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Abstract: Optimal peak inspiratory flow rate (PIFR) is required for effective drug delivery to distal
airways when using dry powder inhalers (DPIs). This study aimed to examine the association between
PIFR and hand grip strength (HGS) in stable COPD patients. A cross-sectional study was conducted.
PIFR was measured using the In-check DIAL to assess for Accuhaler and Turbuhaler DPIs. HGS
was measured using a handheld dynamometer. A PIFR of <60 L/min was considered suboptimal
PIFR. Demographics, clinical data, and spirometric data were collected and compared. Eighty-one
patients (86% men) were included. Mean age was 73.3 ± 8.9 years. FEV1 was 65.3 ± 23.7%. The
prevalence of suboptimal PIFR was 38% and 59% for Accuhaler and Turbuhaler, respectively. HGS in
the suboptimal PIFR group was lower than in the optimal PIFR group for Accuhaler (22.8 ± 4.7 vs.
33.2 ± 6.9 kg, p < 0.001) and for Turbuhaler (25.3 ± 6.4 vs. 35.1 ± 6.3 kg, p < 0.001). The equation
for predicted Accuhaler PIFR (L/min) was −30.340 + (0.274 × hand grip strength) − (0.206 × age) +
(0.219 × height) + (1.019 × FVC). The equation for predicted Turbuhaler PIFR (L/min) was 56.196
+ (0.321 × hand grip strength) − (0.196 × female) − (0.224 × age) + (0.304 × FVC). The best cutoff
values of HGS for predicting optimal PIFR in Accuhaler and Turbuhaler were 26.8 kg (with 82%
sensitivity and 84% specificity) and 31.9 kg (with 79% sensitivity and 90% specificity), respectively.
In conclusion, HGS correlated with PIFR in patients with clinically stable COPD, especially in the
group with pronounced symptoms without frequent exacerbations. HGS threshold values associated
with suboptimal PIFR were identified. HGS may be used as an alternative tool to assess an optimal
inspiratory force for DPIs.

Keywords: Accuhaler; dry powder inhalers; hand grip strength; peak inspiratory flow rate; Turbuhaler

1. Introduction

Chronic obstructive pulmonary disease (COPD) is a common cause of death world-
wide, and the prevalence of the disease continues to rise [1,2]. The goals for treatment of
stable COPD are to reduce current symptoms and future risks of exacerbation. Pharmaco-
logical therapy for COPD is used to reduce symptoms, reduce the frequency and severity
of exacerbations, and improve exercise tolerance and health status [1]. Inhaled drugs are
the cornerstone for prevention of COPD exacerbation and hospitalization [2]; they provide
better pulmonary bioavailability, lower dose requirement, and less systemic toxicities than
the oral or injectable drugs [3,4]. Aerosol delivery is a function of the dose deposited at
the appropriate site in the lung. Aerosol deposition is affected by the amount of aerosol
produced and the particle characteristics, ventilatory pattern, and airway anatomy and
geometry. One of the factors associated with the ventilatory pattern that affects aerosol
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deposition is the inspiratory flow rate [5]. Therefore, patient inhaler techniques must be
taken into account when assessing distal lung deposition.

Generation of an effective peak inspiratory flow rate (PIFR) is thought to be necessary
for optimal drug delivery to distal airways and lung parenchyma, and better clinical
outcomes in those on inhaler therapy, especially dry powder inhaler (DPI) users [6–8].
Using an arbitrary threshold of 60 L/min, several previous studies have investigated
suboptimal PIFR in COPD patients with or without exacerbation, revealing an incidence of
suboptimal PIFR of 30–60% [3,9–11], which might lead to the failure of COPD treatment.
Some studies that also investigated factors associated with suboptimal PIFR showed that
female sex was an associated factor [9–11].

Generation of inspiratory flow is dependent on thoracic geometry and inspiratory
muscle force [12,13]. Thus, reduced muscular strength in general may be a problem for
DPI use. Muscular strength assessed by hand grip strength (HGS) is a simple measure
of upper limb muscle function and is associated with mortality in the general population
and in COPD patients [14–16]. HGS is significantly associated with Accuhaler PIFR in
hospitalized COPD patients with acute exacerbation [3].

Although PIFR directly assesses a patient’s ability to use inhalation therapy, it may not
always be fully informative, especially in situations such as acute exacerbations of COPD,
where differentiating acute PIFR compromise from chronic inability to properly use inhalers
may not be possible. Thus, additional assessment tools that could help assess the potential
of the respiratory system to create enough negative inspiratory pressures for adequate
lung drug deposition are needed. We hypothesized that HGS values correlate with PIFR,
allowing this test to be used as an alternative tool to assess an optimal inspiratory force for
DPIs in patients with clinically stable COPD.

2. Materials and Methods
2.1. Study Design

A cross-sectional study was conducted at a medical outpatient department of Thammasat
University Hospital, Thailand, between January 2021 and December 2021. COPD patients
aged 40 years or older whose diagnoses were confirmed with spirometry (post-bronchodilator
force expiratory volume in 1 second (FEV1)/forced vital capacity (FVC) < 70%) were included.
Exclusion criteria were history of COPD exacerbation within 3 months, history of oral or
intravenous corticosteroid treatment within 6 weeks, inability to use the devices for PIFR
and HGS assessment, patients with tracheostomy, and patients requiring invasive or nonin-
vasive mechanical ventilation. Demographics, smoking history, comorbidities, respiratory
symptoms assessed by the modified Medical Research Council (mMRC) dyspnea scale [17]
and COPD Assessment Test (CAT) [18], and spirometry data, including FEV1 and FVC,
were collected.

2.2. Procedures

PIFR was measured by In-check DIAL® (Clement Clarke International Ltd., Harlow,
UK). In-Check DIAL® was developed to assess PIFR [19,20]. The resistance of this device
was set to simulate the Accuhaler and Turbuhaler DPIs because these DPI devices were
commonly used by our COPD patients. A patient performed three consecutive measure-
ments of PIFR for each DPI. All patients were instructed to inhale as fast as possible after a
complete exhalation in a sitting position with one-minute breaks between attempts [3]. The
maximal value of PIFR from three consecutive measurements of each DPI was recorded for
the final analysis. The optimal PIFR for Accuhaler and Turbuhaler was ≥ 60 L/min [8]. A
PIFR < 60 L/min was considered as suboptimal PIFR.

HGS was measured by Jamar® hand dynamometer (Asimow Engineering Co., CA,
USA) and was reported in kilograms. A patient performed the test at rest in sitting position
with the dominant hand unsupported, the wrist in neutral position, the elbow at 90◦

flexion, and the shoulder in adduction. All patients were instructed to squeeze the hand
dynamometer as hard as possible for 3–5 s. The test was performed with three attempts,
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with one-minute breaks between attempts [3]. The maximal value of the three efforts was
recorded for the final analysis.

2.3. Outcomes

The primary outcome was the correlation between HGS and PIFR in clinically stable
COPD patients. The secondary outcomes were prevalence of suboptimal PIFR for Accuhaler
and Turbuhaler in these patients and the best cutoff value of HGS to predict optimal PIFR.

2.4. Statistical Analysis

In a previous study [3], hospitalized COPD patients with suboptimal PIFR had lower
HGS (24.2 ± 11.1 vs. 30.9±10.9 kg) compared to those with optimal PIFR. We hypothesized
that our study would find a difference in HGS between the suboptimal and the optimal
PIFR groups similar to that study [3]. The sample size was calculated for a 2-sample means
test using 80% power and 5% type I error. Thus, the calculated sample size would be 88.

Descriptive statistics are presented as number (%) and mean ± standard deviation.
The chi-squared test was used to compare categorical variables between the suboptimal
and optimal PIFR groups. Student’s t-test was used to compare continuous variables
between the two groups. Pearson correlation was used to determine the correlation be-
tween HGS and PIFR. To determine the set of variables associated with PIFR, we used
the linear regression model with PIFR set as the dependent variable. All independent
variables—age, sex, height, respiratory rate, FEV1, FVC, CAT and mMRC scores, HGS,
and short-acting bronchodilator (SABD) dose—were entered into the regression model,
followed by backward selection using a p-value cutoff of 0.1. We report the regression
coefficients, their 95% confidence interval, and corresponding p-values. Variables with
p-value < 0.05 were considered statistically associated with PIFR. Using the regression
coefficients and the intercept, predicted PIFR for a patient could be calculated from the
following equation, where V was the covariate, β was the regression coefficient, and I was
the number of variables:

Predicted PIFR = intercept + V1β1 + V2β2 + Viβi

The Receiver Operator Characteristic (ROC) curve was used to determine the best HGS
cutoff value to predict the optimal PIFR. A two-sides p-value < 0.05 was considered statis-
tically significant. Statistical analyses were performed using SPSS version 25.0 software
(IBM corp., Armonk, NY, USA).

3. Results
3.1. Participants

Ninety patients with clinically stable COPD were screened. Eighty-one patients
were included in the study (Figure 1). Eighty-six percent were men. Mean age was
73.3 ± 8.9 years. Most patients were classified as COPD Grade A or B, as well as the Global
Initiative for Chronic Obstructive Lung Disease (GOLD) spirometric stage 1. Mean post-
bronchodilator FEV1/FVC was 58 ± 11%. Mean maximal PIFR was 63.7 ± 18.9 L/min and
52.4 ± 15.4 L/min for Accuhaler and Turbuhaler, respectively. Mean HGS was 29.2 ± 8.0 kg
(Table 1).
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Table 1. Baseline characteristics of clinically stable patients with chronic obstructive pulmonary disease.

Characteristic N = 81

Age, years 73.3 ± 8.9

Male 70 (86.4)

Body mass index, kg/m2 22.5 ± 3.9

Active smoking 4 (4.9)

Smoking, pack-years 24.9 ± 22.2

Dominant right hand 72 (88.9)

Maximal Accuhaler PIFR, L/min 63.7 ± 18.9

Maximal Turbuhaler PIFR, L/min 52.4 ± 15.4

HGS, kg 29.2 ± 8.0

Comorbidity

Hypertension 44 (54.3)

Diabetes mellitus 21 (25.9)

Coronary artery disease 14 (17.3)

Congestive heart failure 5 (6.2)

Atrial fibrillation 4 (4.9)

Lung cancer 4 (4.9)

Bronchiectasis 4 (4.9)

Depression 1 (1.2)

Vital sign

Systolic blood pressure, mmHg 128.4 ± 21.5

Diastolic blood pressure, mmHg 71.3 ± 12.2

Pulse rate, beats/min 81.4 ± 14.3

Breathing frequency, breaths/min 17.0 ± 1.9

Oxygen saturation, % 96.4 ± 4.0

Spirometric data

Post-BD FEV1, L 1.45 ± 0.60

Post-BD FEV1, % predicted 65.3 ± 23.7

Post-BD FVC, L 2.50 ± 0.90

Post-BD FVC, % predicted 82.7 ± 22.1

Post-BD FEV1/FVC, % 58.0 ± 11.0

Functional performance

CAT scores 9.5 ± 6.5

CAT score < 10 40 (49.4)

CAT score ≥ 10 41 (50.6)

mMRC scores 1.5 ± 1.1

mMRC < 2 42 (51.9)

mMRC ≥ 2 39 (48.1)
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Table 1. Cont.

Characteristic N = 81

Spirometry grading

1 32 (39.5)

2 24 (29.6)

3 16 (19.8)

4 9 (11.1)

GOLD classification

A 35 (43.2)

B 39 (48.1)

C 0 (0)

D 7 (8.6)

Medication

SABD 25 (30.9)

SABD dose, puffs/day 1.0 ± 1.9

Inhaled LABA 2 (2.5)

LAMA 43 (53.1)

LABA/LAMA 21 (25.9)

ICS/LABA 36 (44.4)

Xanthine 30 (37.0)

Phosphodieterase-4 inhibitor 4 (4.9)

Oral beta-2 agonist 5 (6.2)

Azithromycin 5 (6.2)

Acetylcysteine 36 (44.4)
Data shown n (%) or mean ± SD BD = bronchodilator, CAT = COPD assessment test, FEV1 = force expiratory
volume in 1 s, FVC = forced vital capacity, GOLD = Global Initiative for Obstructive Lung Disease, HGS = hand
grip strength, ICS = inhaled corticosteroid, LABA = long-acting beta2 agonist, LAMA = long-acting muscarinic
antagonist, mMRC = modified Medical Research Council, PIFR = peak inspiratory flow rate, SABD = short-
acting bronchodilator.
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Figure 1. Flowchart of COPD patient recruitment to the study.

3.2. Prevalence of Suboptimal PIFR

The prevalence of suboptimal PIFR, defined as PIFR <60 L/min, was 38% and 59% for
Accuhaler and Turbuhaler, respectively (Table 2). Differences in PIFR and other variables
between the optimal and the suboptimal PIFR groups for Accuhaler and Turbuhaler are
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shown in Table 2. The suboptimal groups had significantly lower PIFR than the optimal
groups for Accuhaler and Turbuhaler (Table 2).

Table 2. Comparison of characteristics of clinically stable COPD patients between the optimal and
the suboptimal PIFR groups for Accuhaler and Turbuhaler.

Variable
Accuhaler Turbuhaler

Optimal Suboptimal p-Value Optimal Suboptimal p-Value

Patients 50 (61.7) 31 (38.3) NA 33 (40.7) 48 (59.3) NA

Maximal PIFR, L/min 75.6 ± 12.3 44.7 ± 9.9 <0.001 67.4 ± 6.7 42.2 ± 10.5 <0.001

HGS, kg 33.2 ± 6.9 22.8 ± 4.7 <0.001 35.1 ± 6.3 25.3 ± 6.4 <0.001

Gender

Male 49 (98.0) 21 (67.7) <0.001 33 (100) 37 (77.1) 0.002

Female 1 (2.0) 10 (32.3) 0 (0) 11 (22.9)

Age, years 70.0 ± 8.8 78.7 ± 6.2 <0.001 67.9 ± 8.6 77.0 ± 7.2 <0.001

Height, cm 165.7 ± 6.1 158.6 ± 8.0 <0.001 166.8 ± 5.1 160.4 ± 8.1 <0.001

BMI, kg/m2 22.8 ± 4.0 22.0 ± 3.7 0.372 23.2 ± 3.6 22.1 ± 4.0 0.190

Active smoking 3 (6.0) 1 (3.2) 1.000 2 (6.1) 2 (4.2) 1.000

Smoking, pack-years 27.5 ± 22.4 20.7 ± 21.7 0.182 25.3 ± 18.1 24.6 ± 24.9 0.892

Dominant hand

Left 7 (14.0) 2 (6.5) 0.471 3 (9.1) 6 (12.5) 0.731

Right 43 (86.0) 29 (93.5) 30 (90.9) 42 (87.5)

Comorbidity

Diabetes mellitus 12 (24.0) 9 (29.0) 0.615 8 (24.2) 13 (27.1) 0.774

Hypertension 28 (56.0) 16 (51.6) 0.700 21 (63.6) 23 (47.9) 0.163

Coronary artery disease 6 (12.0) 8 (25.8) 0.110 5 (15.2) 9 (18.8) 0.674

Congestive heart failure 3 (6.0) 2 (6.5) 1.000 2 (6.1) 3 (6.3) 1.000

Atrial fibrillation 2 (4.0) 2 (6.5) 0.635 2 (6.1) 2 (4.2) 1.000

Lung cancer 1 (2.0) 3 (9.7) 0.154 1 (3.0) 3 (6.3) 0.642

Bronchiectasis 1 (2.0) 3 (9.7) 0.154 0 (0.0) 4 (8.3) 0.142

Vital sign

SBP, mmHg 126.9 ± 24.4 130.9 ± 15.9 0.424 130.2 ± 16.0 127.3 ± 24.7 0.554

DBP, mmHg 73.0 ± 12.9 68.8 ± 10.7 0.126 74.6 ± 13.0 69.1 ± 11.2 0.044

Pulse rate, beats/min 81.3 ± 14.2 81.6 ± 14.6 0.932 80.7 ± 13.2 81.9 ± 15.1 0.713

Respiratory rate,
breaths/min 16.6±1.8 17.6±1.96 0.031 16.3±1.6 17.4±2.0 0.007

SpO2, % 96.6±4.5 96.1±3.1 0.578 96.3±5.3 96.5±2.8 0.837

Spirometry data

Post-BD FEV1, % 70.6 ± 20.2 56.8 ± 26.6 0.010 75.2 ± 18.4 58.5 ± 24.7 0.001

Post-BD FVC, % 88.5 ± 18.1 73.4 ± 24.9 0.002 93.0 ± 17.9 75.7 ± 22.0 <0.001

Spirometric grade 3 and 4 12 (24.0) 13 (16.0) 0.089 5 (15.2) 20 (41.7) 0.011
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Table 2. Cont.

Variable
Accuhaler Turbuhaler

Optimal Suboptimal p-Value Optimal Suboptimal p-Value

Functional performance

CAT scores 7.8 ± 6.3 12.2 ± 6.0 0.003 5.5 ± 5.1 12.2 ± 5.9 <0.001

CAT ≥ 10 20 (40.0) 21 (67.7) 0.015 7 (21.2) 34 (70.8) <0.001

mMRC scores 1.2 ± 1.1 2.0 ± 0.9 0.001 0.9 ± 0.9 2.0 ± 1.0 <0.001

mMRC ≥ 2 17 (34.0) 22 (71.0) 0.001 6 (18.2) 33 (68.8) <0.001

GOLD group D 5 (10.0) 2 (6.5) 0.702 1 (3.0) 6 (12.5) 0.136

Medication

SABD 11 (22.0) 14 (45.2) 0.028 5 (15.2) 20 (41.7) 0.014

SABD dose, puffs/day 0.6±1.3 1.6±2.6 0.043 0.4±1.1 1.4±2.3 0.008

LABA 1 (2.0) 1 (3.2) 1.000 1 (3.0) 1 (2.1) 1.000

LAMA 28 (56.0) 15 (48.4) 0.505 15 (45.5) 28 (58.3) 0.254

LABA/LAMA 10 (20.0) 11 (35.5) 0.122 10 (30.3) 11 (22.9) 0.456

ICS/LABA 25 (50.0) 11 (35.5) 0.201 14 (42.4) 22 (45.8) 0.762

Theophylline 10 (20.0) 5 (16.1) 0.663 6 (18.2) 9 (18.8) 0.948

Doxophylline 7 (14.0) 8 (25.8) 0.184 7 (21.2) 8 (16.7) 0.605

Roflumilast 3 (6.0) 1 (3.2) 1.000 1 (3.0) 3 (6.3) 0.642

Oral beta2 agonist 3 (6.0) 2 (6.5) 1.000 2 (6.1) 3 (6.3) 1.000

Azithromycin 2 (4.0) 3 (9.7) 0.366 0 (0) 5 (10.4) 0.076

Acetylcysteine 18 (36.0) 18 (58.1) 0.052 11 (33.3) 25 (52.1) 0.095

Data shown n (%) or mean ± SD BD = bronchodilator, BMI = body mass index, CAT = COPD assessment
test, DBP = diastolic blood pressure, FEV1 = force expiratory volume in 1 s, FVC = forced vital capacity,
GOLD = Global Initiative for Obstructive Lung Disease, HGS = hand grip strength, ICS = inhaled corticos-
teroid, LABA = long-acting beta2 agonist, LAMA = long-acting muscarinic antagonist, mMRC = modified Medical
Research Council, PIFR = peak inspiratory flow rate, SABD = short-acting bronchodilator, SBP = systolic blood
pressure, SpO2 = oxygen saturation.

When compared to the optimal PIFR groups, the suboptimal Accuhaler and Turbuhaler
groups had had more females, older patients, higher breathing frequency, more inhaled
SABD use, higher CAT and mMRC scores, lower HGS, shorter height, and worse pulmonary
function (Table 2).

3.3. Association between HGS and PIFR

HGS showed highly significant positive correlation with Accuhaler PIFR (r = 0.591,
p < 0.001) and also with Turbuhaler PIFR (r = 0.614, p < 0.001) (Table 3).

Table 3. Correlation between handgrip strength with peak inspiratory flow rate for Accuhaler
and Turbuhaler.

Factor Correlation Coefficient p-Value

Accuhaler PIFR 0.591 <0.001

Turbuhaler PIFR 0.614 <0.001
PIFR = peak inspiratory flow rate.

The equation for predicting Accuhaler PIFR, derived from the linear regression model,
predicted Accuhaler PIFR (L/min) = −30.340 + (0.274 × hand grip strength) − (0.206 ×
age) + (0.219 × height) + (1.019 × FVC) (Table 4 and Figure 2).
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Table 4. Linear regression analysis for peak inspiratory flow rate and hand grip strength adjusted by
age, gender, height, forced vital capacity, and short-acting bronchodilator dose.

Variables Regression
Coefficients

95% CI of
Coefficients p-Value

Accuhaler

Intercept −30.340 −114.534, 53.853 0.475

Hand grip strength, kg 0.274 0.132, 1.170 0.015

Age, years −0.206 −0.847, −0.025 0.038

Height, cm 0.219 0.063, 1.019 0.027

Forced vital capacity, % 1.019 0.099, 0.389 0.001

Short-acting bronchodilator
dose, puffs/day −0.148 −3.118, 0.238 0.091

Turbuhaler

Intercept 56.196 20.715, 91.676 0.002

Hand grip strength, kg 0.321 0.210, 1.032 0.004

Female −0.196 −16.718, −0.850 0.030

Age, years −0.224 −0.717, −0.058 0.022

Forced vital capacity, % 0.304 0.096, 0.330 0.001

Short-acting bronchodilator
dose, puffs/day −0.147 −2.508, 0.173 0.087
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Figure 2. Linear regression analysis showed the correlation between peak inspiratory flow rate (PIFR)
for Accuhaler and hand grip strength (HGS) adjusted by age, height, forced vital capacity (FVC), and
short-acting bronchodilator dose. Predicted Accuhaler PIFR (L/min) = −30.340 + (0.274 × hand grip
strength) − (0.206 × age) + (0.219 × height) + (1.019 × FVC).

The equation for predicting Turbuhaler PIFR, derived from the linear regression model,
predicted Turbuhaler PIFR (L/min) = 56.196 + (0.321 × hand grip strength) − (0.196 ×
female) − (0.224 × age) + (0.304 × FVC) (Table 4 and Figure 3).
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Figure 3. Linear regression analysis showed the correlation between peak inspiratory flow rate (PIFR)
for Turbuhaler and hand grip strength (HGS) adjusted by gender, age, forced vital capacity (FVC),
and short-acting bronchodilator dose. Predicted Turbuhaler PIFR (L/min) = 56.196 + (0.321 × hand
grip strength) − (0.196 × female) − (0.224 × age) + (0.304 × FVC).

3.4. HGS Cutoff Value for Predicting Optimal Accuhaler and Turbuhaler PIFR

The area under the ROC curve of 0.892 (95% CI; 0.824–0.961, p < 0.001) for the best
cutoff value of HGS for Accuhaler was 26.8 kg, with 82% sensitivity and 84% specificity
(Table 4, Figure 4). The best cutoff value of HGS for Turbuhaler was 31.9 kg, with the area
under the ROC curve of 0.862 (95% CI; 0.779–0.945, p < 0.001), 79% sensitivity, and 90%
specificity (Table 5, Figure 5).
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Figure 4. The receiver operating characteristic (ROC) plot of handgrip strength (HGS) and peak
inspiratory flow rate (PIFR) for Accuhaler. The best cutoff value of HGS for Accuhaler is 26.8 kg,
with the area under the ROC curve of 0.892 (95% CI; 0.824–0.961, p <0.001), 82% sensitivity, and
84% specificity.
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Table 5. Cutoff values of hand grip strength for predicting optimal Accuhaler and Turbuhaler PIFR.

Variable Cutoff
Value AUC 95% CI Sensitivity (%) Specificity (%) PPV (%) NPV (%) p-Value

HGS for
Accuhaler, kg 26.75 0.892 0.824–0.961 82.00 83.90 89.14 74.32 <0.001

HGS for
Turbuhaler, kg 31.90 0.862 0.779–0.945 78.80 89.60 83.87 86.03 <0.001

AUC = area under the ROC curve, CI = confidence interval, HGS = hand grip strength, NPV = negative predictive
values, PIFR = peak inspiratory flow rate, PPV = positive predictive values.
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Figure 5. The receiver operating characteristic (ROC) plot of handgrip strength (HGS) and peak
inspiratory flow rate (PIFR) for Turbuhaler. The best cutoff value of HGS for Turbuhaler is 31.9 kg,
with the area under the ROC curve of 0.862 (95% CI; 0.779–0.945, p < 0.001), 79% sensitivity, and
90% specificity.

4. Discussion

Based on the results of our study, there is a significant positive correlation between
HGS and PIFR for Accuhaler and Turbuhaler DPIs, suggesting HGS may be a valuable test
in the assessment of the ability of the respiratory system to create adequate PIFR. To our
knowledge, this is the first study to identify a HGS cutoff value for predicting the adequacy
of PIFR in patients with clinically stable COPD.

A previous study of 44 clinically stable patients with COPD by Tsuburai et al. [21]
showed a significant positive correlation between HGS and PIFR for Accuhaler (r = 0.326,
p = 0.031) and Turbuhaler (r = 0.328, p = 0.030). This study differed from our study in that the
investigators did not derive a prediction equation for PIFR considering both genders and all
stages of disease, and they did not identify a HGS cutoff value associated with suboptimal
PIFR. Our study showed higher correlation coefficients of HGS and PIFR (r = 0.591 for
Accuhaler and r = 0.614 for Turbuhaler) than the study by Tsuburai [21], probably because
of the larger number of patients in our study and the broader range of HGS. A study
of 75 hospitalized patients with acute exacerbation of COPD by Samarghandi et al. [3]
demonstrated that HGS was significantly correlated with Accuhaler PIFR. Patients in the
suboptimal PIFR group had significantly lower HGS than those in the optimal PIFR group,
and each kilogram increase in HGS was associated with a 0.5 L/min increase in PIFR [3].
Similarly, our study demonstrated that the suboptimal PIFR group had significantly lower
HGS than the optimal group in both Accuhaler and Turbuhaler. These results suggest that
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HGS might be able to predict the efficiency of inhaled drug delivery in COPD patients with
or without exacerbation.

There were variations of the prevalence of suboptimal PIFR in patients with COPD in
previous studies. The study by Sharma et al. revealed that the proportion of suboptimal
PIFR for Accuhaler DPI was 32% at discharge following hospitalization for exacerbation of
COPD, but this group had no difference in incidence of all-cause rehospitalization up to
180 days compared to the optimal PIFR group [9]. A study by Ghosh et al. showed that
40% of outpatients with COPD were unfit to use prescribed inhalers. Suboptimal PIFR
(PIFR < 60 L/min) was 44% of low-medium resistance DPIs (mimicking Accuhaler and
Ellipta), and PIFR < 30 L/min was 32% of high resistance DPI (mimicking Handihaler) [10].
A study by Harb et al. [11] showed that the prevalence of suboptimal PIFR of any resistance
representative of a specific inhaler was 44.44% in COPD patients before hospital discharge.
In our study, the prevalence of suboptimal PIFR was 38.3% in Accuhaler and 59.3% in
Turbuhaler. All of these studies suggest that many COPD patients might not generate
adequate inspiratory force to overcome prescribed DPI resistance. These results suggest
that Accuhaler might be more suitable for certain COPD patients than Turbuhaler, because
the prevalence of suboptimal PIFR for Accuhaler was lower than that for Tubuhaler. In-
terestingly, a previous study also demonstrated that the mean peak inspiratory flow for
Accuhaler was significantly higher than it was for Turbuhaler [22].

Several previous studies demonstrated that one factor associated with suboptimal
PIFR was female sex [9–11]. A literature review by Ghosh et al. [8] found that female
sex and older age were factors associated with lower PIFR. In concordance with these
findings, our results showed that suboptimal PIFR was more common in female than in
male patients, and the mean PIFR was significantly lower in female patients than it was
in men. Furthermore, we found that other factors associated with suboptimal PIFR were
older age, higher breathing frequency, more inhaled SABD use, higher CAT and mMRC
scores, lower HGS, shorter height, and lower pulmonary function. These indicate that a
higher symptom burden affects patients’ health status and their inspiratory force, leading
to suboptimal PIFR.

Our study revealed that the best HGS cutoff values for predicting optimal PIFR for
Accuhaler and Turbuhaler had a large area under the ROC curve with high sensitivity
and specificity. Therefore, HGS might be applied as a predictive tool for optimal PIFR
in clinically stable COPD patients being considered for prescription of Accuhaler and
Turbuhaler devices. Moreover, these cutoff values might be particularly useful in elderly
patients with COPD because the mean age of participants in our study was 73 years.
Older patients with stable COPD were commonly found in several observational studies,
including a study in the same research center by Saiphoklang N et al. [23]. A previous
study by Fronhofen et al. [24] demonstrated that a threshold HGS value of 10 kg could
predict inspiratory flow achievement for Turbuhaler in hospitalized elderly patients with
COPD. In contrast to that previous study, our study found that the cutoff value of HGS was
higher (31.9 kg) for predicting the optimal Turbuhaler PIFR. The reason may be because
the participants in the study by Fronhofen et al. [24] were even older than those in our
study (mean age of 81 versus 73 years). Although patient settings may differ, our study
suggests that HGS can be applied to all elderly patients with COPD by using the predicting
equations. However, assessment of HGS may be limited by the cooperation of patients and
by hand abnormalities.

Furthermore, HGS could also predict clinical outcomes in mechanically ventilated
patients, including COPD patients (12% of the study subjects) [25]. A previous study by
Strandkvist VJ et al. revealed that COPD patients with heart disease had lower HGS than
those without heart disease [26]. These patients with GOLD spirometric stages 3–4 (severe
to very severe airflow limitation) had lower HGS than those without COPD [26].

Clinical applications are proposed from our study. HGS might be a reasonable alterna-
tive to PIFR to evaluate the adequacy of inspiratory force for DPIs. The best cutoff values
of HGS for optimal Accuhaler and Turbuhaler PIFR are 26.8 kg and 31.9 kg, respectively.
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This study has certain limitations. Firstly, a small sample size of the population
was used in this study. Therefore, some explanatory variables for calculated PIFR using
regression coefficients might not be as precise as indicated by the wide 95% CI, and some
variables might be outliers in the outcome variables. Moreover, only 8% of participants
were COPD group D; thus, it might not have a realistic association between HGS and
PIFR in clinical practice. Secondly, the study was conducted in a single research center in
Thailand; the results might not be applicable to other ethnicities or countries. Thirdly, the
participants were clinically stable COPD patients without acute exacerbation, and none of
them used home oxygen therapy or home invasive or non-invasive mechanical ventilation.
Therefore, the cutoff value of HGS might not be applicable for more severe and debilitated
COPD patients, such as those with exacerbations, home oxygen therapy or mechanical
ventilation, and other obstructive lung diseases. Fourthly, there were 14% women in this
study, which may be a substantial under-representation of women with COPD that could
impact generalizability. We did not collect data on patients with sarcopenia or data on
muscle mass and function, e.g., walking speed. Therefore, we could not speculate that
gender differences independently influence PIFR, especially in female Turbuhaler DPI
users. Lastly, these cutoff values were analyzed to apply only to patients who potentially
use Accuhaler and Turbuhaler. Consequently, they may not apply to patients who use other
types of inhaler devices. A future study is required to determine the correlation between
HGS and optimal PIFR for other types of inhaler devices and in different settings of patients,
such as stable COPD patients with home oxygen therapy or mechanical ventilation, or
patients with other pulmonary diseases.

5. Conclusions

HGS was positively correlated with Accuhaler and Turbuhaler PIFR in clinically stable
COPD patients, especially in the group with pronounced symptoms without frequent
exacerbations. The prevalence of suboptimal PIFR, defined by PIFR < 60 L/min, was found
in up to half of the patients. The suboptimal group had more females, older patients, higher
breathing frequency, more inhaled SABD users and doses, higher CAT and mMRC scores,
lower HGS, shorter height, and worse pulmonary function compared to the optimal groups.
HGS may be a predictive tool for determining the efficacy of inhaler drug delivery.

Author Contributions: Conceptualization, A.S., N.S., I.B. and C.B.C.; Methodology, A.S. and N.S.;
Software, N.S.; Validation, A.S. and N.S.; Formal Analysis, A.S. and N.S.; Investigation, A.S.; Re-
sources, N.S.; Data Curation, N.S.; Writing—Original Draft Preparation, A.S.; Writing—Review
& Editing, N.S., I.B. and C.B.C.; Visualization, I.B.; Supervision, C.B.C.; Project Administration,
N.S.; Funding Acquisition, A.S. All authors have read and agreed to the published version of
the manuscript.

Funding: Financial support was provided by the Faculty of Medicine, Thammasat University, Thailand.

Institutional Review Board Statement: The study was conducted according to the guidelines of the
Declaration of Helsinki, and approved by the Human Research Ethics Committee of Thammasat
University (Medicine) (IRB No. MTU-EC-IM-0-239/63, COA No. 013/2021 on 18 January 2021).

Informed Consent Statement: Informed consent was obtained from all subjects involved in the study.

Data Availability Statement: The data supporting the results of this study are available within the article.

Acknowledgments: The authors would like to thank Michael Jan Everts, Faculty of Medicine,
Thammasat University, for proofreading this manuscript. This work was supported by Thammasat
University Research Unit in Allergy and Respiratory Medicine, Thailand.

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



Diagnostics 2022, 12, 3050 13 of 13

References
1. Global Initiative for Chronic Obstructive Lung Disease. Global Strategy for the Diagnosis, Management, and Prevention of

Chronic Obstructive Pulmonary Disease (2022 Report). 2022. Available online: https://goldcopd.org/wp-content/uploads/2021
/12/GOLD-REPORT-2022-v1.1-22Nov2021_WMV.pdf (accessed on 14 October 2022).

2. Salpeter, S.R. Bronchodilators in COPD: Impact of beta-agonists and anticholinergics on severe exacerbations and mortality. Int.
Chronic Obstr. Pulm. Dis. 2007, 2, 11–18. [CrossRef] [PubMed]

3. Samarghandi, A.; Ioachimescu, O.C.; Qayyum, R. Association between peak inspiratory flow rate and hand grip muscle strength
in hospitalized patients with acute exacerbation of chronic obstructive pulmonary disease. PLoS ONE 2020, 15, e0227737.
[CrossRef] [PubMed]

4. Kawamatawong, T.; Khiawwan, S.; Pornsuriyasak, P. Peak inspiratory flow rate measurement by using In-Check DIAL for the
different inhaler devices in elderly with obstructive airway diseases. J. Asthma Allergy 2017, 10, 17–21. [CrossRef] [PubMed]

5. American Association for Respiratory Care. Aerosol consensus statement—1991. Respir. Care 1991, 36, 916–921.
6. Al-Showair, R.A.; Tarsin, W.Y.; Assi, K.H.; Pearson, S.B.; Chrystyn, H. Can all patients with COPD use the correct inhalation flow

with all inhalers and does training help? Respir. Med. 2007, 101, 2395–2401. [CrossRef]
7. Newman, S.P. Drug delivery to the lungs from dry powder inhalers. Curr. Opin. Pulm. Med. 2003, 9 (Suppl. 1), S17–S20. [CrossRef]
8. Ghosh, S.; Ohar, J.A.; Drummond, M.B. Peak Inspiratory Flow Rate in Chronic Obstructive Pulmonary Disease: Implications for

Dry Powder Inhalers. J. Aerosol. Med. Pulm. Drug Deliv. 2017, 30, 381–387. [CrossRef]
9. Sharma, G.; Mahler, D.A.; Mayorga, V.M.; Deering, K.L.; Harshaw, O.; Ganapathy, V. Prevalence of Low Peak Inspiratory Flow

Rate at Discharge in Patients Hospitalized for COPD Exacerbation. Chronic Obstr. Pulm Dis. 2017, 4, 217–224. [CrossRef]
10. Ghosh, S.; Pleasants, R.A.; Ohar, J.A.; Donohue, J.F.; Drummond, M.B. Prevalence and factors associated with suboptimal peak

inspiratory flow rates in COPD. Int. J. Chron Obstruct Pulmon Dis. 2019, 14, 585–595. [CrossRef]
11. Harb, H.S.; Laz, N.I.; Rabea, H.; Abdelrahim, M.E. Prevalence and predictors of suboptimal peak inspiratory flow rate in COPD

patients. Eur. J. Pharm. Sci. 2020, 147, 105298. [CrossRef]
12. Bhatt, N.Y.; Wood, K.L. What defines abnormal lung function in older adults with chronic obstructive pulmonary disease? Drugs

Aging 2008, 25, 717–728. [CrossRef]
13. Black, L.F.; Hyatt, R.E. Maximal respiratory pressures: Normal values and relationship to age and sex. Am. Rev. Respir. Dis. 1969,

99, 696–702.
14. Leong, D.P.; Teo, K.K.; Rangarajan, S.; Lopez-Jaramillo, P.; Avezum, A., Jr.; Orlandini, A.; Seron, P.; Ahmed, S.H.; Rosengren, A.;

Kelishadi, R.; et al. Prognostic value of grip strength: Findings from the Prospective Urban Rural Epidemiology (PURE) study.
Lancet 2015, 386, 266–273. [CrossRef]

15. Burtin, C.; Ter Riet, G.; Puhan, M.A.; Waschki, B.; Garcia-Aymerich, J.; Pinto-Plata, V.; Celli, B.; Watz, H.; Spruit, M.A. Handgrip
weakness and mortality risk in COPD: A multicentre analysis. Thorax 2016, 71, 86–87. [CrossRef]

16. Puhan, M.A.; Siebeling, L.; Zoller, M.; Muggensturm, P.; ter Riet, G. Simple functional performance tests and mortality in COPD.
Eur. Respir. J. 2013, 42, 956–963. [CrossRef]

17. Mahler, D.A.; Wells, C.K. Evaluation of clinical methods for rating dyspnea. Chest 1988, 93, 580–586. [CrossRef] [PubMed]
18. Jones, P.W.; Harding, G.; Berry, P.; Wiklund, I.; Chen, W.H.; Kline Leidy, N. Development and first validation of the COPD

Assessment Test. Eur. Respir. J. 2009, 34, 648–654. [CrossRef]
19. Manuyakorn, W.; Direkwattanachai, C.; Benjaponpitak, S.; Kamchaisatian, W.; Sasisakulporn, C.; Teawsomboonkit, W. Sensitivity

of Turbutester and Accuhaler tester in asthmatic children and adolescents. Pediatr. Int. 2010, 52, 118–125. [CrossRef]
20. Chrystyn, H. Is inhalation rate important for a dry powder inhaler? Using the In-Check Dial to identify these rates. Respir. Med.

2003, 97, 181–187. [CrossRef]
21. Tsuburai, T.; Komase, Y.; Tsuruoka, H.; Oyama, B.; Muraoka, H.; Hida, N.; Kobayashi, T.; Matsushima, S. The relationship

between peak inspiratory flow and hand grip strength measurement in men with mild chronic obstructive pulmonary disease.
BMC Pulm. Med. 2022, 22, 65. [CrossRef]

22. van der Palen, J. Peak inspiratory flow through diskus and turbuhaler, measured by means of a peak inspiratory flow meter
(In-Check DIAL). Respir. Med. 2003, 97, 285–289. [CrossRef] [PubMed]

23. Saiphoklang, N.; Chomchoey, C. Eosinophilia and parasitic infestations in patients with chronic obstructive pulmonary disease.
Sci. Rep. 2020, 10, 12490. [CrossRef] [PubMed]

24. Frohnhofen, H.; Hagen, O. Handgrip strength measurement as a predictor for successful dry powder inhaler treatment: Applica-
tion in older individuals with COPD. Z Gerontol. Geriatr. 2011, 44, 245–249. [CrossRef]

25. Saiphoklang, N.; Tepwimonpetkun, C. Interest of hand grip strength to predict outcome in mechanically ventilated patients.
Heart Lung 2020, 49, 637–640. [CrossRef]

26. Strandkvist, V.J.; Backman, H.; Röding, J.; Stridsman, C.; Lindberg, A. Hand grip strength is associated with forced expiratory
volume in 1 second among subjects with COPD: Report from a population-based cohort study. Int. J. Chronic Obstr. Pulm. Dis.
2016, 11, 2527. [CrossRef]

https://goldcopd.org/wp-content/uploads/2021/12/GOLD-REPORT-2022-v1.1-22Nov2021_WMV.pdf
https://goldcopd.org/wp-content/uploads/2021/12/GOLD-REPORT-2022-v1.1-22Nov2021_WMV.pdf
http://doi.org/10.2147/copd.2007.2.1.11
http://www.ncbi.nlm.nih.gov/pubmed/18044061
http://doi.org/10.1371/journal.pone.0227737
http://www.ncbi.nlm.nih.gov/pubmed/32004333
http://doi.org/10.2147/JAA.S127580
http://www.ncbi.nlm.nih.gov/pubmed/28260934
http://doi.org/10.1016/j.rmed.2007.06.008
http://doi.org/10.1097/00063198-200304001-00005
http://doi.org/10.1089/jamp.2017.1416
http://doi.org/10.15326/jcopdf.4.3.2017.0183
http://doi.org/10.2147/COPD.S195438
http://doi.org/10.1016/j.ejps.2020.105298
http://doi.org/10.2165/00002512-200825090-00001
http://doi.org/10.1016/S0140-6736(14)62000-6
http://doi.org/10.1136/thoraxjnl-2015-207451
http://doi.org/10.1183/09031936.00131612
http://doi.org/10.1378/chest.93.3.580
http://www.ncbi.nlm.nih.gov/pubmed/3342669
http://doi.org/10.1183/09031936.00102509
http://doi.org/10.1111/j.1442-200X.2009.02904.x
http://doi.org/10.1053/rmed.2003.1351
http://doi.org/10.1186/s12890-022-01858-7
http://doi.org/10.1053/rmed.2003.1289
http://www.ncbi.nlm.nih.gov/pubmed/12645837
http://doi.org/10.1038/s41598-020-69541-7
http://www.ncbi.nlm.nih.gov/pubmed/32719497
http://doi.org/10.1007/s00391-011-0222-1
http://doi.org/10.1016/j.hrtlng.2020.03.019
http://doi.org/10.2147/COPD.S114154

	Introduction 
	Materials and Methods 
	Study Design 
	Procedures 
	Outcomes 
	Statistical Analysis 

	Results 
	Participants 
	Prevalence of Suboptimal PIFR 
	Association between HGS and PIFR 
	HGS Cutoff Value for Predicting Optimal Accuhaler and Turbuhaler PIFR 

	Discussion 
	Conclusions 
	References



