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Introduction: The 2023 Global Initiative for Chronic Obstructive Lung Disease (GOLD) strategy introduced updates to the
prescription of inhaled medication, including withdrawing recommendation of long-acting beta-agonist/inhaled corticosteroids
(LABA/ICS) as double therapy, restricting ICS use to patients with exacerbations, and recommending earlier escalation to triple
therapy. These changes are expected to have a substantial impact on clinical practice. This study aims to describe how well clinicians
adhere to the GOLD strategy in daily practice, and to explore the extent to which the 2023 update has changed prescribing patterns.
Methods: Data were collected from a real-world cohort at a teaching hospital in the Netherlands in 2022, and the same cohort was
reassessed in 2023. To determine guideline adherence, each patient’s treatment was assessed against the applicable GOLD strategy at
that time. Subgroups that did not receive treatment according to the GOLD strategy were identified. Finally, a more detailed
assessment of ICS prescriptions and their indications was conducted.

Results: A total of 1318 patients were included in 2022. In 2022, 51.6% received inhaled medication in line with the applicable
GOLD strategy, compared to 57.3% in 2023 in accordance with that year’s GOLD strategy. Patients with low eosinophils, those
without exacerbations, and those with less severe GOLD classification were less frequently treated in accordance with the 2023
strategy. Overtreatment with ICS was common (25.4%).

Conclusion/Discussion: A substantial proportion of patients with COPD are not treated in accordance with GOLD recommenda-
tions. While there may be valid reasons for deviating from the recommendations, these findings should prompt physicians to consider
whether their patients’ current treatment is optimal. Clear criteria exist for initiating ICS treatment. However, there is no data-driven
evidence or consensus on how to manage ICS treatment once a patient has stabilised. Identifying and discussing the barriers for
implementation of the GOLD strategy is essential.
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Introduction

The Global Initiative for Chronic Obstructive Lung Disease (GOLD) releases an annual report outlining recommenda-
tions for diagnosis, management, and prevention of Chronic Obstructive Pulmonary Disease (COPD)." While the GOLD
reports are formally classified as a strategy, they are commonly regarded as guidelines for prescription of inhaled
medication. In the Netherlands, COPD care is guided by either the GOLD strategy or the national guideline, which
largely reflect the GOLD recommendations regarding pharmacological treatment.> The 2023 edition of the GOLD
strategy introduced significant updates to inhaled medication treatment.*> These revised guidelines should have
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substantial implications for clinical practice. Some treatment recommendations remained consistent between the 2022
and 2023 strategy. Two treatment algorithms are used to select the appropriate follow-up inhaled therapy: the exacer-
bation algorithm for patients experiencing exacerbations and the dyspnoea algorithm for those with persistent dyspnoea.
Furthermore, asthma as a comorbidity or history requires primary treatment for asthma, including the use of inhaled
corticosteroids (ICS).>® The 2023 strategy introduced three key changes compared with the 2022 recommendations: 1)
the use of ICS in the absence of exacerbations, regardless of dyspnoea severity, is no longer recommended; 2) earlier
escalation to triple therapy is advised for patients with elevated blood eosinophil counts (>0.3 x10°/L), and 3) the
combination of ICS and a long-acting beta-agonist (LABA) as a double therapy is no longer recommended. When ICS is
indicated, triple therapy combining a LABA, a long-acting muscarinic antagonist (LAMA), and ICS is advised.’ This last
recommendation was supported by two large trials that showed that triple therapy was more effective compared to LABA
+ICS.”® However, this change resulted in debate regarding patients who were clinically stable on LABA+ICS. To
address this, the 2025 strategy introduced an important nuance: clinically stable patients already using LABA+ICS may
continue this regimen.'

There is considerable debate on the appropriate use of ICS in COPD. Although the GOLD strategy provides clear
guidance on initiating ICS, it offers no recommendations on how or whether ICS should be withdrawn in (clinically
stable) patients, aside from a brief note on discontinuation in case of side effects.'”*® Overuse of ICS could potentially be
harmful due to the increased risk for side effects (for example pneumonia). Conversely, there is an undesirable risk for
undertreatment when withholding ICS in COPD patients with exacerbations and high eosinophil counts.’ Therefore, it is
important to assess prescribing patterns in daily practice and to investigate clinicians’ adherence to the latest evidence-
based recommendations. Clinicians may encounter barriers when implementing guideline recommendations in daily
practice, for example due to resistance to modifying existing treatment regimens or frequent annual guideline updates.'®
Identifying patients whose treatment more frequently deviates from the GOLD strategy may encourage clinicians to
evaluate whether current treatment remains appropriate in these patients. Findings from this Dutch cohort study could
provide valuable guidance for other healthcare systems facing similar challenges in implementing the GOLD
recommendations.

Therefore, this descriptive study aims to evaluate clinicians’ adherence to the recommendations on inhaled medica-
tions of the GOLD strategy in daily practice and describe whether, and to what extent, the 2023 update has influenced
prescribing patterns. Also, we aimed to identify subgroups of patients at risk for receiving inhaled medication not in line
with GOLD recommendations. Furthermore, we explored ICS use and indication, specifically in the context of clinically
stable patients. Lastly, barriers to implementation of the GOLD recommendations are discussed.

Methods

Study Design

In this retrospective observational cohort study, data of patients with COPD were collected from the Franciscus Gasthuis
and Vlietland hospital, a large teaching hospital specializing in COPD and asthma care in Rotterdam, the Netherlands.
First, data of patients with a COPD diagnosis in 2022 were automatically extracted from electronic patient records. Data
on asthma as a comorbidity and lung function data that could not be automatically extracted were supplemented by the
researchers manually. Secondly, to determine adherence to the guidelines, a cross-year comparison between 2022 and
2023 was conducted. Each patient’s treatment was assessed against the treatment algorithms in the 2022 GOLD strategy
at the time it was last in effect. This assessment was repeated in November 2023, after the 2023 GOLD strategy had been
in effect for one year. For adequate interpretation, it is important to note that the update of GOLD for the new year (eg
“202x”) is routinely presented in the last months of the year before (202x-1). We assessed whether specific patient groups
were less likely to receive treatment in accordance with the most recent recommendations. Finally, an in-depth evaluation
of ICS use was performed. Ethics approval for this retrospective data study was waived by the Institutional Review
Board of the Franciscus Gasthuis & Vlietland, Rotterdam, the Netherlands (identification number 2023—-037). The study
complies with the Declaration of Helsinki. This study was reported in line with the STROBE reporting checklist for
observational studies.''
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Setting

Data were sourced from a secondary care hospital specializing in COPD and asthma. This hospital serves as a regional
centre of expertise due to its coordination of care. Patients were referred to this hospital by their general practitioners or
from other medical facilities, implying that initial therapy had likely been initiated elsewhere. Approximately 20 to
25 healthcare professionals, including treating physicians and specialized nurses, are responsible for the outpatient clinic
care and therefore prescribe the inhaled medication.

Patient Selection

Data of all patients with an active COPD diagnosis and at least one inhaled medication prescription in the year before the
release of the GOLD 2023 strategy (1-12-2021 until 01-12-2022) were included in the study. Patients were excluded
from the study if essential data for objective clinical assessment were missing, such as eosinophil count or Clinical
COPD Questionnaire (CCQ) score. Patients younger than 40 years were excluded to avoid including those with primarily
asthma. Lastly, patients with a Forced Expiratory Volume in 1 second/Forced Vital Capacity (FEV1/FVC) ratio >0.7 were
also excluded, as this criterion does not align with the GOLD definition of COPD.

Data Collection

Data on age, sex, inhaled medication, eosinophils, Clinical COPD Questionnaire (CCQ) score, exacerbations, hospita-
lizations, and the use of prednis(ol)one, azithromycin, or roflumilast, were automatically extracted from electronic patient
records. An exacerbation was defined as a prescription of 30 or 40 mg prednis(ol)one daily for a duration of 3 to 14 days,
which, according to COPD guidelines, is the primary treatment for COPD exacerbations in both primary and secondary
care in the Netherlands. Use of other systemic corticosteroids is uncommon. The range of doses and number of days was
chosen to capture potential variations in prescribing practices between physicians. Prednisone prescriptions were
extracted from pharmacy records of our hospital and of the “Landelijk Schakel Punt (LSP)”. LSP is the national
pharmacy data-sharing system in the Netherlands and includes the community prescriptions from general
practitioners.'> Antibiotics were excluded from the exacerbation definition as it is very uncommon in the Netherlands
to treat COPD exacerbations with antibiotic monotherapy. Hospitalization was classified as any hospital stay linked to the
COPD diagnosis, where the primary physician overseeing care was a pulmonologist. Asthma was considered
a comorbidity next to COPD if the treating physician documented asthma, asthmatic characteristics, or ACO/ACOS in
the medical history or conclusion in the patient record. However, if asthma was not mentioned or if only reversibility or
bronchial hyperactivity were described, we considered this variable as negative. Most recent FEV1, FVC, and FEV1/
FVC values before the visit to the pulmonologist were collected from the electronic patient record. If there was both
a pre- and post-bronchodilator value known, the post value was used. Multiple eosinophil counts were extracted,
including the most recent value, the highest count in the past year, the highest count over the past three years, and the
highest count recorded ever. The CCQ is the widely used COPD questionnaire in the Netherlands, in contrast to COPD
Assessment Test (CAT) or the Medical Research Council (MRC) dyspnoea scale. As the CCQ represents the same
domains, these data were collected.?

Assessment of Adherence to Inhaled Medication Recommendations

We evaluated the inhaled medication at two time points: 1) the date of the most recent inhaled medication prescription
before December 1, 2022, when the 2022 GOLD strategy applied; and 2) one year after the release of the 2023 strategy
(November 14, 2023), Figure 1A. By that time, it could be assumed that patients had attended at least one follow-up visit
since the new recommendations applied and, if necessary, had had the opportunity to have their inhaled medication
adjusted. Our main outcome was the percentage of COPD patients with inhaled treatment according to the relevant
GOLD strategy at each timepoint. The assessment of guideline adherence was based on the treatment algorithms in the
GOLD strategies. Six objective parameters were used: (i) presence of asthma as comorbidity or in the past; (ii) number of
exacerbations; (iii) number of hospitalizations; (iv) previous medication; (v) eosinophil count; and (vi) CCQ symptom
score, Figure 1B-C. Guideline adherence was assessed by comparing the recommended treatment, as determined from
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Figure | Overview of the 2022 and 2023 assessment. This figure provides an overview of the two assessments conducted in this study. (A) shows the timeline of the two
assessments. (B) illustrates our assessment based on the follow-up treatment protocols in the 2022 GOLD strategy, while (C) illustrated the assessment based on the
follow-up treatment protocols in the 2023 GOLD strategy.

Abbreviations: LAMA, Long-Acting Muscarinic Antagonist; LABA, Long-Acting Beta-Agonist; ICS, Inhaled corticosteroids.

the assessment shown in Figure 1, with the patient’s actual treatment. If these were identical, guideline adherence was
scored as “adherent”; if not, it was scored as “nonadherent”. For the primary assessment of the treatment, we used the
most recent CCQ symptom score, highest-ever eosinophil count, and the number of exacerbations and hospitalizations in
the previous three years. The CCQ symptom score (the subdomain determined by the sum of question 1, 2, 5 and 6 dived
by 4) was used as an objective parameter for dyspnoea. A threshold of 1.9 points was used for severe symptoms, based
on a previous study.'* Our assessment followed the pharmacological follow-up protocols outlined in the GOLD
strategies, rather than the initial treatment protocol.”® Finally, while the follow-up inhaled medication protocol in the
2023 and currently applicable 2025 strategies is similar, the latter provides an additional nuance for stable patients on
LABAVJICS. The 2025 strategy states that LABA/ICS could be continued if patients currently have no exacerbations,
a low symptom load, and no features of asthma.' Therefore, we investigated how many patients in 2023 would have had
treatment according to the guideline if the 2025 nuance was already applicable.

Differences Between Specific Patient Groups

To evaluate specific patient groups at higher risk of inadequate treatment, we used the 2023 strategy exclusively, since its
recommendations are identical to those of the 2025 strategy currently in force. Guideline adherence was assessed in
various subgroups: patients with low (<0.1 x10°/L), medium (0.1-0.3 x10°/L) and high (>0.3 x10°/L) eosinophil count;
patients treated by the dyspnoea algorithm and those treated by the exacerbation algorithm; different GOLD classifica-
tions based on severity of airflow obstruction (I, II, III, IV); and patients on single inhaler triple therapy (SITT) or
multiple inhaler triple therapy (MITT).

In-Depth Evaluation of ICS Use

To evaluate ICS use and its indications in greater depth, we first conducted a cross-sectional analysis at the second
measurement point of this study (end of 2023), as the 2023 strategy recommendations for ICS are consistent with those
of the 2025 strategy currently in effect. We then assessed whether adherence to the 2023 GOLD strategy changed when
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different timeframes for exacerbations and hospitalizations were applied (previous one, two, or three years). Additionally,
we examined the impact of using either the most recent eosinophil count or the highest count recorded in the last year,
last three years, or ever. Next, we compared the 2022 and 2023 strategy at the same historical time point: the end of 2022,
which was the final moment the 2022 strategy was applicable. We determined ICS indications among ICS users
according to the 2022 strategy and assessed what the indication would have been at that same time according to the
2023 strategy. Patients who had an indication under the 2022 strategy but not under the 2023 strategy represent those
whose medication would need to be adjusted to align with the newest recommendations. These patients were then re-
evaluated one year later, at the second measurement point of this study.

Statistical Analysis

Most outcomes are presented descriptively using means and standard deviations, median and interquartile ranges, or
numbers and percentages, as appropriate. The primary outcome (guideline adherence at each time point) is presented as
a percentage with the 95% confidence interval (CI). The McNemar test is used to test for statistical significant differences
in guideline adherence between 2022 and 2023. The chi-square test was used to compare clinicians’ adherence to the
GOLD strategy across different subgroups.

Results

Patient Characteristics

Data of 2434 patients with an active COPD diagnosis in 2022 were automatically extracted from the electronic
patient records. After excluding patients under 40 years of age (n=5), those with FEV1/FVC >0.7 (n=85), and
those with missing data on eosinophils (n=350) or CCQ score (n=675), a total of 1318 patients were included in
the study cohort, Figure 2. Within this cohort, 689 (52.3%) patients were female, and the median age was 70
[interquartile range (IQR) 64-76], Table 1. Median FEV1 post bronchodilator percent predicted was 47 [IQR
36-63]. Asthma was documented as a comorbidity or past diagnosis in 245 patients (18.6%). The majority of
patients in the study cohort (n=962, 73.0%) received triple therapy (the combination of a LABA, LAMA and
ICS). This proportion of triple therapy users was higher in the study cohort than in the exclusion cohort based on
missing eosinophils (54.0%) and the exclusion cohort based on missing CCQ (48.1%), Table S1. Consequently,
LABA/LAMA and LABA/ICS use was lower in the study cohort (12.6% and 9.4% respectively) compared to the
exclusion sub cohorts with missing eosinophils (21.1% and 11.4% respectively) and the sub cohort with missing
CCQ (23.7% and 18.1% respectively). Maintenance use of prednisone and azithromycin was higher in the study
cohort (4.7% and 10.9% respectively) than in the exclusion cohorts (2.0-2.1% and 3.0-3.7% respectively).

Assessment of Adherence to Inhaled Medication Recommendations
During the first measurement point of this study (end of 2022), 680 patients received inhaled medication in line with the
recommendations of the 2022 strategy (51.6% with 95% CI interval 48.9-54.3%). During the second measurement point

Patients with COPD diagnosis and active
inhalation medication prescription in

2022 (n=2434)
Exclusion in total: 1115
Age < 40 years (n=5)
» +  FEV-1/FVC >0.7 (n=85)
*  Missing data eosinophils (n=350)
Missing data CCQ (n=675)
Study cohort
(n=1318)

Figure 2 Patient selection.
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Table | Baseline Characteristics

Characteristics Study Cohort (n=1318)
Female sex, n (%) 689 (52.3)
Age, median [IQR] 70 [64-76]
Smokers, n (%)
Active 383 (29.1)
Former 774 (58.7)
Never 39 (3.0)
Unknown 122 (9.3)
FEV-1 post % predicted, median [IQR] 47 [36-63]
FEV-1/FVC %, median [IQR] 45 [36-56]
GOLD classification (severity of airflow obstruction), n (%)
GOLD | 108 (8.2)
GOLD Il 469 (35.6)
GOLD Il 537 (40.7)
GOLD IV 168 (12.7)
Missing FEV-1 36 (2.7)
Asthma as comorbidity or in the past, n (%) 245 (18.6)
Eosinophils, median [IQR] 0.19 [0.10-0.32]
Maintenance inhaled medication at entry in cohort, n (%)
LAMA 44 (3.3)
LABA 9 (0.7)
ICS 4 (0.3)
LABA+LAMA 166 (12.6)
LABA+ICS 124 (9.4)
LAMA+ICS 9 (0.7)
LABA+LAMA+ICS 962 (73.0)
Other maintenance therapy, n (%)
Prednisolone 62 (4.7)
Azithromycin 144 (10.9)
Roflumilast 9 (0.7)

Abbreviations: IQR, Interquartile range; FEV-1, Forced Expiratory Volume in | second; LAMA, Long-Acting
Muscarinic Antagonist; LABA, Long-Acting Beta-Agonist; ICS, Inhaled corticosteroids.

of this study (end 2023), one year after the 2022 analysis, 1074 patients of the study cohort were still alive (81.4%). Of
those, the inhaled medication regimen of 615 patients was adherent to the 2023 strategy (57.3% with 95% CI interval
54.3-60.2%). There was no difference in guideline adherence to the 2022 strategy between patients who were alive in
2023 and those who had died: 51.8% and 50.8%, respectively (p=0.789).

Among the patients alive at both time points (n=1074), the inhaled medication prescriptions of 454 patients (42.3%)
adhered to both GOLD strategies, 102 (9.5%) adhered in 2022 but not in 2023, 161 (15.0%) did not adhere in 2022 but
did in 2023, and the prescriptions of 357 patients (33.2%) did not adhere to the guideline at both time points, Table 2. In
these patients, the adherence to the 2022 strategy in 2022 was statistically significantly different from the adherence to
the 2023 strategy in 2023 (p < 0.001).

Table 2 Adherence to GOLD Strategy in 2022 and 2023

Treatment in line with | Treatment not in line

2023 Strategy with 2023 Strategy
Treatment in line 454 (42.3%) 102 (9.5%)
with 2022 strategy
Treatment not in line 161 (15.0%) 357 (33.2%)

with 2022 strategy

Note: Of the 1074 patients alive in 2023.
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The vast majority of patients who had prescriptions in line with the GOLD strategy at both time points, as well as
those who were deviating from GOLD strategies at both time points, did not have their medication adjusted during the
study period: 447 out of 454 (98.5%) and 294 out of 357 (82.4%) respectively, Figure 3A and D.

Of the 102 patients whose treatment went from adherent to the 2022 strategy to non-adherent to the 2023 strategy,
approximately half had no change in medication (n=52, 51.0%) and half had a change in medication (n=50, 49.0%),
Figure 3B. For patients whose medication remained the same, changes should have been made according to the 2023
strategy due to the use of LABA/ICS (n=22) or the use of triple therapy due to high symptom burden, which is no longer
a justification for ICS in the 2023 strategy (n=5). The treatment of the remaining patients (n=25) no longer met the

A 2022 2023 B 2022 2023
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Figure 3 Treatment patterns between 2022 and 2023. This figure illustrates the medication flows and treatment patterns between 2022 and 2023 among patients who were
alive at both time points (n=1074): (A) Patients treated according to GOLD at both time points (n=454, 42.3%); (B) patients treated according to GOLD in 2022 but not in
2023 (n=102, 9.5%); (C) patients not treated according to GOLD in 2022 but are treated according to GOLD in 2023 (n=161, 15.0%); (D) patients not treated according to
GOLD at either time point (n=357, 34.3%).

Abbreviations: LAMA, Long-Acting Muscarinic Antagonist; LABA, Long-Acting Beta-Agonist; ICS, Inhaled corticosteroids.
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GOLD recommendations due to differences in exacerbations, hospitalizations, eosinophil counts, or CCQ scores between
the 2022 and 2023 assessments. For example, a patient on LABA/LAMA with exacerbations had no indication for ICS in
2022 due to low eosinophil levels at the time, but became eligible for ICS in 2023 when higher eosinophil counts were
measured. The 50 patients whose treatment went from adherent in 2022 to nonadherent in 2023 by changes in their
medication, showed the following reasons for nonadherence to the guideline: de-escalating triple therapy to LABA/ICS
(n=25), withdrawal of ICS despite exacerbations or hospitalizations (n=15) or in the presence of asthma as comorbidity
(n=2), start of ICS treatment despite lack of exacerbations (n=5) or in case of eosinophils <0.1 x10°/L (n=1), and
escalating from LABA/ICS to triple therapy in absence of exacerbations (n=2).

One hundred sixty-one patients were not treated according to the GOLD 2022 strategy, but had treatment in line with
the 2023 strategy. Of these, 50 (31.1%) had their medication adjusted, so actively conforming to the strategy, and the
remaining 111 patients (68.9%) did not undergo any changes in their medication regimen, Figure 3C. The majority
(n=76) of the treatments of these 111 patients were now adherent to the GOLD strategy due to the differences in the
recommendations between the 2022 and 2023 strategy, which aligned their existing medications with the updated
recommendations. Specifically, for 59 patients on triple therapy, GOLD 2022 recommended LABA/ICS but not triple
therapy, whereas the GOLD 2023 now supports the triple therapy. Similarly, 17 patients previously on LABA or LABA/
LAMA had an indication for ICS in 2022, but no longer required ICS following the GOLD 2023 revision. For the
remaining 35 of the 111 patients whose medication was not changed, differences in exacerbations, hospitalizations,
eosinophils, or CCQ scores between the 2022 and 2023 assessments led to a new recommendation in 2023, which
coincidentally aligned with their existing medication regimen. For example, one patient experienced exacerbations in
2023, which justified the triple therapy he was already receiving.

Extra Nuance of the 2025 Strategy: Clinically Stable Patients on LABA/ICS

Five of the 120 patients still on LABA/ICS in 2023 had no exacerbations, a low symptom load, and no features of asthma
(4.2%), meaning that their medication regimen would have aligned with the recommendations if this current nuance of
the 2025 strategy would have been valid at that time.

Differences Between Specific Patient Groups

Certain patient groups were more often received inhaled medication not in accordance with the 2023 strategy, Figure 4.
When categorized by eosinophil levels into low (<0.1 x10%/L), medium (0.1-0.3 x10°/L), and high (>0.3 x10°/L), there
were 214 (19.9%), 513 (47.8%), and 347 (32.3%) patients in each subgroup, respectively. In the subgroup with low
eosinophils, 69.6% (95% CI 63.2-75.4%) of the patients were not treated according to the 2023 strategy, compared to
40.2% (95% CI 36.0-44.5%) in the medium, and 30.0% (95% CI interval 25.4-35.0%) in the high eosinophil group
(p<0.001). Patients who were treated according to the dyspnoea algorithm (n=288) were more likely to receive treatment
not in line with the 2023 recommendations compared to patients who were treated according to the exacerbation
algorithm (n=786): 68.4% (95% CI interval 62.8-73.5%) and 33.3% (95% CI interval 30.1-36.7%) were treated
incorrectly, respectively (p<0.001). Furthermore, nonadherence to the GOLD 2023 strategy was higher in patients with
less severe GOLD classifications: 56.6% (95% CI interval 46.7-65.9%) in GOLD I, 43.6% (95% CI interval
38.9-48.5%) in GOLD 1I, 42.8% (95% CI interval 38.2-47.5%) in GOLD III, and 28.1% (95% CI interval
20.6-36.9%) in GOLD IV subgroup (p<0.001). Among triple therapy users (n=769), 358 (46.6%) used a single device
(SITT), while 411 (53.4%) used multiple devices (MITT). Nonadherence to the 2023 strategy was similar: 31.6% (95%
CI interval 27.0-36.6%) in SITT compared to 29.2% (95% CI interval 25.0-33.8%) in MITT (p=0.476).

In-Depth Evaluation of ICS Use

The cross-sectional analysis in 2023 showed that, among the patients alive in 2023 (n=1074), 898 patients (83.6%) were
using an ICS. Of the total cohort, 625 patients (58.2%) used an ICS appropriately, while 125 patients (11.6%) correctly
did not receive ICS treatment. Overtreatment was more prevalent than undertreatment: 273 patients (25.4% with 95% CI
interval 22.9-28.1%) received ICS inappropriately, whereas 51 patients (4.7% with 95% CI interval 3.6-6.2%) did not
receive and ICS despite having an indication according to the 2023 strategy. The highest ever recorded eosinophil value
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Figure 4 Percentages of patients in different subgroups who are not treated according to the 2023 strategy. Patients are categorized four times: on the far left by eosinophil
levels: low (<0.1 x10%/L), medium (0.1-0.3 x10%/L), and high (20.3 x10°/L); second from the left those receiving treatment based on the dyspnoea algorithm and those
treated according to the exacerbation algorithm in the GOLD strategy; second from the right by GOLD classification based on airflow obstruction severity; and on the far
right, triple therapy users are divided into single-inhaler triple therapy (SITT) and multiple-inhaler triple therapy (MITT) users. The blue bars represent the proportion of ICS
users, while the grey bars display those without ICS. The blue dotted lines shows the percentage (42.7%) of patients that is not treated according to the GOLD report in the
total cohort (n=1074). *= statistically significant difference.

was used for the primary assessments. When instead only the most recent eosinophil count was considered, the
proportion of patients classified as appropriate ICS users decreased from 58.2% to 43.8%, Figure 5A. A similar trend
was seen when different timeframes for exacerbations and hospitalizations were applied: 48.4% when using data from the
past year, 58.2% for the past three years, and 61.9% for the past five years, Figure 5B. Of the 898 ICS users in 2023, 59
patients (6.6%) had no exacerbations or hospitalizations in the past five years and consistently had an eosinophil count of
less than 0.3.

When applying the 2022 and 2023 strategy at the same time point, which was the first measurement time point just
before the 2022 strategy was replaced by the 2023 strategy, 1099 patients (83.4%) of the total study cohort (n=1318)
were using an ICS. Among them, 88 patients had an indication for ICS at that moment according to the 2022 strategy, but
would no longer have an indication once the 2023 strategy became applicable, Table 3. At the second measurement time
point of this study, which occurred one year after the implementation of the 2023 strategy, 24 of these 88 patients had
died. Of the 64 patients who were still alive, ICS was continued in 55 patients despite still having no indication according
to the 2023 strategy, ICS was continued in five patients who had acquired an indication during that year (eg due to an
exacerbation or hospitalisation), and it was appropriately discontinued in four patients.

Discussion

In a real-world Dutch secondary care setting, this study demonstrated that only a small majority of patients were treated
according to the GOLD recommendations, with a slight increase from 51.6% in 2022 to 57.3% in 2023. Some patient
subgroups were at higher risk of receiving treatment that did not align with the GOLD strategy: patients with low
eosinophil counts, those without exacerbations, and those with a less severe GOLD classification. Our in-depth
evaluation of ICS revealed that overtreatment with ICS was common and more prevalent than undertreatment.
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B. Assessment ICS treatment with different time intervals for exacerbations and hospitalizations

past 1 year 48,4 13,4 3552 8

Primary assessment

past 3 years 58,2 11,6 25,4 4,7
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Figure 5 Assessment of ICS treatment using different time intervals. (A) displays the proportion of patients with correct ICS use (dark green), correct ICS absence (light
green), incorrect ICS use (dark Orange), and incorrect ICS absence (light orange) across different time intervals of eosinophil count. (B) presents these proportions based
on various time intervals for exacerbations and hospitalizations. The black box highlights the values used for the primary assessment of inhalation treatment in this study.

The adherence rate of 57% is not particularly high. One previous study assessed adherence to the GOLD strategy
since the introduction of the updated treatment algorithms in the 2023 report. This cohort study of 3477 patients from
54 hospitals in South Korea reported lower adherence rates than our findings: 31.3% for the GOLD 2019 strategy and
28.0% for the GOLD 2023 strategy. Interestingly, clinicians’ adherence to the 2018 Korean national guideline was higher
and more comparable (56.9%), indicating that it likely plays a more prominent role in guiding clinical practice in South
Korea than the GOLD strategy.'> Other studies investigating adherence to earlier versions of the GOLD strategy reported

16—

adherence rates ranging from 36% to 60.5%.'°"'* Consistent with our findings, several studies have shown that guideline

Table 3 Longitudinal Comparison in ICS Users (n=1099) from 2022 to 2023

First measurement point Second measurement point
(end of 2022) (end of 2023)
Deceased 24
ICS indication  No ICS indication
2023 strategy 2023 strategy ICS continued, still no indication 55
ICS continued, gained an indication 5
ICS indication 743 .::—.
2022 strategy ICS discontinued 4
No ICS indication 0 268 Total 88

2022 strategy
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nonadherence by health care providers is more prevalent in lower-risk groups and in patients without exacerbations, in
both primary and secondary care settings.'” 2! Additionally, similar to our results, overtreatment with ICS was frequently
reported.' 2

It is important to consider the barriers to implementing the GOLD recommendations in clinical practice. For example,
clinicians could be reluctant to change a winning combination when patients are clinically stable Patients may also have
strong preferences regarding specific inhaled medications. Furthermore, as will be discussed in more detail later in this
discussion, the criteria for stopping ICS treatment are unclear. The annual release of new GOLD strategies could pose
a challenge for clinicians to stay up to date if recommendations change too frequently. Davis et al investigated the
knowledge and application of the GOLD recommendations through a survey among primary care and secondary care
physicians in 12 countries. Primary care physicians were less familiar with the GOLD strategies than respiratory
specialists (58% vs 93%). Surprisingly, the respiratory physicians did not demonstrate more guideline-concordant
prescribing practices for inhaled medication than the primary care physicians, suggesting that awareness does not
necessarily result in greater adherence to guidelines.'® Physicians may have followed national guidelines, which can
differ from the GOLD recommendations.'> For instance, a COPD questionnaire survey in Germany showed that most
(51.4%) pulmonary specialists preferred national guidelines compared to the GOLD guidelines (40.2%).> It could be
that not all physicians are always completely at ease with the GOLD strategy. After all, the complete strategy has been
compiled by experts, but changes frequently, and, to our knowledge, has never been compared to other possible
strategies.

Although we observed that some patients’ inhaled medication had been appropriately adjusted in line with current
guidelines, many patients without exacerbations or with low eosinophil counts were still receiving triple therapy, and
others remained on LABA/ICS. The 2025 strategy offers additional nuance for the latter group, recommending the
continuation of LABA/ICS for clinically stable patients without asthma, no exacerbations, and low symptom burden.
However, only a small percentage (4.2%) of LABA/ICS users in our study cohort would have received the correct
medication regimen if the 2025 nuances had been in effect at the time of the 2023 assessment. Adherence to the strategy
changed between 2022 and 2023 in 263 patients, with some treatments going from adhering to the 2022 strategy to
nonadhering to the 2023 strategy (n=102) and vice versa (n=161). Although we found that the guideline adherence rate
improved slightly from 51.6% in 2022 to 57.3% in 2023, some of this improvement may be due to other factors than
better adherence to the strategy per se. Not all changes in adherence could be attributed to intentional medication
adjustments in response to updated recommendations, nor to the revised guidelines (in)validating existing treatment
regimens. Furthermore, in a substantial proportion (n=60), changes between adherence to the 2022 and 2023 strategy
were driven by variations in key clinical variables between the two assessment periods. For instance, a hospitalisation in
2019 could justify the prescription of an ICS in the 2022 assessment, as it occurred within the previous three years.
However, since this hospitalisation occurred more than three years prior to the 2023 assessment, it no longer justified ICS
use according to the 2023 GOLD strategy. The importance of the specific timeframes used for assessing appropriate
medication was also demonstrated in our detailed assessment of ICS use within the study population.

The vast majority of our study population (83.6%) was treated with an ICS in 2023, with a substantial proportion
seemingly being overtreated with ICS (25.4%), putting them at risk of side effects while probably having minimal or no
benefit from the ICS. The GOLD strategies provide treatment algorithms and criteria for initiating ICS treatment, either
as initial treatment or when escalation is required due to persistent exacerbations.”® However, it is not specified in the
GOLD strategy which eosinophil count to use for determination of treatment (eg most recent or highest value known),
despite previous studies having demonstrated variability in eosinophil counts over time within individual COPD
patients.>* ¢ Furthermore, the GOLD strategies do not specify the timeframe for patients who are currently exacerba-
tion-free on ICS treatment. In other words: after how many years without exacerbations is ICS treatment still justified?
This absence of clear guidance regarding which eosinophil count and which timeframe for exacerbations should be
applied for ICS indication is a key limitation of the current GOLD strategy. As shown by our study, increasing the
timeframes for eosinophils and exacerbations increases the proportion of patients with an indication for ICS. It is possible
that patients classified in our study as overtreated with ICS due to lack of recent exacerbations, originally had valid
reasons for initiating ICS therapy, such as a history of multiple exacerbations at that time.
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Currently, there is no conclusive evidence, and consequently no consensus, on how to manage ICS treatment once
a patient becomes stable It is unclear after how many years of clinical stability without exacerbations ICS withdrawal
should be considered, and whether this even should be considered if the initial indication for ICS was valid. Studies
investigating the withdrawal of ICS in patients with COPD showed contradicting results.”” Some studies showed that
stopping ICS abruptly resulted in more exacerbations, a decline in lung function, and reduced quality of life. This was

27-29

seen both in studies that compared ICS continuations to placebo, as in one study that continued long-acting

bronchodilators in both groups.®® In contrast, other studies that continued long-acting bronchodilators reported no

statistically significant differences in exacerbation rates between the ICS continuation and withdrawal group.®'>*

However, these results should be interpreted with caution due to the limited follow-up periods of 3 to 6 months,' >*
observed trends toward increased exacerbations in patients who discontinued ICS,** and a higher risk of exacerbations in
patients with elevated eosinophil counts.** The WISDOM trial is the largest trial to date investigating ICS withdrawal in
COPD patients with prior exacerbations.>” In contrast to the previous mentioned trials, this study first tapered the dose of
ICS, rather than stopping abruptly. This approach aligns with the GINA guideline recommendations for ICS treatment in
stable patients with asthma.*® The WISDOM trial found no significant increase in exacerbations in the ICS withdrawal
group (hazard ratio (HR) 1.06; 95% CI: 0.94-1.19). Post-hoc analysis of triple therapy users prior to enrolment showed
similar results. However, the follow-up of less than one year and the observed trends towards more severe exacerbations
(HR 1.20; 95% CI: 0.98-1.48), greater FEV; decline (—38 mL), and worse St. George’s Respiratory Questionnaire
(SGRQ) scores (+0.55 vs —0.42) in the withdrawal group raise potential concerns.

The GOLD strategy lacks a recommendation regarding the withdrawal of ICS in clinically stable patients with COPD.
GOLD only recommends considering ICS de-escalation in cases of side effects such as pneumonia, with the sidenote that
discontinuing ICS in patients with eosinophil counts above 0.3 x10°/L could lead to more exacerbations.' Other
guidelines provide more specific guidance on when ICS could be discontinued if patients remain free of exacerbations.
For instance, the most recent Dutch COPD guidelines for both primary and secondary care suggest considering abrupt

withdrawal of ICS after two years without exacerbations,>”

even though it is acknowledged in the latter that this
recommendation is not supported by any evidence.® Since one of the primary reasons for initiating ICS is to reduce
exacerbations, stopping treatment when it has been successful (ie no exacerbations) seems contradictory. In our study,
only a small proportion of patients (6.6%) consistently had eosinophil counts below 0.3 x10°/L and remained free of
exacerbations and hospitalisations for at least five years. Furthermore, it should be noted that a recent systematic review
and meta-analysis showed a reduction in all-cause mortality in COPD patients with ICS treatment.*” The effect of
discontinuing ICS on this mortality benefit is unknown. The lack of evidence on ICS withdrawal in stable patients may
make clinicians reluctant to stop ICS therapy. This is reflected in our study by the small proportion of ICS users whose
indication under the 2022 strategy no longer applied in 2023, and who actually had their ICS discontinued (4 out of 59).
Conducting a prospective study with long-term follow-up to evaluate the impact of ICS discontinuation in clinically
stable COPD patients could help fill this evidence gap.

Our study has some limitations. The data were extracted from a single secondary care centre in the Netherlands, yet
including multiple prescribers. As shown in the baseline characteristics, our study population includes a relatively high
proportion of triple therapy users, suggesting that our hospital may have a more severe COPD population, as indicated by
the mortality rate. Although the hospital serves as a regional centre of expertise due to its coordination of care, its COPD
population is comparable to those of general hospitals. In the Netherlands, COPD care is guided by either the GOLD
strategy or the national guideline, which largely align with GOLD recommendations on pharmacological treatment.*
Therefore, we expect that the findings of this study are also applicable to other countries where COPD care is guided by
the GOLD strategy. This is supported by the similarity of our results to those of previous studies in a secondary care
setting in other countries.'® >~ Consistent with previous studies, our study showed that clinicians were less likely to
adhere to the GOLD recommendations regarding inhaled medication when treating low-risk patients.'” 2! Moreover,
Rodrigues et al showed in a Dutch primary care setting that 36.4% of the COPD patients did not receive any inhaled
medication within the first three months after diagnosis.”® As most COPD patients in the Netherlands are treated in
primary care, overall adherence to the GOLD strategy may be even lower in the general population than in our study
cohort. Furthermore, patients with missing CCQ or eosinophil data were excluded from the study cohort. This may have
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introduced some selection bias towards patients with more severe COPD, since these values are more likely to be missing
in patients with stable, less severe disease. This is also reflected in treatment patterns, with the excluded cohort receiving
triple therapy less frequently. One might argue that in most patients, according to the latest recommendations by GOLD,
it is not possible to determine whether treatment is appropriate without knowing the eosinophil count and CCQ score or
another disease burden questionnaire, such as the Medical Research Council (MRC) or COPD Assessment Test (CAT).
Physicians should be encouraged to assess the eosinophil count and disease burden in all COPD patients, including those
with less severe and more clinically stable disease, to determine appropriate treatment. Due to the design of the study, it
was not possible to account for the potential use of systemic corticosteroids prior to eosinophil testing. Similarly,
appropriate de-escalation of ICS treatment based on the presence of pneumonia or other side effects could not be
assessed. Given that, according to our assessment, only a small number of patients were undertreated, we expect that this
did not occur often. Also, prednis(ol)one prescriptions were used as a surrogate for exacerbations. Exacerbations could
have been missed if pharmacy records were not available in the “Landelijk Schakelpunt (LSP)” or if exacerbations were
not treated with prednis(ol)one. However, given that most pharmacies participate in the LSP (95%) and most patients
granted consent (90%), we assume that the number of prednisone prescriptions not recorded in our dataset is limited.'?
Furthermore, based on our clinical experience and in line with GOLD and national guidelines, we anticipate that it is very
uncommon for patients with COPD exacerbations to be treated with antibiotics without the use of prednisone. Due to the
limitations of this retrospective study, our database did not contain all factors that could influence adherence to the
guidelines at patient-, prescriber- or time-related levels. These factors, for instance, include patient preferences, side-
effects, and previous ICS response. As a next step following this descriptive study, a prospective study incorporating
these factors in a multivariate regression analysis or an in depth qualitative study would help clarify what drives
guideline non-adherence.

Conclusion

A substantial proportion of patients with COPD are not treated in accordance with prevailing recommendations in the
GOLD strategy, particularly those with a low eosinophil count, those without exacerbations or hospitalisations, and those
with a less severe GOLD classification. This study demonstrates that even after the 2023 updates to inhaled medication
recommendations, guideline adherence improved only slightly and few had their medication actively adjusted, high-
lighting the real-world challenges of implementing guideline recommendations in daily practice. While there may be
valid reasons for deviating from the guidelines, these findings should prompt treating physicians to reconsider the
appropriateness of the current treatment for their patients. ICS overtreatment was frequent, posing an increased risk of
unwanted short and long term side effects. This study highlighted key limitations of the current GOLD strategy, including
the lack of consensus on whether to continue ICS treatment in stable COPD patients who initially had an appropriate
indication, and the absence of clear guidance on which eosinophil count and which exacerbation timeframe should be use
to guide ICS continuation. Conducting additional consensus studies on ICS tapering could provide clearer guidance for
clinicians on which patients can safely discontinue ICS and which cannot, potentially leading to greater adherence to
guidelines in clinical practice.

Data Sharing Statement
All data relevant to the study are included in the article or uploaded as supplementary information. The datasets used and/
or analyzed during the current study are available from the corresponding author on reasonable request.

Ethics Approval and Consent to Participate

Ethics approval for this study was waived by the Institutional Research Board of the Franciscus Gasthuis & Vlietland,
Rotterdam, the Netherlands (identification number 2023-037). This research was declared outside the scope of the
Medical Research Involving Human Subjects Act, as it used routinely collected healthcare data that had been pseudo-
nymized. The Institutional Research Board of Franciscus Gasthuis & Vlietland waived the requirement to obtain
informed consent, because the data is collected in a coded (pseudonymized) form, and obtaining consent is not feasible
due to the large number of patients.

International Journal of Chronic Obstructive Pulmonary Disease 2025:20 hetps: 3889



Cuperus et al

Acknowledgments
We are grateful to dr. Simone Rauh for her help in processing the data.

Author Contributions

LC and JiV initiated this study. All authors made a significant contribution to the work reported, whether that is in the
conception, study design, execution, acquisition of data, analysis and interpretation, or in all these areas; took part in
drafting, revising or critically reviewing the article; gave final approval of the version to be published; have agreed on the
journal to which the article has been submitted; and agree to be accountable for all aspects of the work.

Funding

The faculty received an unrestricted grant from Chiesi Pharmaceuticals B.V. Furthermore, the funding includes con-
tributions from the research group in the Franciscus Gasthuis & Vlietland hospital and transformation funds from health
insurance companies.

Disclosure

LC: the faculty has received an unrestricted grant from Chiesi Pharmaceuticals B.V (outside the scope of this work). JvB:
has received grants and/or consultancy fees from ALK-Abello, AstraZeneca, Chiesi, European Commission COST
(COST Action 19132), GSK, Novartis, Pfizer, Teva, Trudell Medical, and Vertex, outside the submitted work and all
paid to his institution (UMCG). HK: has received research/educational grants and served on advisory boards for
Boehringer Ingelheim, GSK and Novartis, and has served on advisory boards for AstraZeneca and Chiesi. JiV: reports
unrestricted faculty research grants from GSK, Teva, AZ, Chiesi, Sanofi, and speaker fees from AZ, GSK, Sanofi, Chiesi,
Stichting RoLeX and Health Investment. The authors report no other conflicts of interest in this work.

References

1. Global Strategy for the Diagnosis, Management, and Prevention of Chronic Obstructive Pulmonary Disease (2025 report). Global Initiative for
Chronic Obstructive Lung Disease.
2. Bischoff EBM, Broekhuizen L, Donkers J, et al. INHG-standaard COPD. Nederlands Huisartsen Genootschap. 2021. Available from: https://
richtlijnen.nhg.org/standaarden/copd. Accessed November 20, 2025.
3. Federatie Medisch Specialisten (FMS) richtlijn COPD. Nederlandse Verenigingvan Artsen voor Longziektenen Tuberculose (NVALT). Available
from: https://richtlijnendatabase.nl/richtlijn/copd/startpagina - copd.html. Accessed November 20, 2025.; 2023.
4. Agusti A, Celli BR, Criner G, et al. Global Initiative for chronic obstructive lung disease 2023 report: GOLD executive summary. Eur Respir J.
2023;61(4):2300239. doi:10.1183/13993003.00239-2023
5. Global strategy for prevention, diagnosis and management of: 2023 report COPD. Available from: https://goldcopd.org/2023-gold-report-2/2023.
Accessed November 20, 2025.
6.2022 Global Strategy for Prevention, Diagnosis and Management of COPD. Available from: https://goldcopd.org/2022-gold-reports/2022.
Accessed November 20, 2025.
7. Lipson DA, Barnhart F, Brealey N, et al. Once-daily single-inhaler triple versus dual therapy in patients with COPD. N Engl J Med. 2018;378
(18):1671-1680. doi:10.1056/NEJMoal1713901
. Rabe KF, Martinez FJ, Ferguson GT, et al. Triple inhaled therapy at two glucocorticoid doses in moderate-to-very-severe COPD. N Engl J Med.
2020;383(1):35-48. doi:10.1056/NEJMoal916046
9. Quint JK, Ariel A, Barnes PJ. Rational use of inhaled corticosteroids for the treatment of COPD. NPJ Prim Care Respir Med. 2023;33(1):27.
doi:10.1038/541533-023-00347-6
10. Davis KJ, Landis SH, Oh YM, et al. Continuing to Confront COPD International Physician Survey: physician knowledge and application of COPD
management guidelines in 12 countries. Int J Chron Obstruct Pulmon Dis. 2015;10:39-55. doi:10.2147/COPD.S70162
11. von Elm E, Altman DG, Egger M, et al. The strengthening the reporting of observational studies in epidemiology (STROBE) statement: guidelines
for reporting observational studies. J Clin Epidemiol. 2008;61(4):344-349. doi:10.1016/].jclinepi.2007.11.008
12. Samenvatting en Conclusie Apotheken, RIVM Onderzoek ICT in de Zorg. Rijksinstituut voor Volksgezondheid en Milieu (RIVM). 2016. Available
from: https://www.rivm.nl/documenten/samenvatting-resultaten-apotheken. Accessed, 2025.
13. Sundh J, Stallberg B, Lisspers K, Kampe M, Janson C, Montgomery S. Comparison of the COPD assessment test (CAT) and the Clinical COPD
questionnaire (CCQ) in a clinical population. COPD. 2016;13(1):57-65. doi:10.3109/15412555.2015.1043426
14. Smid DE, Franssen FME, Gonik M, et al. Redefining cut-points for high symptom burden of the global initiative for chronic obstructive lung
disease classification in 18,577 patients with chronic obstructive pulmonary disease. J Am Med Dir Assoc. 2017;18(12):1097¢11-e24. doi:10.1016/
jjamda.2017.09.003
15. Han SM, Kim HS, Park SY, et al. Adherence to pharmacological management guidelines for stable chronic obstructive lung disease. Tuberc Respir
Dis. 2025;88(2):310-321. doi:10.4046/trd.2024.0130

oo

3890 s International Journal of Chronic Obstructive Pulmonary Disease 2025:20


https://richtlijnen.nhg.org/standaarden/copd
https://richtlijnen.nhg.org/standaarden/copd
https://richtlijnendatabase.nl/richtlijn/copd/startpagina_-_copd.html
https://doi.org/10.1183/13993003.00239-2023
https://goldcopd.org/2023-gold-report-2/2023
https://goldcopd.org/2022-gold-reports/2022
https://doi.org/10.1056/NEJMoa1713901
https://doi.org/10.1056/NEJMoa1916046
https://doi.org/10.1038/s41533-023-00347-6
https://doi.org/10.2147/COPD.S70162
https://doi.org/10.1016/j.jclinepi.2007.11.008
https://www.rivm.nl/documenten/samenvatting-resultaten-apotheken
https://doi.org/10.3109/15412555.2015.1043426
https://doi.org/10.1016/j.jamda.2017.09.003
https://doi.org/10.1016/j.jamda.2017.09.003
https://doi.org/10.4046/trd.2024.0130

Cuperus et al

16.

17.

18.

19.

20.

2

—_

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

Mannino DM, Yu TC, Zhou H, Higuchi K. Effects of GOLD-adherent prescribing on COPD symptom burden, exacerbations, and health care
utilization in a real-world setting. Chronic Obstr Pulm Dis. 2015;2(3):223-235. doi:10.15326/jcopdf.2.3.2014.0151

Grewe FA, Sievi NA, Bradicich M, et al. Compliance of pharmacotherapy with GOLD guidelines: a longitudinal study in patients with COPD.
Int J Chron Obstruct Pulmon Dis. 2020;15:627—-635. doi:10.2147/COPD.S240444

Palmiotti GA, Lacedonia D, Liotino V, et al. Adherence to GOLD guidelines in real-life COPD management in the Puglia region of Italy.
Int J Chron Obstruct Pulmon Dis. 2018;13:2455-2462. doi:10.2147/COPD.S157779

Scalone G, Nava S, Ventrella F, et al. Pharmacological approach and adherence to treatment recommendations in frequently and non-frequently
exacerbating COPD patients from Italy: MISTRAL - The prospective cohort, observational study. Pulm Pharmacol Ther. 2018;53:68-77.
doi:10.1016/j.pupt.2018.09.001

Alabi FO, Alkhateeb HA, Zibanayi MT, et al. The adherence to and utility of the Global Initiative for Chronic Obstructive Lung Disease guidelines
for treating COPD among pulmonary specialists: a retrospective analysis. BMC Pulm Med. 2023;23(1):216. doi:10.1186/s12890-023-02503-7

. Mangold V, Boesing M, Berset C, et al. Adherence to the GOLD guidelines in primary care: data from the Swiss COPD cohort. J Clin Med.

2023;12(20):6636. doi:10.3390/jcm12206636

Larsson K, Ekberg-Jansson A, Stridsman C, Hanno M, Vanfleteren L. Adherence to treatment recommendations for chronic obstructive pulmonary
disease - results from the swedish national airway register. Int J Chron Obstruct Pulmon Dis. 2021;16:909-918. doi:10.2147/COPD.S300299
Glaab T, Vogelmeier C, Hellmann A, Buhl R. Guideline-based survey of outpatient COPD management by pulmonary specialists in Germany.
Int J Chron Obstruct Pulmon Dis. 2012;7:101-108. doi:10.2147/COPD.S27887

Singh D, Kolsum U, Brightling CE, et al. Eosinophilic inflammation in COPD: prevalence and clinical characteristics. Eur Respir J. 2014;44
(6):1697-1700. doi:10.1183/09031936.00162414

Kwok WC, Chau CH, Tam TCC, Lam FM, Ho JCM. Variability of blood eosinophil count at stable-state in predicting exacerbation risk of chronic
obstructive pulmonary disease. Int J Chron Obstruct Pulmon Dis. 2023;18:1145-1153. doi:10.2147/COPD.S401357

Bafadhel M, Pavord ID, Russell REK. Eosinophils in COPD: just another biomarker? Lancet Respir Med. 2017;5(9):747-759. doi:10.1016/S2213-
2600(17)30217-5

Georgiou A, Ramesh R, Schofield P, White P, Harries TH. Withdrawal of inhaled corticosteroids from patients with COPD; effect on exacerbation
frequency and lung function: a systematic review. Int J Chron Obstruct Pulmon Dis. 2024;19:1403-1419. doi:10.2147/COPD.S436525

van der Valk P, Monninkhof E, van der Palen J, Zielhuis G, van Herwaarden C. Effect of discontinuation of inhaled corticosteroids in patients with
chronic obstructive pulmonary disease: the COPE study. Am J Respir Crit Care Med. 2002;166(10):1358-1363. doi:10.1164/rccm.200206-5120C
Choudhury AB, Dawson CM, Kilvington HE, et al. Withdrawal of inhaled corticosteroids in people with COPD in primary care: a randomised
controlled trial. Respir Res. 2007;8(1):93. doi:10.1186/1465-9921-8-93

Wouters EF, Postma DS, Fokkens B, et al. Withdrawal of fluticasone propionate from combined salmeterol/fluticasone treatment in patients with
COPD causes immediate and sustained disease deterioration: a randomised controlled trial. Thorax. 2005;60(6):480—487. doi:10.1136/
thx.2004.034280

Rossi A, van der Molen T, Del Olmo R, et al. INSTEAD: a randomised switch trial of indacaterol versus salmeterol/fluticasone in moderate COPD.
Eur Respir J. 2014;44(6):1548-1556. doi:10.1183/09031936.00126814

Frith PA, Ashmawi S, Krishnamurthy S, et al. Efficacy and safety of the direct switch to indacaterol/glycopyrronium from salmeterol/fluticasone in
non-frequently exacerbating COPD patients: the FLASH randomized controlled trial. Respirology. 2018;23(12):1152—1159. doi:10.1111/resp.13374
Chapman KR, Hurst JR, Frent SM, et al. Long-term triple therapy de-escalation to indacaterol/glycopyrronium in patients with chronic obstructive
pulmonary disease (SUNSET): a randomized, double-blind, triple-dummy clinical trial. Am J Respir Crit Care Med. 2018;198(3):329-339.
doi:10.1164/rccm.201803-04050C

Harries TH, Gilworth G, Corrigan CJ, et al. Withdrawal of inhaled corticosteroids from patients with COPD with mild or moderate airflow
limitation in primary care: a feasibility randomised trial. BMJ Open Respir Res. 2022;9(1). doi:10.1136/bmjresp-2022-001311.

Magnussen H, Disse B, Rodriguez-Roisin R, et al. Withdrawal of inhaled glucocorticoids and exacerbations of COPD. N Engl J Med. 2014;371
(14):1285-1294. doi:10.1056/NEJMoal1407154

Global Strategy for Asthma Management and Prevention. Global Initiative for Asthma; 2024. Available from: https://ginasthma.org/2024-report/.
Accessed November 20, 2025.

Rogliani P, Manzetti GM, Gholamalishahi S, Bafadhel M, Calzetta L. Inhaled corticosteroids in chronic obstructive pulmonary disease: a systematic
review and meta-analysis on mortality protection - making a long story short. Expert Rev Respir Med. 2025;1-11. doi:10.1080/
17476348.2025.2465853

Rodrigues G, Antao J, Deng Q, et al. Trends in initial pharmacological COPD treatment in primary care (2010-2021): a population-based study
using the PHARMO Data Network. Respir Res. 2024;25(1):447. doi:10.1186/s12931-024-03073-w

Dovepress

Taylor & Francis Group

International Journal of Chronic Obstructive Pulmonary Disease

Publish your work in this journal

The International Journal of COPD is an international, peer-reviewed journal of therapeutics and pharmacology focusing on concise rapid reporting
of clinical studies and reviews in COPD. Special focus is given to the pathophysiological processes underlying the disease, intervention programs,
patient focused education, and self management protocols. This journal is indexed on PubMed Central, MedLine and CAS. The manuscript
management system is completely online and includes a very quick and fair peer-review system, which is all easy to use. Visit http:/www.
dovepress.com/testimonials.php to read real quotes from published authors.

Submit your manuscript here: https://www.dovepress.com/international-journal-of-chronic-obstructive-pulmonary-disease-journal

International Journal of Chronic Obstructive Pulmonary Disease 2025:20 EXin>O 3891


https://doi.org/10.15326/jcopdf.2.3.2014.0151
https://doi.org/10.2147/COPD.S240444
https://doi.org/10.2147/COPD.S157779
https://doi.org/10.1016/j.pupt.2018.09.001
https://doi.org/10.1186/s12890-023-02503-7
https://doi.org/10.3390/jcm12206636
https://doi.org/10.2147/COPD.S300299
https://doi.org/10.2147/COPD.S27887
https://doi.org/10.1183/09031936.00162414
https://doi.org/10.2147/COPD.S401357
https://doi.org/10.1016/S2213-2600(17)30217-5
https://doi.org/10.1016/S2213-2600(17)30217-5
https://doi.org/10.2147/COPD.S436525
https://doi.org/10.1164/rccm.200206-512OC
https://doi.org/10.1186/1465-9921-8-93
https://doi.org/10.1136/thx.2004.034280
https://doi.org/10.1136/thx.2004.034280
https://doi.org/10.1183/09031936.00126814
https://doi.org/10.1111/resp.13374
https://doi.org/10.1164/rccm.201803-0405OC
https://doi.org/10.1136/bmjresp-2022-001311
https://doi.org/10.1056/NEJMoa1407154
https://ginasthma.org/2024-report/
https://doi.org/10.1080/17476348.2025.2465853
https://doi.org/10.1080/17476348.2025.2465853
https://doi.org/10.1186/s12931-024-03073-w
https://www.dovepress.com
http://www.dovepress.com/testimonials.php
http://www.dovepress.com/testimonials.php
https://www.facebook.com/DoveMedicalPress/
https://twitter.com/dovepress
https://www.linkedin.com/company/dove-medical-press
https://www.youtube.com/user/dovepress

	Introduction
	Methods
	Study Design
	Setting
	Patient Selection
	Data Collection
	Assessment of Adherence to Inhaled Medication Recommendations
	Differences Between Specific Patient Groups
	In-Depth Evaluation of ICS Use
	Statistical Analysis

	Results
	Patient Characteristics
	Assessment of Adherence to Inhaled Medication Recommendations
	Extra Nuance of the 2025 Strategy: Clinically Stable Patients on LABA/ICS

	Differences Between Specific Patient Groups
	In-Depth Evaluation of ICS Use

	Discussion
	Conclusion
	Data Sharing Statement
	Ethics Approval and Consent to Participate
	Acknowledgments
	Author Contributions
	Funding
	Disclosure

