risk for 
symptom burden during exercise. Further research 
is needed to understand how this may affect per-
ception around exercise and exercise avoidance in 
asthma.
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of the sigmoidal pressure–volume curve, increasing the 
elastic load of the inspiratory muscles and ultimately 
heightening dyspnoea.9–12 Previous work has shown that 
individuals with controlled asthma develop greater expi-
ratory flow limitation, breathe at higher operating lung 
volumes and report greater dyspnoea during exercise 
compared with age- matched and fitness- matched healthy 
individuals.5 Further, early VT- inflection points can mark 
significant ventilatory mechanical constraints and are 
closely related to increased perceived exertion in individ-
uals with asthma.13–15

Females typically have smaller lungs and lower maximal 
expiratory flow rates than males of the same height.16 17 
Healthy females have narrower airways, and during exer-
cise they breathe at higher operating lung volumes, 
which increases the work of breathing and neural drive 
to breathe, when compared with males at similar venti-
lation rates.7 18 19 When expressed relative to maximal 
ventilation, males and females demonstrate similar work 
of breathing,7 18 19 suggesting the difference is predom-
inantly driven by structure rather than function.20 As a 
result, females report greater dyspnoea at a given ventila-
tory rate,19 21 and female athletes typically report increased 
exertional dyspnoea compared with male athletes with 
asthma.22 Despite research evaluating sex differences 
in the dyspnoea response to exercise in health,19 21 the 
physiological underpinnings of increased exertional 
dyspnoea in females with asthma are poorly understood. 
Accordingly, the primary objective of the present study 
was to compare ventilatory and sensory responses during 
incremental exercise in females with and without asthma. 
It was hypothesised that females with asthma would expe-
rience greater dyspnoea compared with female controls 
and that the increased dyspnoea in females with asthma 
would be secondary to dynamic respiratory mechan-
ical abnormalities, specifically elevated operating lung 
volumes, compared with female controls. As a compar-
ison group, males with asthma and male controls were 
also examined in the study.

MATERIALS AND METHODS
Patient and public involvement
Patients were not involved in the concept, recruitment or 
design of the current trial.

Study design
This manuscript is part of a larger series of studies exam-
ining cardiopulmonary physiology in individuals with 
asthma, and some of the patient data has been published 
previously.5 23

The present study is a case–controlled observational 
study. The four sessions included: (1) a standardised 
pulmonary function test, including inhaled beta- agonist 
reversibility; (2) a methacholine challenge test; (3) an 
exercise challenge test and (4) an incremental cycle 
cardiopulmonary exercise test (CPET). On initial visit to 
the laboratory, each participant completed the Asthma 

Control Questionnaire (ACQ24) and the Physical Activity 
Readiness Questionnaire plus.25 In addition, medical 
history and demographic data were obtained prior to 
a pulmonary function test and CPET. The CPET was 
completed on a separate day as the pulmonary function 
test to avoid interference of beta- agonist inhalers on the 
CPET outcomes. Each participant completed three sepa-
rate screening days to determine eligibility for partic-
ipating including bronchodilator response following 
inhaled beta- agonist, a methacholine challenge and exer-
cise challenge test in accordance with American Thoracic 
Society (ATS) guidelines.26

Participants
In accordance with previously listed ATS criteria,27 self- 
reported physician diagnosis of asthma was confirmed 
in 32 individuals (16 females with asthma, 16 males with 
asthma) by one of the following challenges: (1) ≥200 mL 
and 12% improvement in forced expired volume in 1 s 
(FEV1) following a beta- agonist administration, (2) ≥10% 
reduction in FEV1 following an exercise challenge test or 
(3) a 20% decrease in FEV1 following ≤4.0 mg/mL meth-
acholine (PC20). For the control groups, 32 individuals 
(16 females and 16 males) without clinical history of 
asthma and who demonstrated no reversibility or hyper-
sensitivity to the methacholine challenges were recruited. 
All individuals were free from any other known cardiovas-
cular disease or lung disease. Patients with asthma were 
required to withhold inhaled corticosteroids for 48 hours 
prior to testing and short- acting beta- agonists 8 hours 
prior to testing. Participants were asked to abstain from 
physical activity, caffeine and alcohol 12 hours prior to 
testing. All participants who were identified as female 
reported contraception use and menstrual phase on the 
exercise day.

Pulmonary function
FEV1 and forced vital capacity (FVC) were evaluated 
using spirometry.28 On a separate day from the CPET, 
reversibility following an inhaled beta- agonist (4×100 µg 
salbutamol) was performed using a space chamber to 
ensure uniform dosing. Lung volumes were determined 
using plethysmography.29 Diffusing capacity was deter-
mined by measuring the single- breath diffusing capacity 
of carbon monoxide.30 All measurements were assessed 
using the V62J Body Plethysmography (Encore229 Vmax, 
SensorMedics, Yorba Linda, California, USA), and values 
were expressed as a percentage of predictive values, using 
Global Lung Initiative predictive equations.31–33

Methacholine challenge
ATS guidelines for the administration of methacholine 
have been previously published.34 35 In short, partici-
pants performed the tidal breathing method of admin-
istration and performed FEV1 manoeuvres at 30 and 
90 s intervals. Individuals with asthma diagnosis started 
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at a methacholine concentration of 0.125 mg/mL and 
doubling concentrations were administered until either 
a provocative concentration resulting in a 20% reduction 
in FEV1 (PC20) or a maximal concentration of 16 mg/
mL was reached. Participants with no history of asthma 
(controls) performed the same procedure as above, 
though started at a concentration of 1.0 mg/mL as per 
recommendations.34

Exercise challenge test
ATS guidelines for the administration of an exercise 
challenge test have been previously published.36 Briefly, 
participants performed a cycle ergometer protocol such 
that each participant reached an exercise intensity to 
elicit a minute ventilation equivalent to 18–21 times their 
respective FEV1 within 3 min of initiating exercise and 
maintained that intensity for 6 min. During the entirety 
of the exercise session, participants breathed through 
a three- way, non- rebreathe mouthpiece which adminis-
tered dry air (0% relative humidity) from a compressed 
gas cylinder through a Douglas bag apparatus (Hans 
Rudolph, Kansas, USA). Spirometry was conducted 1, 
3, 5, 10, 15 and 20 min following the exercise session. A 
drop in FEV1 greater than or equal to 10% was used as 
criteria for a positive test.

Cardiopulmonary exercise test
The CPET consisted of a 4 min steady state rest period 
for baseline measurements. Initial work rate was set to 50 
W and was increased by 25 W every 2 min to the limits of 
exercise tolerance.5 37 Participants rated their perceived 
breathing and leg discomfort using the modified Borg 
Scale38 at rest, within the last 30 s of every 2 min exer-
cise interval and at the end of exercise, followed by an 
inspiratory capacity manoeuvre. Inspiratory capacity 
manoeuvre was used to calculate operating lung volumes 
including end- expiratory lung volume (EELV= total 
lung capacity (TLC)−IC) and inspiratory reserve volume 
(IRV=IC− VT).34 Dynamic hyperinflation was defined by 
a reduction in inspiratory capacity of >150 mL during 
exercise.39–41 Participants were asked to report the reason 
for exercise test termination immediately following 
completion of the protocol. The responses were broken 
down into four categories: breathing discomfort, leg 
discomfort, both breathing and leg discomfort, and 
other. All ventilatory and cardiovascular measurements 
were collected over the first 30 s of every second minute 
during the exercise test and were linked with the percep-
tual ratings and inspiratory capacity measurements 
collected in the final 30 s of the respective minute to 
avoid contamination of the expired gas data from the 
inspiratory capacity manoeuvre.42 43 Post- exercise spirom-
etry was completed within 5 min of exercise cessation. 
VT- inflection points were derived using inverted Hey 
plots14 and verified by two independent collaborators. 
Briefly, all breath- by- breath VT data were averaged over 
30 s and plotted relative to the corresponding minute 

ventilation (inverted Hey plot) for each participant. 
Consistent with previous work,15 44 45 the VT- inflection was 
then defined as the point at which the VT inflected or 
plateaued in each individual, despite a continual increase 
in ventilation. The associated physiological (eg, V̇E, IC, 
IRV) and sensory (eg, dyspnoea) data at this time point 
were compared between groups. Expiratory flow limita-
tion was determined by placing the tidal breathing inside 
the maximal flow volume loop produced following the 
CPET.46 The minute ventilation relative to V̇CO2 produc-
tion ratio (VĖ/V̇CO2)slope was calculated from the initia-
tion of exercise to the respiratory compensation point,8 
while V̇E/V̇CO2nadir was determined as the lowest 30 s 
average observed by each individual.

All exercise tests were performed on an electronically 
braked cycle ergometer (Ergoselect II 1200 Ergoline) 
using a cardiorespiratory metabolic measurement system 
(Encore229 Vmax, SensorMedics). Arterial oxygen satu-
ration (SpO2) was estimated using finger pulse oximetry 
(N- 595; Nellcor OxiMax). Heart rate was measured using 
electrocardiography (CardioSoft, GE Medical Systems). 
CPET measurements were expressed as per cent of 
predicted normal values.47

Statistical analysis
The sample size was calculated from previous work exam-
ining dyspnoea observed in stable asthma compared with 
controls during incremental exercise5 which found a 1.5 
Borg unit (pooled SD of 1.4) difference between the two 
groups during submaximal exercise. An a priori sample 
size calculation determined that 16 females with asthma 
would be sufficient in detecting a difference in dysp-
noea sensation compared with female controls (α=0.05, 
β=0.80) while accounting for a potential 5% drop- out. 
Thirty- two males (16 asthma and 16 controls) were also 
recruited as a comparison (total sample=64).

Baseline demographics and pulmonary function data 
were compared between controls and individuals with 
asthma using a one- way analysis of variance (ANOVA). A 
repeated measures ANOVA was used to evaluate physio-
logical and sensory variables at standardised submaximal 
work rates. Additionally, a one- way ANOVA was used to 
analyse differences in peak exercise variables. A linear 
regression was used to determine associations between 
baseline pulmonary function and exercise outcomes. 
Reason for test termination was analysed using Fish-
er’s exact test. All statistical tests were performed using 
SPSS Statistics V.26.0 (IBM, Armonk, New York, USA). 
Statistical significance was set at p<0.05 a priori for all 
comparisons.

RESULTS
Participant characteristics
Sixteen females with asthma were pairwise age, 
height and sex- matched to 16 healthy female controls 
(table 1). Sixteen males with asthma and matched 
controls were also recruited as a comparison group, 
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and their characteristics and exercise data can be 
found in the supplement (online supplemental table 
1). All participants were non- smokers and all partic-
ipants with asthma were defined as well- controlled 
using the ACQ.24 Pulmonary function results for 
females are reported in table 2. Male pulmonary 
function results are found in the supplement (online 
supplemental table 2).

Pulmonary responses to bronchial challenges are 
described in table 1 for females and online supple-
mental table 1 for males. The mean responses in FEV1 
to reversibility, methacholine and exercise challenge 
test (regardless of whether the tests were positive) 
were 10±9%, −23±12% and −6±11% in females with 
asthma, respectively.

All participants reached peak exercise criteria, 
meeting at least three of the four conditions: voli-
tional exhaustion, a respiratory exchange ratio 
greater than 1.1, increases in oxygen consumption 
<100 mL∙min−1 with further increase in power output 
and reaching age- predicted maximum heart rate48 as 
shown in online supplemental table 3 and 4. Relative 
peak oxygen consumption (V ̇O2peak) was not signifi-
cantly different between female controls and females 
with asthma (p=0.07).

Ventilatory and metabolic responses to exercise
Metabolic and ventilatory responses at highest equivalent 
workload (125W), VT- inflection point and peak exer-
cise data for both female groups can be found in online 
supplemental table 4. Ventilation at submaximal exercise 
was significantly higher in females with asthma compared 
with female controls at matched workloads (100W: p=0.02, 
125W: p=0.01) which was secondary to an increased 
breathing frequency (figure 1). Despite elevated venti-
lation at matched submaximal exercise intensities in 
females with asthma, the VT- inflection was determined to 
be at a significantly lower minute ventilation in females 
with asthma compared with female controls (Control: 
70.2±16.5 L∙min−1 vs Asthma: 57.7±12.3 L∙min-1; (p=0.02). 
The VT- inflection also occurred at significantly lower 
power output (Control: 163±33 W vs Asthma: 128±26 
W; p<0.01) and relative V̇O2 (Control: 35.7±6.7 mL∙kg-

1∙min-1 vs Asthma: 30.6±6.2 mL∙kg-1∙min-1; p=0.03) in 
females with asthma as compared with controls. In 
contrast, males with asthma had similar minute ventila-
tion at the VT- inflection point as male controls (Control: 
93.7±25.3 L∙min-1 vs Asthma: 91.4±27.8 L∙min-1; p=0.81). 
Further, males with asthma reached similar relative V̇O2 
and power output at VT- inflection as compared with male 
controls (p=0.75 and p=0.39, respectively) which high-
lights the differential response in females with asthma.

VT/inspiratory capacity and end inspiratory lung 
volume was not significantly different at the VT- inflection 
point (p=0.07 and p=0.12, respectively) between females 
with asthma and female controls. These results are 
consistent with previous respiratory mechanics studies in 
health and disease that showed close association between 
the VT- inflection and the mechanical load on the respira-
tory system (tidal oesophageal pressure swings, inspira-
tory elastic work of breathing).15 49 Interestingly, relative 
V̇O2 at VT- inflection was significantly associated with pre- 
bronchodilator FEV1 in females with asthma (R2=0.401; 
p<0.01) but not female controls (R2=0.002; p=0.88) 
(figure 2B).

Lung mechanics
Inspiratory capacity throughout submaximal exercise 
and at peak exercise was significantly lower in females 
with asthma compared with female controls (75W 
p=0.01, 100W p=0.03, 125W p=0.01, VT- inflection p=0.01, 
and peak p=0.04) (figure 1C); however, inspiratory 
capacity was not significantly different between groups 
when expressed as %TLC (online supplemental table 
4). IRV was also significantly lower at matched work-
loads in females with asthma compared with controls 
(75W p=0.01, 100W p=0.01, 125W p=0.04), but no differ-
ence was detected at the VT- inflection (p=0.72) or peak 
exercise (p=0.34) (figure 1D). Differentially, males with 
asthma demonstrated no differences in both inspira-
tory capacity and IRV (p=0.20 and p=0.81, respectively) 
during submaximal exercise. Males with asthma did have 
a significantly lower inspiratory capacity at peak exercise 

Table 1 Female participant characteristics

Variable Control Asthma P value

n 16 16   

Age (years) 24±3 24±4 0.96

Height (m) 1.65±0.10 1.65±0.06 1.00

Weight (kg) 61.9±6.7 61.2±7.8 0.79

BMI (kg∙m−2) 22.9±3.5 22.5±2.8 0.73

ACQ score 0.0±0.0 0.6±0.6 0.01

Allergies (%) 31 88   

Medications       

  SABA (%) 0 50   

  ICS (%) 0 38   

  Combination (%) 0 0   

Airway evaluation       

  Positive reversibility 0/16 8/16   

   Mean FEV1 change (%) 4±3 10±9 0.02

  Positive MCT 0/16 9/16   

   Mean FEV1 change (%) −6±5 −23±12 0.01

  Positive ECT (%) 0/16 2/16   

   Mean FEV1 change (%) 0±2 −6±11 0.10

Values are expressed as mean±SD.
Note: Positive reversibility defined as a change in FEV1 by 12% 
following bronchodilator.
Bolded value signifies p<0.05.
ACQ, Asthma Control Questionnaire; BMI, body mass index; ECT, 
exercise challenge test; FEV1, forced expired volume in 1 s; ICS, 
inhaled corticosteroid; MCT, methacholine challenge test; SABA, 
short- acting beta- agonist.
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compared with male controls (control: 3.89±0.41 L vs 
asthma: 3.46±0.47 L; p=0.02) (online supplemental 
figure 1).

Consistent with previous literature in asthma,5 expira-
tory flow limitation was also significantly greater in both 
females and males with asthma at peak exercise compared 
with their respective controls (p=0.04 and p=0.01, respec-
tively) (online supplemental table 3 and 4).

Perceptual responses to exercise
Dyspnoea responses to exercise are shown in figure 3. Exer-
tional dyspnoea was significantly higher in females with 
asthma compared with controls at matched submaximal 
workloads (figure 3A) but was not significantly different 
at the VT- inflection point (p=0.64) or at peak exercise 
(p=0.75). Males with asthma however did not demon-
strate significant differences in dyspnoea throughout 
submaximal (p=0.06) or peak exercise (p=0.34). Despite 
the significantly reduced IRV in females with asthma at 
submaximal workloads, the IRV/dyspnoea relationship 
to exercise was maintained in all four groups (figure 3B 
and online supplemental figure 2B).

DISCUSSION
The main findings from the study are threefold. First, 
females with asthma had elevated dyspnoea at submaximal 

workloads during incremental exercise, which was associ-
ated with decreased IRV compared with female controls. 
Second, females with asthma demonstrated a lower VT- 
inflection point compared with female controls. Third, 
the VT- inflection point was significantly associated with 
pre- bronchodilator FEV1 in females with asthma but not 
in healthy female controls. Consistent with other respira-
tory conditions,50 these findings demonstrate that dysp-
noea is linked to reduced IRV in females with asthma 
and that the early VT- inflection point observed in females 
with asthma is largely due to mechanical constraint on VT 
expansion. Further, the above findings help to explain 
why females with controlled asthma consistently report 
greater dyspnoea during submaximal exercise compared 
with healthy females and males with asthma.

As previously mentioned, females have narrower 
conducting airways then males even when matched for 
lung size.17 The relatively narrower airways predispose 
even healthy females to greater airway resistance when 
ventilation is increased during exercise.6 51 52 In individ-
uals with asthma, airway resistance may be further limited 
by baseline bronchoconstriction which further increases 
resistance and the prevalence of mechanical ventilatory 
constraint.5 53 Although lung size was not significantly asso-
ciated with the VT- inflection point in females with asthma, 
baseline FEV1 was found to be significantly associated 
with relative V̇O2 at the VT- inflection point (figure 2B). 

Table 2 Pulmonary function with and without bronchodilator and following exercise in female control and asthma

Control Asthma

Pre- BD Post- BD Post- CPET Pre- BD Post- BD Post- CPET

Spirometry             

  FVC (L) 4.32±0.59 4.32±0.59 4.52±0.42 3.96±0.57 3.99±0.58 3.99±0.64

  FVC (% predicted) 111±17 111±17 121±22 101±12 102±13 102±13

  FEV1 (L) 3.59±0.61 3.75±0.58 4.07±0.28 2.99±0.55† 3.19±0.48 3.04±0.61

  FEV1 (% predicted) 107±20 112±19 127±27 89±17† 95±14 90±17

  FEV1/FVC 83±7 87±6 90±6 76±10† 80±6 76±10

  FEV1/FVC (% predicted) 96±9 100±7 104±5 87±11† 92±7 88±11

Lung volumes             

  TLC (L) 5.49±0.77     5.09±0.65     

  TLC (% predicted) 106±15     98±9     

  RV (L) 1.03±0.31     1.11±0.41     

  RV (% predicted) 92±28     97±35     

  IC (L) 2.62±0.39     2.31±0.36†     

  IC (% predicted) 104±16     92±11†     

Diffusion capacity             

  DLCO (mL∙min−1∙mm Hg−1) 24.5±3.3     23.8±3.9     

  DLCO (% predicted) 108±10     105±16     

Values expressed as mean±SD.
*Signifies p<0.05 compared with pre- BD.
†Signifies p<0.05 compared with controls.
BD, bronchodilator; CPET, cardiopulmonary exercise test; DLCO, diffusing capacity of carbon monoxide; FEV1, forced expired volume in 1 s; 
FVC, forced vital capacity; IC, inspiratory capacity; RV, reserve volume; TLC, total lung capacity.
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These findings are consistent with Lougheed et al54 which 
similarly demonstrated a relationship between FEV1 and 
hyperinflation during bronchial challenges in asthma. 
The significantly early VT- inflection in females with 
asthma could be an attempt to minimise further increases 
in elastic work of breathing which is associated with large 
respiratory efforts during exercise. Altering breathing 
patterns by maintaining the VT and increasing breathing 
frequency allows for maintenance of minute ventilation 
without encroaching on maximal expiratory flow. In 
the current study, no between- group differences were 
observed in peak V̇E/V̇CO2 and end- tidal PCO2 was below 
35 mm Hg at peak exercise in females with asthma (online 

supplemental table 4), suggesting sufficient compen-
satory alveolar hyperventilation at maximal exercise. 
Despite relative V̇O2peak not being significantly different 
between females with and without asthma, females with 
asthma had a lower absolute aerobic fitness compared 
with controls, and therefore, it is possible that the differ-
ence in VT- inflection point could be explained by fitness. 
However, a subanalysis conducted using the females with 
asthma who have the greatest aerobic fitness (ie, the top 
50% V̇O2peak of females with asthma) were compared 
with controls, there is no difference between these two 
groups in V̇O2peak (control: 44.0±5.3 mL∙kg−1∙min−1 vs 
higher 50%: 44.6±4.1 mL∙kg−1∙min−1; p=0.76); however, 

Figure 1 (A) Tidal volume (B) breathing frequency (C) inspiratory capacity (D) inspiratory reserve volume responses to 
exercise in females with asthma and female controls. Dotted line represents critical inspiratory reserve volume.44 This graph 
shows data means±SD. *Signifies p<0.05 between female controls and females with asthma.
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the minute ventilation at VT- inflection was still lower in 
the females with asthma (control: 70.2±16.5 L∙min−1 vs 
higher 50%: 56.3±11.8 L∙min−1; p=0.03), suggesting the 
difference is not explained by fitness. The current study 
was observational, and future work examining interven-
tions to improve respiratory mechanics, which presum-
ably would positively affect VT- inflection, dyspnoea and 
exercise capacity, is required.

Expiratory flow limitation can be alleviated through 
increasing operating lung volumes (as demonstrated 
by reduced IRV).7 55 While reducing airflow resistance, 
breathing at higher operating lung volumes forces 
breathing to occur on the less compliant portion of 
the pressure–volume curve, which has been shown 
to increase elastic work of breathing and heighten 
dyspnoea sensation.15 56 Previous work in obstructive 
pulmonary diseases (ie, COPD and asthma) has shown 
that increased dyspnoea sensation with exercise is asso-
ciated to reduced IRV.5 44 54 A reduced IRV reflects a 
decrease in the operating limit for VT expansion, as 
end- inspiratory lung volume approaches TLC, where 
further increase in volume is constrained. Further, a 
greater ventilation in the setting of a reduced resting and 
dynamic inspiratory capacity accelerates the decline in 
IRV to its critically low value, which would be corrobo-
rated by an earlier VT- inflection at a low work rate and 
onset of severe exertional dyspnoea.15 44 57 In the current 
study, females with asthma were found to experience 
more dyspnoea at matched absolute submaximal exer-
cise intensities than healthy female controls. Exertional 
dyspnoea was associated with reduced IRV (figure 3A), 
which was consistent with previous work in health and 
other obstructive diseases.19 21 44 58 Further, the trajectory 
of perceived dyspnoea increases in both female groups as 

IRV approaches ~0.7 L which is consistent with previous 
work demonstrating the association between mechanical 
critical constraint (ie, a critically low IRV) and dyspnoea 
sensation.44 59

Dyspnoea is a distressing sensation that can have 
dramatic impact on quality of life. Previous work has 
suggested that females with obstructive lung disease 
report more dyspnoea during activities of daily living 
than their male counterparts.60–62 To our knowledge, 
no study to date has evaluated the lung mechanics and 
exertional dyspnoea responses in female patients with 
asthma. In the current study, females with asthma were 
found to experience more dyspnoea at matched abso-
lute submaximal exercise intensities (figure 3A). Females 
with asthma had similar dyspnoea ratings at the VT- 
inflection point as female controls, despite breathing at 
significantly lower ventilation rate. These findings are 
consistent with Laveneziana et al13 which found a signif-
icant increased inflection of dyspnoea sensation at the 
VT- inflection point regardless of IRV in individuals with 
asthma. The observed reduced IRV during submaximal 
exercise coupled with the early onset of VT- inflection 
in females with asthma provides an explanation to the 
significantly elevated dyspnoea experienced in this group 
during exercise.

Although the primary focus of the study was to investi-
gate ventilatory and dyspnoea responses in females with 
asthma, as a comparison, males with asthma and matched 
controls were also recruited for the current study and 
results can be found in online supplemental file. Despite 
similar asthma control to females, the VT- inflection was 
not significantly different between males with asthma 
and male controls. Further, operating lung volumes (IRV 
and inspiratory capacity) were not different between the 

Figure 2 (A) Tidal volume (VT) as a function of minute ventilation depicting the reduced VT- inflection point in females with 
asthma compared with female controls. Arrows indicate VT- inflection point of both groups. (B) The association between VT- 
inflection point and pre- bronchodilator forced expired volume in 1 s (FEV1) (p<0.05).
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two male groups during submaximal exercise. Similar to 
females with asthma, males with asthma demonstrated an 
adequate ventilatory response to exercise as V̇E/V̇CO2 and 
end- tidal PCO2 were not different compared with male 
controls. Lastly, males with asthma did not demonstrate 
significantly greater dyspnoea at submaximal exercise 
compared with controls which is in contrast to what was 
observed in females with asthma. These findings demon-
strate that compared with males with asthma, females 
with asthma tend to demonstrate greater mechanical 
constraint during submaximal exercise as indicated by 
an earlier VT- inflection point and significantly reduced 
IRV compared with controls, contributing to increased 
dyspnoea sensation.

LIMITATIONS
The current study did not evaluate invasive measure-
ments of diaphragmatic muscle effort,12 63 electrical acti-
vation of the diaphragm (reflecting inspiratory neural 
drive)19 64 or discriminate between qualitative descriptors 

of dyspnoea.21 Rather, the current study focused on non- 
invasive measurements of operating lung volumes and 
breathing pattern in females with asthma compared with 
female controls and its relationship to dyspnoea.

Asthma is a heterogeneous disease with varying 
severity and phenotypes. A much larger study would 
be required to describe the exercise responses across 
varying asthma phenotypes including those individ-
uals with asthma who may demonstrate significant 
bronchodilation53 or bronchoconstriction65 during 
exercise. Although the current study tested individuals 
with asthma while withholding inhaler medications, 
previous work has demonstrated that administration 
of a short- acting inhaler prior to an incremental 
exercise test did not significantly alter operating lung 
volumes nor dyspnoea perception in individuals with 
mild to moderately controlled asthma.5 The current 
study included all patients with asthma as defined by 
ATS criteria; however, only 2 of the 16 females with 
asthma demonstrated evidence of exercise- induced 

Figure 3 Dyspnoea response to workload (A) inspiratory reserve volume (B) ventilation (C) and ventilation as a percentage 
of maximum (D) in females with asthma and female controls. Dotted line represents critical inspiratory reserve volume.44 This 
graph shows data mean±SD. *Signifies p<0.05 between female controls and females with asthma.
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bronchoconstriction. The low percentage of females 
with asthma who demonstrated significant exercise- 
induced bronchoconstriction most likely reflects 
a bias of recruitment to an exercise- based research 
study. Therefore, this small subsample size did not 
allow for further subanalysis.

SUMMARY
This study examined the differences in breathing 
patterns, operating lung volumes and dyspnoea 
responses to exercise between females with asthma 
and healthy female controls. This is the first study to 
show that during submaximal exercise, females with 
asthma experience greater dyspnoea than female 
controls secondary to mechanical constraint. Further, 
our findings show that in females with asthma, but 
not female controls, baseline bronchoconstriction is 
strongly associated with VT- inflection point, further 
emphasising the importance of the mechanical venti-
latory constraint on dyspnoea sensation in this group. 
Elevated exertional dyspnoea at submaximal inten-
sities in females with asthma can lead to increased 
exercise avoidance and increased symptom burden.2 
A more targeted approach is needed in females with 
asthma to help manage exertional dyspnoea, as phys-
ical activity is a crucial part of asthma management.1 3

Twitter Andrew R Brotto @AndrewBrotto and Michael K Stickland @mkstickland

Contributors ARB, DBP, LEM and MKS conceived the project. ARB, SR, LEM 
and EW acquired data set. ARB and DBP did the statistical analyses and drafted 
the initial manuscript. MKS obtained the funding. All authors participated in 
the interpretation of the results, edited and reviewed the manuscript. MKS is 
responsible for the overall content as guarantor.

Funding This work was supported by Canadian Institute of Health Research (grant 
number 407589). The corresponding author MKS obtained funding.

Competing interests None declared.

Patient and public involvement Patients and/or the public were not involved in 
the design, or conduct, or reporting, or dissemination plans of this research.

Patient consent for publication Not applicable.

Ethics approval This study involves human participants and was approved 
by Human Research Ethics Board of the University of Alberta (Biomedical Panel: 
Pro00047054). Participants gave informed consent to participate in the study before 
taking part.

Provenance and peer review Not commissioned; externally peer reviewed.

Data availability statement No data are available.

Supplemental material This content has been supplied by the author(s). It has 
not been vetted by BMJ Publishing Group Limited (BMJ) and may not have been 
peer- reviewed. Any opinions or recommendations discussed are solely those 
of the author(s) and are not endorsed by BMJ. BMJ disclaims all liability and 
responsibility arising from any reliance placed on the content. Where the content 
includes any translated material, BMJ does not warrant the accuracy and reliability 
of the translations (including but not limited to local regulations, clinical guidelines, 
terminology, drug names and drug dosages), and is not responsible for any error 
and/or omissions arising from translation and adaptation or otherwise.

Open access This is an open access article distributed in accordance with the 
Creative Commons Attribution Non Commercial (CC BY- NC 4.0) license, which 
permits others to distribute, remix, adapt, build upon this work non- commercially, 
and license their derivative works on different terms, provided the original work is 
properly cited, appropriate credit is given, any changes made indicated, and the 
use is non- commercial. See: http://creativecommons.org/licenses/by-nc/4.0/.

ORCID iDs
Andrew R Brotto http://orcid.org/0000-0002-8644-5013

Linn E Moore http://orcid.org/0000-0003-0451-460X
Michael K Stickland http://orcid.org/0000-0001-8234-4760

REFERENCES
 1 Hogan AD, Bernstein JA. GINA updated 2019: landmark changes 

recommended for asthma management. Ann Allergy Asthma 
Immunol 2020;124:311–3. 

 2 Mendes FAR, Almeida FM, Cukier A, et al. Effects of aerobic training 
on airway inflammation in asthmatic patients. Med Sci Sports Exerc 
2011;43:197–203. 

 3 Mancuso CA, Sayles W, Robbins L, et al. Barriers and Facilitators 
to healthy physical activity in asthma patients. J Asthma 
2006;43:137–43. 

 4 Mendes FAR, Gonçalves RC, Nunes MPT, et al. Effects of aerobic 
training on Psychosocial morbidity and symptoms in patients with 
asthma: a randomized clinical trial. Chest 2010;138:331–7. 

 5 Moore LE, Brotto AR, Phillips DB, et al. Exertional Dyspnea 
and operating lung volumes in asthma. J Appl Physiol (1985) 
2018;125:870–7. 

 6 Smith JR, Rosenkranz SK, Harms CA. Dysanapsis ratio as a 
Predictor for Expiratory flow limitation. Respir Physiol Neurobiol 
2014;198:25–31. 

 7 Guenette JA, Witt JD, McKenzie DC, et al. Respiratory mechanics 
during exercise in endurance- trained men and women. J Physiol 
2007;581(Pt 3):1309–22. 

 8 Collins SÉ, Phillips DB, Brotto AR, et al. Ventilatory efficiency in 
athletes, asthma and obesity. Eur Respir Rev 2021;30:200206. 

 9 Phillips DB, Stickland MK. Respiratory limitations to exercise in 
health: a brief review. Current Opinion in Physiology 2019;10:173–9. 

 10 O’Donnell DE, Laveneziana P. Physiology and consequences of lung 
Hyperinflation in COPD. European Respiratory Review 2006;15:61–7. 

 11 Dempsey JA, Romer L, Rodman J, et al. Consequences of 
exercise- induced respiratory muscle work. Respir Physiol Neurobiol 
2006;151:242–50. 

 12 Guenette JA, Chin RC, Cheng S, et al. Mechanisms of exercise 
intolerance in global initiative for chronic obstructive lung disease 
grade 1 COPD. Eur Respir J 2014;44:1177–87. 

 13 Laveneziana P, Bruni GI, Presi I, et al. Tidal volume inflection and 
its sensory consequences during exercise in patients with stable 
asthma. Respir Physiol Neurobiol 2013;185:374–9. 

 14 Hey EN, Lloyd BB, Cunningham DJ, et al. Effects of various 
respiratory stimuli on the depth and frequency of breathing in man. 
Respir Physiol 1966;1:193–205. 

 15 James MD, Phillips DB, Vincent SG, et al. Exertional dyspnoea in 
patients with mild- to- severe chronic obstructive pulmonary disease: 
Neuromechanical mechanisms. J Physiol 2022;600:4227–45. 

 16 Sheel AW, Richards JC, Foster GE, et al. Sex differences in 
respiratory exercise physiology. Sports Med 2004;34:567–79. 

 17 Sheel AW, Guenette JA, Yuan R, et al. Evidence for Dysanapsis 
using computed Tomographic imaging of the Airways in older ex- 
Smokers. J Appl Physiol (1985) 2009;107:1622–8. 

 18 Dominelli PB, Molgat- Seon Y, Bingham D, et al. Dysanapsis and 
the resistive work of breathing during exercise in healthy men and 
women. J Appl Physiol (1985) 2015;119:1105–13. 

 19 Schaeffer MR, Mendonca CT, Levangie MC, et al. Physiological 
mechanisms of sex differences in Exertional dyspnoea: role of neural 
respiratory motor drive. Exp Physiol 2014;99:427–41. 

 20 Sheel AW, Guenette JA. Mechanics of breathing during exercise in 
men and women: sex versus body size differences? Exerc Sport Sci 
Rev 2008;36:128–34. 

 21 Cory JM, Schaeffer MR, Wilkie SS, et al. Sex differences in 
the intensity and qualitative dimensions of Exertional Dyspnea 
in physically active young adults. J Appl Physiol (1985) 
2015;119:998–1006. 

 22 Romberg K, Tufvesson E, Bjermer L. Sex differences in asthma 
in swimmers and tennis players. Ann Allergy Asthma Immunol 
2017;118:311–7. 

 23 Moore LE, Brotto AR, Fuhr DP, et al. Impact of airway challenges on 
cardiovascular risk in asthma - a randomized controlled trial. PLoS 
One 2023;18:e0288623. 

 24 Juniper EF, Bousquet J, Abetz L, et al. ‘Identifying 'well- controlled' 
and 'not well- controlled' asthma using the asthma control 
questionnaire’. Respir Med 2006;100:616–21. 

 25 Bredin SSD, Gledhill N, Jamnik VK, et al. PAR- Q+ and ePARmed- X+: 
new risk stratification and physical activity clearance strategy for 
physicians and patients alike. Can Fam Physician 2013;59:273–7.

 26 Chung KF, Wenzel SE, Brozek JL, et al. International ERS/ATS 
guidelines on definition, evaluation and treatment of severe asthma. 
Eur Respir J 2014;43:343–73. 

copyright.
 on A

pril 27, 2024 by guest. P
rotected by

http://bm
jopenrespres.bm

j.com
/

B
M

J O
pen R

esp R
es: first published as 10.1136/bm

jresp-2023-001791 on 22 D
ecem

ber 2023. D
ow

nloaded from
 

https://twitter.com/AndrewBrotto
https://twitter.com/mkstickland
http://creativecommons.org/licenses/by-nc/4.0/
http://orcid.org/0000-0002-8644-5013
http://orcid.org/0000-0003-0451-460X
http://orcid.org/0000-0001-8234-4760
http://dx.doi.org/10.1016/j.anai.2019.11.005
http://dx.doi.org/10.1016/j.anai.2019.11.005
http://dx.doi.org/10.1249/MSS.0b013e3181ed0ea3
http://dx.doi.org/10.1080/02770900500498584
http://dx.doi.org/10.1378/chest.09-2389
http://dx.doi.org/10.1152/japplphysiol.00216.2018
http://dx.doi.org/10.1016/j.resp.2014.04.001
http://dx.doi.org/10.1113/jphysiol.2006.126466
http://dx.doi.org/10.1183/16000617.0206-2020
http://dx.doi.org/10.1016/j.cophys.2019.05.012
http://dx.doi.org/10.1183/09059180.00010002
http://dx.doi.org/10.1016/j.resp.2005.12.015
http://dx.doi.org/10.1183/09031936.00034714
http://dx.doi.org/10.1016/j.resp.2012.08.026
http://dx.doi.org/10.1016/0034-5687(66)90016-8
http://dx.doi.org/10.1113/JP283252
http://dx.doi.org/10.2165/00007256-200434090-00002
http://dx.doi.org/10.1152/japplphysiol.00562.2009
http://dx.doi.org/10.1152/japplphysiol.00409.2015
http://dx.doi.org/10.1113/expphysiol.2013.074880
http://dx.doi.org/10.1097/JES.0b013e31817be7f0
http://dx.doi.org/10.1097/JES.0b013e31817be7f0
http://dx.doi.org/10.1152/japplphysiol.00520.2015
http://dx.doi.org/10.1016/j.anai.2016.12.013
http://dx.doi.org/10.1371/journal.pone.0288623
http://dx.doi.org/10.1371/journal.pone.0288623
http://dx.doi.org/10.1016/j.rmed.2005.08.012
http://dx.doi.org/23486800
http://dx.doi.org/10.1183/09031936.00202013
http://bmjopenrespres.bmj.com/


10 Brotto AR, et al. BMJ Open Respir Res 2023;10:e001791. doi:10.1136/bmjresp-2023-001791

Open access

 27 Reddel HK, Taylor DR, Bateman ED, et al. An official American 
Thoracic society/European respiratory society statement: asthma 
control and exacerbations: standardizing endpoints for clinical 
asthma trials and clinical practice. Am J Respir Crit Care Med 
2009;180:59–99. 

 28 Miller MR, Hankinson J, Brusasco V, et al. Standardisation of 
Spirometry. Eur Respir J 2005;26:319–38. 

 29 Wanger J, Clausen JL, Coates A, et al. Standardisation of the 
measurement of lung volumes. Eur Respir J 2005;26:511–22. 

 30 Macintyre N, Crapo RO, Viegi G, et al. Standardisation of the single- 
breath determination of carbon Monoxide uptake in the lung. Eur 
Respir J 2005;26:720–35. 

 31 Hall GL, Filipow N, Ruppel G, et al. Official ERS technical standard: 
global lung function initiative reference values for static lung volumes 
in individuals of European ancestry. Eur Respir J 2021;57:2000289. 

 32 Quanjer PH, Stanojevic S, Cole TJ, et al. Multi- ethnic reference 
values for Spirometry for the 3- 95- yr age range: the global lung 
function 2012 equations. Eur Respir J 2012;40:1324–43. 

 33 Stanojevic S, Graham BL, Cooper BG, et al. Official ERS technical 
standards: global lung function initiative reference values for the 
carbon Monoxide transfer factor for Caucasians. Eur Respir J 
2017;50:1700010. 

 34 Crapo RO, Casaburi R, Coates AL, et al. Guidelines for Methacholine 
and exercise challenge Testing- 1999. This official statement of 
the American Thoracic society was adopted by the ATS board of 
directors, July 1999. Am J Respir Crit Care Med 2000;161:309–29. 

 35 Coates AL, Wanger J, Cockcroft DW, et al. ERS technical 
standard on bronchial challenge testing: general considerations 
and performance of Methacholine challenge tests. Eur Respir J 
2017;49:1601526. 

 36 Parsons JP, Hallstrand TS, Mastronarde JG, et al. An official 
American Thoracic society clinical practice guideline: exercise- 
induced Bronchoconstriction. Am J Respir Crit Care Med 
2013;187:1016–27. 

 37 Phillips DB, Collins SÉ, Bryan TL, et al. The effect of carotid 
Chemoreceptor inhibition on exercise tolerance in chronic 
obstructive pulmonary disease: A randomized- controlled crossover 
trial. Respir Med 2019;160:105815. 

 38 Borg GA. Psychosocial bases of perceived exertion. Med Sci Sports 
Exerc 1982;14:377–81.

 39 Radtke T, Crook S, Kaltsakas G, et al. ERS statement on 
Standardisation of cardiopulmonary exercise testing in chronic lung 
diseases. Eur Respir Rev 2019;28:180101. 

 40 American Thoracic Society, American College of Chest Physicians. 
ATS/ACCP statement on cardiopulmonary exercise testing. Am J 
Respir Crit Care Med 2003;167:211–77. 

 41 Stickland MK, Neder JA, Guenette JA, et al. Using cardiopulmonary 
exercise testing to understand Dyspnea and exercise intolerance in 
respiratory disease. Chest 2022;161:1505–16. 

 42 Jensen D, Amjadi K, Harris- McAllister V, et al. Mechanisms of 
dyspnoea relief and improved exercise endurance after furosemide 
inhalation in COPD. Thorax 2008;63:606–13. 

 43 Phillips DB, Brotto AR, Ross BA, et al. Inhaled nitric oxide 
improves ventilatory efficiency and exercise capacity in patients 
with mild COPD: A randomized- control cross- over trial. J Physiol 
2021;599:1665–83. 

 44 Laveneziana P, Webb KA, Ora J, et al. Evolution of Dyspnea during 
exercise in chronic obstructive pulmonary disease: impact of critical 
volume constraints. Am J Respir Crit Care Med 2011;184:1367–73. 

 45 Phillips DB, Neder JA, Elbehairy AF, et al. Qualitative components of 
Dyspnea during incremental exercise across the COPD continuum. 
Med Sci Sports Exerc 2021;53:2467–76. 

 46 Guenette JA, Chin RC, Cory JM, et al. Inspiratory capacity during 
exercise: measurement, analysis, and interpretation. Pulm Med 
2013;2013:956081. 

 47 Neder JA, Nery LE, Castelo A, et al. Prediction of metabolic and 
cardiopulmonary responses to maximum cycle Ergometry: a 
randomised study. Eur Respir J 1999;14:1304–13. 

 48 Stickland MK, Butcher SJ, Marciniuk DD, et al. Assessing exercise 
limitation using cardiopulmonary exercise testing. Pulm Med 
2012;2012:824091. 

 49 O’Donnell DE, Hamilton AL, Webb KA. Sensory- mechanical 
relationships during high- intensity, constant- work- rate exercise in 
COPD. J Appl Physiol (1985) 2006;101:1025–35. 

 50 O’Donnell DE, Ora J, Webb KA, et al. Mechanisms of activity- 
related Dyspnea in pulmonary diseases. Respir Physiol Neurobiol 
2009;167:116–32. 

 51 Sheel AW, Dominelli PB, Molgat- Seon Y. Revisiting Dysanapsis: sex- 
based differences in Airways and the mechanics of breathing during 
exercise. Exp Physiol 2016;101:213–8. 

 52 Peters CM, Leahy MG, Hohert G, et al. Airway Luminal area and the 
resistive work of breathing during exercise in healthy young females 
and males. J Appl Physiol (1985) 2021;131:1750–61. 

 53 Rossman MJ, Petrics G, Klansky A, et al. Exercise- induced 
Bronchodilation Equalizes exercise ventilatory mechanics despite 
variable baseline airway function in asthma. Med Sci Sports Exerc 
2022;54:258–66. 

 54 Lougheed MD, Fisher T, O’Donnell DE. Dynamic Hyperinflation 
during Bronchoconstriction in asthma: implications for symptom 
perception. Chest 2006;130:1072–81. 

 55 Sheel AW. Sex differences in the physiology of exercise: an 
integrative perspective. Exp Physiol 2016;101:211–2. 

 56 Phillips DB, Elbehairy AF, James MD, et al. Impaired ventilatory 
efficiency, Dyspnea, and exercise intolerance in chronic obstructive 
pulmonary disease: results from the Cancold study. Am J Respir Crit 
Care Med 2022;205:1391–402. 

 57 O’Donnell DE, Elbehairy AF, Webb KA, et al. The link between 
reduced Inspiratory capacity and exercise intolerance in 
chronic obstructive pulmonary disease. Ann Am Thorac Soc 
2017;14(Supplement_1):S30–9. 

 58 O’Donnell DE, Guenette JA, Maltais F, et al. Decline of resting 
Inspiratory capacity in COPD: the impact on breathing pattern, 
Dyspnea, and ventilatory capacity during exercise. Chest 
2012;141:753–62. 

 59 Casaburi R, Rennard SI. Exercise limitation in chronic obstructive 
pulmonary disease. Am J Respir Crit Care Med 2015;191:873–5. 

 60 Chhabra SK, Chhabra P. Gender differences in perception of 
Dyspnea, assessment of control, and quality of life in asthma. J 
Asthma 2011;48:609–15. 

 61 de Torres JP, Casanova C, Hernández C, et al. Gender and COPD in 
patients attending a pulmonary clinic. Chest 2005;128:2012–6. 

 62 de Torres JP, Casanova C, Montejo de Garcini A, et al. Gender and 
respiratory factors associated with Dyspnea in chronic obstructive 
pulmonary disease. Respir Res 2007;8:18. 

 63 Guenette JA, Romer LM, Querido JS, et al. Sex differences in 
exercise- induced diaphragmatic fatigue in endurance- trained 
athletes. J Appl Physiol (1985) 2010;109:35–46. 

 64 Schaeffer MR, Ryerson CJ, Ramsook AH, et al. Neurophysiological 
mechanisms of Exertional dyspnoea in Fibrotic interstitial lung 
disease. Eur Respir J 2018;51:1701726. 

 65 Haverkamp HC, Dempsey JA, Miller JD, et al. Gas exchange during 
exercise in habitually active asthmatic subjects. J Appl Physiol 
(1985) 2005;99:1938–50. 

copyright.
 on A

pril 27, 2024 by guest. P
rotected by

http://bm
jopenrespres.bm

j.com
/

B
M

J O
pen R

esp R
es: first published as 10.1136/bm

jresp-2023-001791 on 22 D
ecem

ber 2023. D
ow

nloaded from
 

http://dx.doi.org/10.1164/rccm.200801-060ST
http://dx.doi.org/10.1183/09031936.05.00034805
http://dx.doi.org/10.1183/09031936.05.00035005
http://dx.doi.org/10.1183/09031936.05.00034905
http://dx.doi.org/10.1183/09031936.05.00034905
http://dx.doi.org/10.1183/13993003.00289-2020
http://dx.doi.org/10.1183/09031936.00080312
http://dx.doi.org/10.1183/13993003.00010-2017
http://dx.doi.org/10.1164/ajrccm.161.1.ats11-99
http://dx.doi.org/10.1183/13993003.01526-2016
http://dx.doi.org/10.1164/rccm.201303-0437ST
http://dx.doi.org/10.1016/j.rmed.2019.105815
http://dx.doi.org/7154893
http://dx.doi.org/7154893
http://dx.doi.org/10.1183/16000617.0101-2018
http://dx.doi.org/10.1164/rccm.167.2.211
http://dx.doi.org/10.1164/rccm.167.2.211
http://dx.doi.org/10.1016/j.chest.2022.01.021
http://dx.doi.org/10.1136/thx.2007.085993
http://dx.doi.org/10.1113/JP280913
http://dx.doi.org/10.1164/rccm.201106-1128OC
http://dx.doi.org/10.1249/MSS.0000000000002741
http://dx.doi.org/10.1155/2013/956081
http://dx.doi.org/10.1183/09031936.99.14613049
http://dx.doi.org/10.1155/2012/824091
http://dx.doi.org/10.1152/japplphysiol.01470.2005
http://dx.doi.org/10.1016/j.resp.2009.01.010
http://dx.doi.org/10.1113/EP085366
http://dx.doi.org/10.1152/japplphysiol.00418.2021
http://dx.doi.org/10.1249/MSS.0000000000002793
http://dx.doi.org/10.1378/chest.130.4.1072
http://dx.doi.org/10.1113/EP085371
http://dx.doi.org/10.1164/rccm.202109-2171OC
http://dx.doi.org/10.1164/rccm.202109-2171OC
http://dx.doi.org/10.1513/AnnalsATS.201610-834FR
http://dx.doi.org/10.1378/chest.11-0787
http://dx.doi.org/10.1164/rccm.201501-0084ED
http://dx.doi.org/10.3109/02770903.2011.587577
http://dx.doi.org/10.3109/02770903.2011.587577
http://dx.doi.org/10.1378/chest.128.4.2012
http://dx.doi.org/10.1186/1465-9921-8-18
http://dx.doi.org/10.1152/japplphysiol.01341.2009
http://dx.doi.org/10.1183/13993003.01726-2017
http://dx.doi.org/10.1152/japplphysiol.00041.2005
http://dx.doi.org/10.1152/japplphysiol.00041.2005
http://bmjopenrespres.bmj.com/


Supplement: VT-inflection and dyspnea in females with asthma 

1 

 

Supplement: Reduced tidal volume inflection point and elevated operating lung volumes in 1 

well-controlled females with asthma 2 

 3 

Andrew R. Brotto1,2, Devin B. Phillips1,2,3, Samira D. Rowland1,2, Linn E. Moore1,2, Eric Wong1, 4 

Michael K. Stickland1 5 

 6 

1Division of Pulmonary Medicine, Faculty of Medicine and Dentistry, University of Alberta, 7 

Edmonton, AB 8 

2Faculty of Kinesiology, Sport, and Recreation, University of Alberta, Edmonton, AB 9 

3School of Kinesiology and Health Science, Faculty of Health, York University, Toronto, ON 10 

 11 

Running title: Supplement: VT-inflection and dyspnea in females with asthma 12 

 13 

Corresponding author: 14 

Dr. Michael K. Stickland* 15 

3-135 Clinical Sciences Building, University of Alberta 16 

8440 112 St NW, Edmonton, AB T6G 2B7 17 

Email: michael.stickland@ualberta.ca 18 

Phone number: 1-780-492-3995 19 

Fax number: 1-780-492-4483  20 

BMJ Publishing Group Limited (BMJ) disclaims all liability and responsibility arising from any reliance
Supplemental material placed on this supplemental material which has been supplied by the author(s) BMJ Open Respir Res

 doi: 10.1136/bmjresp-2023-001791:e001791. 10 2023;BMJ Open Respir Res, et al. Brotto AR

mailto:michael.stickland@ualberta.ca


Supplement: VT-inflection and dyspnea in females with asthma 

2 

 

Results 21 

Male participant characteristics can be found in Supplementary Table 1. Pulmonary function pre-22 

bronchodilator, post-bronchodilator, and following cardiopulmonary exercise test (CPET) can be 23 

found in Supplementary Table 2. Males with and without asthma had a significant increase in 24 

forced expired volume in 1 second following CPET due to exercise induced bronchodilation (1).  25 

Ventilatory and metabolic responses to exercise 26 

Male metabolic and ventilatory responses at highest equivalent workload (150W), the tidal volume 27 

(VT)-inflection point, and peak exercise can be found in Supplementary Table 3. Ventilation during 28 

submaximal exercise was not significantly different between males with asthma and male controls 29 

(p=0.56) as both breathing frequency and VT were not significantly different between the two 30 

groups (p=0.07 and p=0.16, respectively) (Supplementary Figure 1A and 1B).  31 

When VT-inflection is expressed as a percent of V̇O2peak, there was no significant difference 32 

between female controls and females with asthma (Control: 81 ± 9% vs. Asthma: 77 ± 10%; p= 33 

0.155). However, a post-hoc analysis of the data suggests the current study was underpowered to 34 

find significance (β=0.42) and future exploration could be beneficial. 35 

Females with asthma did not demonstrate ventilatory efficiency impairments as compared with 36 

female controls as V̇E/V̇CO2 at peak exercise and the lowest 30-seconds (Nadir) were not 37 

significantly different between females with asthma and controls (p=0.595 and p=0.312, 38 

respectively). Further, the V̇E/V̇CO2slope was not significantly different between conditions 39 

(p=0.708), and the y-intercept showed no significant group differences (p=0.934). Lastly, end-tidal 40 

PCO2 at peak exercise was not different between females with asthma and controls (p=0.336).  41 
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Similar to females with asthma, V̇E/V̇CO2 in males with asthma were not different between groups 42 

at peak exercise (p=0.29) or the lowest 30-seconds (Nadir) (p=0.23). Further, V̇E/V̇CO2slope was not 43 

significantly different between males with asthma and male controls (Control: 23.1 ± 2.7 vs. 44 

Asthma: 22.4 ± 3.0; p=0.48). End-tidal PCO2 at peak exercise was also not different between the 45 

two groups (p=0.61).  46 

Perceptual responses to exercise 47 

The dyspnea-ventilation slope was not significantly different between females with asthma and 48 

female controls (Control: 0.07 ± 0.03 vs. Asthma: 0.08 ± 0.02; p=0.13) (Figure 2C). Similarly, 49 

the dyspnea-ventilation slope was not different between males with asthma and male controls 50 

(Control: 0.06 ± 0.02 vs. Asthma: 0.06 ± 0.01; p=0.46) (Supplementary Figure 2C).  51 

In females with asthma, 13 participants terminated the test due to “leg discomfort”, while 3 52 

participants terminated the test due to “both leg and breathing discomfort”. In comparison, 14 53 

female control participants terminated the test due to “leg discomfort” and 2 participants 54 

terminated the test due to “both leg and breathing discomfort”. The selection frequency of the 55 

reason for termination was not significantly different (p=0.50). In males with asthma, 12 56 

participants terminated the test due to “leg discomfort”, while 4 participants terminated the test 57 

due to “breathing discomfort”. In comparison, 13 male control participants terminated the test due 58 

to “leg discomfort” and 3 participants terminated the test due to “both leg and breathing 59 

discomfort”. The selection frequency of the reason for termination was significantly different 60 

(p=0.02).  61 
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Figure Captions 

Supplementary Figure 1. Ventilatory and lung mechanic responses to exercise in males with 
asthma and male controls. This graph shows data means ± standard deviation. *Signifies p<0.05 
between male controls and males with asthma.  

Supplementary Figure 2. Dyspnea response to exercise in males with asthma and male controls. 
This graph shows data means ± standard deviation. *Signifies p<0.05 between male controls and 
males with asthma.  
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Supplementary Table 1. Male participant characteristics 

Variable Control Asthma p-value 

n 16 16  
Age (years) 24 ± 3 24 ± 5 0.77 
Height (m) 1.78 ± 0.05 1.78 ± 0.08 0.32 
Weight (kg) 79.5 ± 14.0 77.8 ± 11.9 0.26 
BMI (kgm-2) 24.9 ± 3.1 24.5 ± 3.0 0.44 
ACQ Score 0.0 ± 0.0 0.7 ± 0.8 0.01 

Allergies (%) 20 63  
Medications    

 SABA (%) 0 50  

 ICS (%) 0 31  

 Combination (%) 0 13  

Airway Evaluation    

 Positive Reversibility 0/16 10/16  

  Mean FEV1 Change (%) 6 ± 3 10 ± 5 0.02 

 Positive MCT (%) 0/16 6/16  

  Mean FEV1 Change (%) 3 ± 2 14 ± 8 0.00 

 Positive ECT (%) 0/16 1/16  

  Mean FEV1 Change (%) 2 ± 1 4 ± 4 0.18 

Values are expressed as mean ± SD. BMI: body mass index; ACQ: asthma 
control questionnaire; SABA: short-acting beta agonist; ICS: inhaled 
corticosteroid; MCT: methacholine challenge test; ECT: exercise challenge test; 
FEV1: forced expired volume in 1-second. Note: positive reversibility defined as 
a change in FEV1 by 12% following bronchodilator 

66 
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 67 

  68 

Supplementary Table 2. Pulmonary function with and without bronchodilator and following exercise in male control and asthma 

 Control  Asthma 

 Pre-BD Post-BD Post-CPET  Pre-BD Post-BD Post-CPET 

Spirometry        
 FVC (L) 6.06 ± 1.03 6.16 ± 0.99 6.31 ± 1.15  5.62 ± 0.86 5.65 ± 0.92 5.53 ± 0.70 
 FVC (% predicted) 107 ± 12 109 ± 11 110 ± 17  105 ± 15 107 ± 16 107 ± 16 
 FEV1 (L) 4.83 ± 0.72 5.10 ± 0.74$ 5.20 ± 0.56$  4.03 ± 0.62* 4.41 ± 0.67$ 4.15 ± 0.71$ 
 FEV1 (% predicted) 101 ± 13 108 ± 9$ 109 ± 10$  90 ± 18* 99 ± 17$ 96 ± 17$ 
 FEV1/FVC 80 ± 4 83 ± 4$ 84 ± 9$  72 ± 9* 79 ± 9$ 75 ± 9$ 
 FEV1/FVC (% predicted) 95 ± 5 99 ± 5$ 99 ± 11$  85 ± 9* 92 ± 9$ 89 ± 10$ 
Lung Volumes        
 TLC (L) 7.69 ± 1.14    7.76 ± 1.33   
 TLC (% predicted) 107 ± 15    113 ± 21   
 RV (L) 1.32 ± 0.50    1.43 ± 0.28   
 RV (% predicted) 86 ± 32    95 ± 15   
 IC (L) 3.88 ± 0.74    3.57 ± 0.67   
 IC (% predicted) 104 ± 16    100 ± 16   
Diffusion Capacity        
 DLCO (mlmin-1mmHg-1) 37.6 ± 4.2    35.3 ± 5.7   
 DLCO (% predicted) 110 ± 10    107 ± 11   

Values expressed as mean ± standard deviation. FVC: forced vital capacity; FEV1: forced expired volume in 1 second; TLC: total lung capacity; RV: reserve 
volume; IC: inspiratory capacity; DLCO: diffusing capacity of carbon monoxide; BD: bronchodilator; CPET: cardiopulmonary exercise test. *Signifies 
p<0.05 as compared to controls. $Signifies p<0.05 as compared to Pre-BD. 
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Supplementary Table 3. Metabolic and ventilatory responses in males at 150W, tidal volume inflection point, and peak exercise. 

  150 Watts  VT-Inflection Point  Peak 

  Control Asthma  Control Asthma  Control Asthma 

V̇O2peak (L/min)  2.20 ± 0.24 2.28 ± 0.25  3.21 ± 0.69 3.07 ± 0.72  3.90 ± 0.68 3.78 ± 0.60 
V̇O2peak (ml/kg/min)  26.8 ± 3.0 29.8 ± 4.4  38.9 ± 7.0 40.0 ± 7.6  47.4 ± 7.0 49.0 ± 8.4 
V̇O2peak (% predicted)  --- ---  --- ---  134 ± 19 133 ± 19 
V̇E (L/min)  56.2 ± 9.6 62.4 ± 10.4  93.7 ± 25.3 91.4 ± 27.8  139.6 ± 26.6 141.7 ± 32.4  
Power Output (W)  150 ± 0 150 ± 0  220 ± 44 206 ± 47  278 ± 43 258 ± 50 
RER  1.01 ± 0.08 1.04 ± 0.07  1.09 ± 0.06 1.08 ± 0.08  1.17 ± 0.06 1.15 ± 0.07 
V̇E/V̇CO2  25 ± 2 26 ± 2  27 ± 3 27 ± 3  32 ± 4 33 ± 4 
V̇CO2 (L/min)  2.21 ± 0.23 2.38 ± 0.28  3.50 ± 0.73 3.33 ± 0.86  4.40 ± 0.64 4.25 ± 0.71 
PETCO2 (mmHg)  42.6 ± 3.1 40.8 ± 3.3  40.5 ± 4.2 39.4 ± 4.3  34.6 ± 3.5 33.8 ± 4.6 
fb (breaths/min)  24 ± 5 29 ± 7  31 ± 6 34 ± 8  46 ± 9 52 ± 11 
VT (L)  2.44 ± 0.43 2.30 ± 0.36  3.05 ± 0.58 2.78 ± 0.65  3.10 ± 0.51 2.74 ± 0.43* 
IC (L)  3.82 ± 0.77 3.61 ± 0.54  3.95 ± 0.73 3.68 ± 0.63  3.89 ± 0.41 3.46 ± 0.47* 
IC (%TLC)  49 ± 5 47 ± 6  51 ± 5 49 ± 7  51 ± 6 45 ± 6 
EELV (%TLC)  51 ± 5 53 ± 6  49 ± 5 51 ± 7  49 ± 6 55 ± 6 
IRV (%TLC)  16 ± 4 17 ± 4  11 ± 5 12 ± 4  11 ± 6 9 ± 5 
VT/IC (%)  67 ± 8 64 ± 8  78 ± 10 76 ± 12  80 ± 11 80 ± 10 
EILV (%TLC)/ V̇E  1.55 ± 0.32 1.36 ± 0.20  1.04 ± 0.28 1.06 ± 0.33  0.67 ± 0.11 0.73 ± 0.16 
EFL (%)  0 ± 0 13 ± 28*  10 ± 23 23 ± 28  28 ± 27 54 ± 28* 
HR (beats/min)  137 ± 13 145 ± 14  167 ± 14 165 ± 22  186 ± 7 181 ± 15 
SpO2 (%)  95 ± 4 96 ± 4  95 ± 2 95 ± 4  94 ± 4 96 ± 2 
Dyspnea  2.1 ± 1.3 2.9 ± 1.1  4.1 ± 1.6 4.8 ± 1.5  7.1 ± 1.8 7.7 ± 1.5 
Leg Discomfort  3.3 ± 1.4 3.8 ± 1.1  5.9 ± 2.1 5.9 ± 1.6  9.0 ± 1.3 9.1 ± 1.2 

Values are expressed as mean ± standard deviation. V̇O2: rate of oxygen consumption; V̇E: minute ventilation; RER: respiratory exchange ratio; V̇CO2: rate of 
carbon dioxide production; PETCO2: partial pressure of end-tidal carbon dioxide; fb: breathing frequency; VT: tidal volume; IC: inspiratory capacity; EELV: 
end-expiratory lung volume; EILV: end-inspiratory lung volume; IRV: inspiratory reserve volume; EFL: expiratory flow limitation; HR: heart rate; SpO2: 
arterial oxygen saturation. *Signifies p<0.05 between asthma and control.  
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Supplementary Table 4. Metabolic and ventilatory responses in females at 125W, tidal volume inflection point, and peak exercise. 

  125 Watts  VT-inflection Point  Peak 

  Control Asthma  Control Asthma  Control Asthma 

V̇O2peak (L/min)  1.71 ± 0.12 1.84 ± 0.19  2.19 ± 0.42 1.85 ± 0.35*  2.70 ± 0.29 2.40 ± 0.35* 
V̇O2peak (ml/kg/min)  27.9 ± 3.3 30.6 ± 5.6  35.7 ± 6.7 30.6 ± 6.2*  44.0 ± 5.3 39.8 ± 7.1 
V̇O2peak (% predicted)  --- ---  --- ---  156 ± 18 139 ± 20* 
V̇E (L/min)  48.9 ± 6.3 56.6 ± 8.6*  70.2 ± 16.5 57.7 ± 12.3*  110.1 ± 14.2 91.6 ± 15.7* 
Power Output (W)  125 ± 0 125 ± 0  163 ± 33 128 ± 26*  216 ± 22 177 ± 25* 
RER  1.03 ± 0.07 1.07 ± 0.07  1.11 ± 0.07 1.07 ± 0.06  1.21 ± 0.05 1.17 ± 0.08 
V̇E/V̇CO2  28 ± 2 29 ± 3  28.8 ± 2.0 29.2 ± 2.1  34 ± 3 33 ± 3 
V̇CO2 (L/min)  1.75 ± 0.17 1.95 ± 0.17*  2.43 ± 0.50 1.98 ± 0.41*  3.25 ± 0.26 2.77 ± 0.38* 
PETCO2 (mmHg)  38.7 ± 2.6 37.0 ± 3.3  37.1 ± 2.6 36.9 ± 2.5  31.9 ± 2.5 32.7 ± 2.4 
fb (breaths/min)  27 ± 4 33 ± 7*  32 ± 6 32 ± 6  49 ± 7 46 ± 8 
VT (L)  1.87 ± 0.25 1.76 ± 0.21  2.21 ± 0.39 1.82 ± 0.31*  2.27 ± 0.32 2.01 ± 0.20* 
IC (L)  2.87 ± 0.42 2.54 ± 0.30*  2.90 ± 0.42 2.57 ± 0.25*  2.87 ± 0.40 2.51 ± 0.31* 
IC (%TLC)  53 ± 7 51 ± 5  52 ± 7 51 ± 7  53 ± 7 51 ± 6 
EELV (%TLC)  47 ± 7 49 ± 5  48 ± 7 49 ± 7  47 ± 7 50 ± 7 
IRV (%TLC)  18 ± 5 15 ± 5*  12 ± 6 15 ± 4  11 ± 5 10 ± 4 
Vt/IC (%)  66 ± 7 71 ± 10  77 ± 10 71 ± 8  80 ± 8 79 ± 7 
EILV (%TLC)/ V̇E  1.70 ± 0.24 1.56 ± 0.24  1.34 ± 0.36 1.53 ± 0.30  0.83 ± 0.11 1.01 ± 0.17* 
EFL (%)  0 ± 0 14 ± 27*  3 ± 10 28 ± 21*  16 ± 25 39 ± 33* 
HR (beats/min)  151 ± 15 162 ± 14*  169 ± 15 162 ± 17  185 ± 10 182 ± 12 
SpO2 (%)  96 ± 2 97 ± 2  97 ± 3 97 ± 2  96 ± 4 96 ± 2 
Dyspnea  2.1 ± 1.2 3.4 ± 1.0*  3.5 ± 1.8 3.8 ± 1.2  7.1 ± 2.0 7.4 ± 2.3 
Leg Discomfort  2.9 ± 0.8 4.6 ± 1.2*  4.5 ± 1.7 4.9 ± 1.9  8.7 ± 1.7 9.1 ± 1.0 

Values are expressed as mean ± standard deviation. V̇O2: rate of oxygen consumption; V̇E: minute ventilation; RER: respiratory exchange ratio; V̇CO2: rate of 
carbon dioxide production; PETCO2: partial pressure of end-tidal carbon dioxide; fb: breathing frequency; VT: tidal volume; IC: inspiratory capacity; EELV: 
end-expiratory lung volume; EILV: end-inspiratory lung volume; IRV: inspiratory reserve volume; EFL: expiratory flow limitation; HR: heart rate; SpO2: 
arterial oxygen saturation. *Signifies p<0.05 between asthma and control. 
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