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 Detailed methodology of the COS-AECOPD ERS Task Force  

Detailed methodology of the COS-AECOPD (Core outcome set for the management of acute 

exacerbations of chronic obstructive pulmonary disease) ERS Task Force was prospectively 

registered with the COMET database (www.comet-initiative.com; ID: 1325) and published [1]. 

This study was conducted and reported following the methodology recommended by the 

COMET initiative (the COMET handbook) [2], the Core Outcome Set STAndards for 

Development (COS-STAD)[3] and STAndards for Reporting (COS-STAR) [4]. 

This section describes methodology of this task force in more detail and summarizes the 

findings of the systematic reviews and qualitative data that informed the development of the 

initial long list of COPD exacerbations outcomes (reported in detail separately). 

 

3.1 Study oversight 

The Task Force was co-chaired by Alexander G. Mathioudakis and Jens-Ulrik Jensen. A 

steering committee was formed consisting of the Task Force co-chairs and Jørgen Vestbo 

(clinical researchers with expertise in clinical trials in COPD), Carol Liddle and Isabel Saraiva 

(patient representatives) and Paula Williamson (chair of the COMET initiative). The steering 

committee was responsible for the management and co-ordination of the study and met 

regularly (face-to-face or via teleconference) to review the study progress, ensure the study 

complied with good clinical practice principles, relevant regulations, and adhered to the study 

protocol. Feedback from the ERS Task Force panel (consisting of clinical researchers with 

expertise in the management of COPD exacerbations, methodologists, and patient 

representatives; the authors of this document) was sought regularly via email. The 

recommendations about the core outcomes and their measurement instruments were finalized 

in two virtual consensus meetings on April 21st and 28th, 2021 and were attended by panel 

members (consisting of health professionals, researchers, methodologists and patient 

representatives) and additional patient representatives.  

 



3.2 Management of the conflicts of interest 

Potential conflicts of interest of the panel members and all consensus meeting participants 

were reported and managed in line with the ERS policies (available here: 

https://www.ersnet.org/ science-and-research/development-programme/). None of the panel 

members or consensus meeting participants reported any conflicts directly related to this 

project, but in the event such conflicts had been reported, our plan was to ask members with 

such conflicts to abstain from the respective polls. 

 

3.3 Identification of COPD exacerbations outcomes  

For the development of this core outcome set, in line with recommendations by the COMET 

initiative, we first developed a comprehensive list of all outcomes related to COPD 

exacerbations. This list was informed by (i) a methodological systematic review to capture the 

outcomes evaluated in randomized controlled trials (RCTs) and systematic reviews on the 

management of COPD exacerbations, (ii) a focused systematic review of qualitative studies 

exploring outcomes considered important by patients and their caregivers, and (iii) qualitative 

research consisting of a focus group and individual interviews with patients with COPD from 

11 countries globally. 

3.3.1 Systematic review of outcomes evaluated in RCTs and SRs on COPD exacerbations 

management 

This methodological systematic review has been reported separately [5, 6]. In brief, we 

searched Medline/ PubMed for RCTs and systematic reviews of RCTs evaluating 

pharmacological and non-pharmacological interventions for the management of COPD 

exacerbations, published between 2006-2018. Detailed search strategy is presented in figure 

S1 and the PRISMA flowchart in figure S2. Two authors screened the titles and abstracts of 

all studies yielded by the search and the full text of all potentially eligible studies based on the 

initial screening. Main characteristics of the included studies and details about the outcomes 

evaluated and measurement instruments used were extracted in a structured excel form by 

https://www.ersnet.org/%20science-and-research/development-programme/).


one author and cross-checked by a second author. In each step of this process, disagreement 

was resolved by consensus among the authors.  

 

Figure S1. Search strategy (reproduced from [5]) 

#1  Chronic Obstructive Pulmonary Disease [MH] 

#2 Lung Diseases, Obstructive [MH:NOEXP] 

#3  Emphysema [MH]  

#4 Chronic Bronchitis [MH] 

#5 COPD [tiab] 

#6 COAD [tiab]  

#7  “Chronic Bronchitis” [tiab] 

#8  Emphysema [tiab] 

#9 Obstructive[ti]  

#10 (Pulmonary OR Respiratory OR Airway OR Airflow OR Lung)[ti] 

#11 #9 AND #10 

#12  #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #11 

 

#13 Disease Exacerbation [MH] 

#14 Exacerbation [tiab] 

#15 Exacerbation* [tiab] 

#16 #13 OR #14 OR #15 

 

#17 randomized controlled trial [pt] 

#18 controlled clinical trial [pt] 

#19 randomized [tiab]  

#20 placebo [tiab] 

#21 clinical trials as topic [mesh: noexp] 

#22 randomly [tiab] 

#23 trial [ti] 

#24 #17 OR #18 OR #19 OR #20 OR #21 OR #22 OR #23 

 

#25 Medline[tiab] 
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#26 Systematic[tiab] and (review[tiab]) 

#27 Meta analysis[publication type] 

#28 Meta-analysis[tiab] 

#29 Metaanalysis[tiab] 

#30 #25 OR #26 OR #27 OR #28 OR #29 

 

#31 Search ("2006"[Date - Publication] : "2017"[Date - Publication]) 

#32 animals [mh] NOT humans [mh] 

#33 #12 AND #16 AND #31 AND (#24 OR #30) 

#34 #33 NOT #32 
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Figure S2. PRISMA Flowchart (reproduced from [5]) 
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Non-English manuscripts 

excluded (n = 31) 

Records screened  

(n = 1,765) 

Records excluded  

(n = 1,541) 

Full-text articles assessed 

for eligibility (n = 224) 

Full-text articles excluded, 

with reasons (n = 51) 

22 Assessed stable COPD 

20 Wrong study design 

7 Did not report outcomes 

of COPD exacerbations 

2 Wrong study population 

Included Studies: 

38 unique Systematic Reviews 

and 123 unique Randomized 

Controlled Trials reported in 173 

manusctipts 



We identified 123 eligible RCTs and 38 systematic reviews. Upon deduplication, we identified 

39 unique outcomes that are summarized in table 4 of the main text. The outcomes that were 

most frequently evaluated in the included studies are summarized in table S1.  

 

Table S1. Frequency that different outcomes were reported in the 123 randomised controlled 

trials (RCTs) and 38 systematic reviews (SRs) included in the methodological review 

(reproduced from [5]) 

Outcomes Frequency of reporting 

 RCTs 

n (%) 

SRs 

n (%) 

Patient important Outcomes   

     Mortality 101 (82%) 29 (76%) 

     Treatment success or failure 77 (63%) 29 (76%) 

     Adverse effects 73 (59%) 26 (68%) 

     Health status, symptoms & quality of life 73 (59%) 17 (45%) 

     Duration of exacerbations 42 (34%) 20 (53%) 

     Re-exacerbation, re-hospitalization 33 (27%) 16 (42%) 

     Exercise capacity 14 (11%) 1 (3%) 

     Anxiety and depression 6 (5%) 1 (3%) 

Surrogate, Physiological and Laboratory Outcomes   

     Lung function 58 (47%) 18 (47%) 

     Arterial blood gases and oxygen saturation 40 (33%) 5 (13%) 

     Microbiological response 16 (13%) 7 (18%) 

     Biomarkers 32 (26%) 2 (5%) 

     Medication use 18 (15%) 3 (8%) 

 

  



3.3.2 Systematic review of qualitative studies exploring outcomes considered important by 

patients and their caregivers. 

To enrich the list of COPD exacerbation outcomes, we conducted a systematic review aiming 

to identify qualitative studies evaluating the experiences, views and preferences of patients 

with COPD and their caregivers around the management of COPD exacerbations. We 

searched Medline/ PubMed using a filter for qualitative studies on the outcomes of diseases 

that was developed by the COMET group [7]. Detailed search strategy is presented in figure 

S3 and the PRISMA flowchart in figure S4. Titles and abstracts and -when required- full texts 

were screened by two authors independently for eligibility. One author identified all outcomes 

of COPD exacerbations that were described in the included studies and a second author 

cross-checked for accuracy. Disagreement was resolved by consensus among the authors. 

One systematic review [8] and three primary qualitative research studies [9-11] were selected 

for inclusion. Overall, this review yielded two additional outcomes that were incorporated in 

the long-list: (i) Anxiety and (ii) Fatigue.  

 

  



Figure S3. Search strategy  

#1  Chronic Obstructive Pulmonary Disease [MH] 

#2 Lung Diseases, Obstructive [MH:NOEXP] 

#3  Emphysema [MH]  

#4 Chronic Bronchitis [MH] 

#5 COPD [tiab] 

#6 COAD [tiab]  

#7  “Chronic Bronchitis” [tiab] 

#8  Emphysema [tiab] 

#9 Obstructive[ti]  

#10 (Pulmonary OR Respiratory OR Airway OR Airflow OR Lung)[ti] 

#11 #9 AND #10 

#12  #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #11 

 

#13 Disease Exacerbation [MH] 

#14 Exacerbation [tiab] 

#15 Exacerbation* [tiab] 

#16 flare* [tiab] 

#17 #13 OR #14 OR #15 OR #16 

 

#18 qualitative [tiab] 

#19 themes [tiab] 

#20 #18 or #19 

 

#21 symptom* [tiab] 

#22 treatment* [tiab] 

#23 living with [tiab] 

#24 patient* [tiab] 

#25 #21 OR #22 OR #23 OR #24 

 

#26 #12 AND #17 AND #20 AND #25 
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Figure S4. PRISMA Flowchart  

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

  

Records identified through 

database searching (n = 59) 
Sc

re
en

in
g 

In
cl

u
d

ed
 

El
ig

ib
ili

ty
 

Id
en

ti
fi

ca
ti

o
n

 

Records screened  

(n = 59) 

Records excluded  

(n = 54) 

Full-text articles assessed 

for eligibility (n = 5) 

Full-text articles excluded, 

with reasons (n = 1) 

1 Did not report on 

outcomes of COPD 

exacerbations 

Included Studies: 

1 Systematic Review and 3 

primary qualitative research 

studies. 



3.3.3 Qualitative research 

To further complement the long-list of outcomes of COPD exacerbations, we conducted 

qualitative research to identify outcomes that patients deem important that might have not 

been captured by our systematic reviews. We conducted a focus group (n=8 participants, UK) 

and individual interviews with a total of 86 purposefully selected patients with COPD from 11 

countries globally (Australia, Belarus, China, Denmark, Greece, Hungary, Moldova, Russia, 

Spain, Tunisia and the United Kingdom). We involved patients with a history of a recent 

hospitalised exacerbation, patients with frequent moderate exacerbations (treated in the 

community) and patients with a history of exacerbations with concomitant type 2 respiratory 

failure, requiring non-invasive ventilation. We included both male and female patients and 

sought to involve different age groups, geographic, cultural, and socioeconomic backgrounds. 

Preselected open-ended questions/ discussion topics were used to prompt participants to 

describe their experience of COPD exacerbations, to describe how exacerbations affect them 

and, -most importantly- what specific effects they would like a new treatment for COPD 

exacerbations to have on them. The aim of these questions was to encourage patients to 

describe outcomes of COPD exacerbations. A detailed list of the questions is available in table 

S2. At the end of the focus group and interviews, participants were asked to review the plain 

language description of the long-list of outcomes [either in their language or the English 

language if a translation in their language was unavailable]. To help us improve the plain 

language descriptions of the outcomes, they were asked to provide feedback on the simplicity 

and clarity of descriptions and to explain their understanding of each outcome. The focus 

group and interviews were audio-recorded. Each recruiting centre retained the recordings (to 

preserve patients’ data and confidentiality) and the local investigators extracted quotes 

potentially describing COPD exacerbations outcomes.  

Six additional outcomes were identified and added to our long-list of COPD exacerbations 

outcomes: (i) Appetite, (ii) Sleep quality, (iii) Early morning symptoms, (iv) Night-time 

symptoms, (v) Disease progression, and (iv) Social engagement / isolation. Additional details 

on the interviews will be reported separately.   



Table S2: Qualitative research – List of open ended questions 

1. Ask about the experience of having a COPD exacerbation.  
“How has your experience of your last exacerbation/flare-up been?” 
“Can you tell me about your experience of having a flare-up of your COPD?” 
“How did your last exacerbation affect you?” 
 

2. Ask about the impact of exacerbations on patients’ health and well-being: 
“What have been the challenges from COPD exacerbations/flare-ups to your health and 
wellbeing?” Prompt specifically about physical/ mental/ social wellbeing. 
“When you have a flare-up of your COPD, how does this impact your life? 
“How is your life different while your COPD is stable compared to when you have a flare-
up?” 
 

3. Ask about the treatments that are offered for COPD exacerbations.  
“During your previous exacerbations, when did you decide that you needed treatment?” 
“What treatments were you offered / did you use for your recent exacerbations?” 
“When was the last time you had a discussion with a doctor or nurse about the 
treatments you receive for exacerbations? What factors did you consider when deciding 
to try or not try a treatment?” 
 

4. Ask about their expectations from treatments of COPD exacerbations. Ask specifically 
about pharmacotherapy and non-invasive ventilation (for patients who have used it). 
“To what extent the effects of treatments you had for your exacerbations matched your 
expectations?” 
“What specifically have you hoped for from the treatments for your COPD 
exacerbations?”  
Prompt specifically about physical/ mental/ social wellbeing. 
 

5. Ask about the effects that COPD exacerbations treatments have: 
“How medicines for your flare-ups make you feel?”. Also ask for NIV. 
“What do you consider to be the most beneficial effects of treatments? 
“What are the most concerning effects (called side effects) of medications for your 
exacerbations, for you?” 
Prompt for specific areas such as physical/ mental/ social impact 
 

6. Ask about concerns for future COPD exacerbations: 
“What concerns do you have about your future COPD exacerbations/flare-ups?” 
“What are the most concerning effects of exacerbations in your life?” 
 

7. “If a new treatment became available, what specific effects would you like it to have on 
you?” Prompt for details on physical/ mental/ social impact. “Cure” is not an acceptable 
response here. 
 

8. After making sure the participants understand what an outcome is, ask explicitly which 
outcomes they think are important to be evaluated.  
 
Plain English Language definition of outcomes: 
To help patients, doctors and other health professionals make decisions about 
treatments, we need evidence about what works best. Treatments are developed and 
tested by researchers to make sure they work and are safe. To do this, researchers need 
to look at the effects those treatments have on patients. Researchers do this by 



measuring an ‘outcome’. For example, in a study of how well a new asthma treatment 
works, ‘outcomes’ might include: 

- Night time wheeze 
- Quality of life measures 

(Can describe instead outcomes of COPD exacerbations that the patients have 
already mentioned) 

“Which outcomes do you think are important to be evaluated?” Prompt for details on 
outcomes related to physical/ mental/ social wellbeing. 
Ask why they think those outcomes are more important (and document participants’ 
quotes): “You ‘ve said X outcome is important, what makes you think that?” 
Avoid “why” questions as those can make people feel put on the spot. 
 

9.  Ask whether they think their perspective on what is important has changed over time.  
“Do you think anything has altered your perspective regarding your exacerbations and 
their outcomes?”  
“Were there any outcomes that you considered important previously that were not 
mentioned during this interview?” 
 

10.  Plain English Version of the outcomes: Discuss each of the outcomes described in the 
following table. Ask patients to describe them in their own language. Do they understand 
the outcomes correctly? At the end, ask again the patients if they think any other 
important outcomes are missing from our list. You should clearly highlight outcomes that 
were volunteered by patients earlier, compared to the outcomes that were discussed by 
the interviewer later. 

 

3.3.4 Finalization of the long-list of outcomes 

After deduplication, the long-list of outcomes of COPD exacerbations management included 

47 unique outcomes. Of these, 39 originated from the first methodological systematic review, 

two from the systematic review of qualitative research studies and six from the qualitative 

research that we conducted. This list was further enriched by the respondents of the Delphi 

survey, as described in the next section. 

Following the COMET taxonomy, all identified outcomes were grouped in five areas: Mortality 

or Survival outcomes, Physiological or Clinical, Life impact, Resource Use, and Adverse 

Events or adverse effects outcomes [12]. 

 

3.4 Prioritization of outcomes for inclusion in the core outcome set. 

Prioritization of the most critical outcomes for inclusion in the core outcome set was facilitated 

by an online, two-stage, global, multistakeholder, modified Delphi survey and a consensus 



meeting involving patient representatives, clinicians and clinical researchers with relevant 

expertise and global representation.  

 

3.4.1 Modified Delphi survey 

The modified Delphi survey, along with detailed instructions and description of the research 

project were developed in plain language with input from the European Lung Foundation (ELF) 

and lay members of the ELF’s COPD Patient Advisory Group. It was translated in 10 

languages (Chinese simplified, Danish, English, German, Greek, Hungarian, Italian, 

Portuguese, Russian, Spanish). Translations were validated using two-way translations by 

native speakers. The survey was conducted using DelphiManager, a secure, online software 

developed by the COMET initiative [13].  

Three stakeholder groups were invited to participate in the survey: (a) Patients diagnosed with 

COPD, who had experienced exacerbations, and personal caregivers or representatives of 

such patients (e.g., patient organisations); (b) Health professionals caring for patients (e.g., 

doctors, nurses or physiotherapists); and (c) Clinical researchers (health professionals who 

care for patients but are also involved in designing research studies).  

The survey was disseminated broadly, to health professionals, members of the ERS with a 

documented interest in airway diseases, as well as members of other national and 

international scientific societies. It was also disseminated to patients with COPD and their 

caregivers through the ELF’s network of local, national, and international organisations 

representing patients across the world. The complete list of professional and patient 

organisations that disseminated the survey is available in online appendix 2. Finally, the 

survey was publicized through social media (Twitter and Facebook); it was shared by the panel 

members and the previously mentioned professional and patient organizations. 

In the first round of the Delphi survey, after completing their baseline characteristics and 

declaring potential conflicts of interest, participants were presented with a list of 47 unique 

outcomes identified through the previously described systematic reviews and qualitative 



research studies. Participants were asked to rate the importance of each outcome for clinical 

decision making on a scale from 1 to 9, following the Grading of Recommendations, 

Assessment and Evaluation (GRADE) guidance [14, 15]. Scores between 1-3, 4-6 and 7-9 

signified outcomes of limited importance, important but not critical, and critical outcomes, 

respectively. Finally, respondents were encouraged to suggest additional outcomes they 

considered important that had not been included in the survey. 

Only participants who completed the first round of the survey by providing ratings for at least 

80% of the outcomes were included in the analyses and invited to participate in the second 

round. In the second survey round, participants were presented with graphical displays of the 

distribution of scores submitted from each stakeholder group during the first round of the 

survey. The outcomes list was supplemented by additional, new outcomes identified during 

the first survey round. Respondents were asked to re-consider their ratings taking into account 

how the different stakeholder groups rated each of the outcomes, clarifying that they should 

not feel under any pressure to change their ratings if they did not want to. 

After the second Delphi round, consensus was assessed using data from respondents who 

completed the second round by providing ratings for at least 80% of the outcomes. Outcomes 

rated critical (between 7-9) by at least 70% in all three stakeholder groups, and of limited 

importance (between 1-3) by less than 15% of all participants, in all stakeholder groups, were 

included in the core outcome set. Outcomes that were not prioritized by any of the stakeholder 

groups (based on the previous criteria), were excluded, while those that were prioritized by 

some but not all groups were selected for further evaluation during the consensus meeting. 

 

3.4.2 First consensus meeting: Core Outcome Set Completion 

Two consensus meetings were organized as part of this project (April 21st and April 28th, 2021). 

The Core Outcome Set was finalized during the first virtual meeting, while the second was 

devoted to the selection of the optimal measurement instrument for each of the core outcomes. 

To empower patients, who had an active role in both meetings, we offered training about the 



research project rationale, aims and methods and their role during the consensus meetings. 

The active involvement of patient representatives necessitated that the two meetings were 

moderated by experienced and impartial facilitators (Sara Brookes and Paula Williamson). 

The facilitators ensured relevant data were presented objectively and in a plain language, and 

that all participants had the opportunity to share their views and cast a well-informed and 

independent vote.  

During the first consensus meeting, the results of the Delphi survey were presented and the 

inclusion or exclusion of outcomes that had reached the respective thresholds in the Delphi 

survey were confirmed. Outcomes with an inconclusive survey result, that were prioritized by 

at least one, but not all stakeholder groups were discussed in detail. Thorough discussion 

where both health professionals/ researchers and patients were invited to share their views 

about the level of importance of each of these outcomes was followed by a poll. Each 

participant was asked to re-rate the outcomes considering their previous ratings, the Delphi 

survey results and the preceding discussion. Participants were classified in two groups (a) 

health professionals or researchers and (b) patients diagnosed with COPD and patient 

representatives. Only outcomes that were rated as critical by at least 70% of the participants 

in both groups were added to the core outcome set. 

 

3.5 Core outcome measurement instrument selection 

The aim of this component of our study was to select and recommend a single, optimal 

instrument to measure every core outcome, to ensure consistency and comparability across 

clinical trials. This was achieved through evidence-informed consensus, during the second 

consensus meeting of our task force. The methodology followed is summarized in figure S5 

A pragmatic methodology was followed for prioritizing measurement instruments. Our aim 

during this process was to select methodologically sound outcomes, while promoting 

consistency. For this reason, we first identified instruments that are already in use through our 

methodological systematic review [5]. In line with our prospectively published protocol, 



outcomes that are often evaluated by the same instrument (in >40% of trials evaluating that 

outcome), this instrument was considered established and was preselected for prioritization, 

unless important methodological issues were raised by any of the panel members during the 

second consensus meeting. In case members of the panel had raised such concerns, we had 

plans to further evaluate instruments used to measure the specific outcome with the aim to 

develop consensus in a third meeting – however that was not necessary at the end.  

3.5.1 Focused literature reviews 

For other outcomes, not consistently measured using the same instrument, we conducted 

focused literature searches of Medline/ PubMed and the COSMIN database. Detailed search 

strategies and study selection process are summarized in section 6 of the supplement. All 

searches were updated on April 22nd, 2021. At first, we searched for systematic reviews 

evaluating the quality and measurement properties of different instruments. In the absence of 

high-quality methodological systematic reviews, we searched for primary methodological 

studies formally assessing measurement properties. Alternatively, we looked for previous 

position or consensus documents or studies of any design that could inform the panel’s 

decision. These literature searches were launched after the first round of the Delphi survey 

and initially focused on the outcomes which were clearly considered critical by the respondents 

already from that stage. 

3.5.2 Second consensus meeting. 

The objective of the second consensus meeting was to select and recommend a single 

measurement instrument for every core outcome, to ensure consistency and comparability 

across clinical trials. Each of the outcomes were discussed during the consensus meeting. 

The panel reviewed available evidence, which was circulated in advance via email  (after the 

first consensus meeting, when the selection of the core outcomes was finalized) and 

developed consensus on a simple instrument for each outcome after considering (a) the 

frequency with which each instrument has been used in clinical trials; (b) the time and 

resources required to use each instrument; and (c) available data on their measurement 

properties, as described by COSMIN recommendations [16]. After discussion, a single 



instrument was selected for every core outcome and participants were asked to vote. Due to 

the more technical nature of this assignment, only two patients and a representative of the 

ELF, with previous experience in COPD research, joined the consensus meeting, and 

therefore the voting was not stratified by stakeholder group. Voting options included: (a) a 

strong recommendation, (b) an interim recommendation along with research agenda, a 

research agenda without a recommendation, or (c) for an alternative recommendation or the 

need for additional data to make an informed decision. A strong recommendation for a specific 

instrument was issued if at least 70% of the participants voted that option. If less than 70% 

considered a strong recommendation appropriate but at least 70% voted for the first or second 

options, then an interim recommendation was issued, along with a recommendation for further 

research for this core outcome. The prespecified threshold for making a research 

recommendation without an interim instrument was also 70%; in any other case we were 

planning on re-voting in a future consensus meeting, after further discussion and data 

acquisition; that was not necessary as consensus was developed for all core outcomes.   

Feedback was sought by all participants of the consensus meeting to explore whether they 

felt they were offered the opportunity to share their views and that they were able to cast well-

informed votes.  

Changes from the prospectively registered protocol are summarized and justified in the next 

section. 

  



Figure S5: Flowchart summarizing the methodology used for selecting core outcome 

measurement instruments. 

  



3.6 Deviations from the study protocol 

3.6.1 Delphi survey stakeholder groups. 

We were planning on including a fourth stakeholder group in the Delphi survey, consisting of 

regulators, policy makers, guideline methodologists or those working in health technology 

assessment organizations. However, we did not manage to attract adequate responses in 

order to consider them independently.  

This stakeholder group was represented in the consensus meetings. 

 

3.6.2 Change in the threshold for excluding outcomes based on the Delphi survey results. 

When interpreting the Delphi survey results, we were planning to exclude outcomes that were 

considered non-critical by at least 50% of the Delphi survey participants from each stakeholder 

group. However, due to the coronavirus disease 19 (COVID-19) pandemic, we had to switch 

our planned face-to-face consensus meeting to two virtual meetings. Conducting virtual multi-

stakeholder consensus meetings involving lay participants is challenging and time-consuming. 

Drawing on the experience amassed by the COMET initiative while facilitating similar, virtual 

consensus meetings during the pandemic, we decided to further consider during the 

consensus meetings only outcomes that had been rated as critical by at least one stakeholder 

group. This approach allowed a more thorough and constructive discussion and more 

confident consensus decisions for the outcomes that were considered. In parallel, 

reassurance was offered by our methodologist that based on the initiative’s prior experience 

selection of outcomes that have not been prioritized by any stakeholder groups within the 

Delphi survey for inclusion in the core outcome set is unlikely. 

 

 

  



 Final results of the Delphi survey 

Table S3: Summary of the Delphi survey results. The proportion of participants that considered a particular outcome critical (both rounds). 

COPD exacerbations outcomes considered Round 1 Round 2 

Final 
set 

Sources of outcomes Outcomes’ selection results (for each 
round) 

 Methodological SR  Prioritized by all groups 

 Qualitative interviews  Prioritized by 1-2 groups 

 Delphi survey (Round 1)  Not prioritized by any group 
 

Patients & 
Patient 

representatives 

Health 
professionals 

Researchers 
Patients & 

Patient 
representatives 

Health 
professionals 

Researchers 

Death outcomes        

Death from COPD Exacerbation 93.0% 82.3% 93.1% 81.8% 94.5% 96.9%  

Death from any cause 63.6% 64.6% 68.9% 68.5% 74.8% 84.0%  

        

Clinical and Physiological Outcomes        

Anxiety 29.8% 33.6% 34.7% 35.5% 27.0% 28.3%  

Breathlessness 91.2% 75.0% 84.3% 79.3% 93.3% 94.9%  

Chest discomfort 49.7% 49.8% 40.6% 15.8% 5.8% 8.2%  

Fatigue 47.6% 53.8% 45.9% 54.2% 46.3% 44.7%  

Cough 52.3% 49.4% 53.1% 49.3% 54.3% 53.6%  

Coughing up blood (haemoptysis) 56.7% 62.0% 43.3% 62.1% 58.3% 46.8%  

Production of dark-coloured sputum 60.2% 52.5% 50.2% 56.7% 58.5% 53.6%  

Sputum amount 52.3% 38.3% 40.8% 38.4% 42.0% 35.5%  

Sputum thickness (ease of expectoration) 46.7% 39.3% 36.1% 40.4% 41.8% 29.0%  

Wheeze 52.3% 40.3% 42.0% 39.4% 46.8% 35.2%  

Appetite 21.6% 25.7% 20.5% 24.6% 17.5% 14.0%  

Change in weight 29.8% 29.8% 30.2% 33.5% 25.8% 23.9%  

Respiratory muscle strength    65.5% 58.8% 47.8%  

Low mood/ depression 32.4% 39.2% 39.3% 41.9% 35.5% 40.6%  

Sleep quality 37.1% 51.2% 38.6% 51.7% 38.3% 35.5%  

Early morning symptoms 39.1% 33.9% 34.0% 36.5% 32.0% 25.6%  

Night time symptoms 50.7% 41.5% 42.3% 45.8% 50.3% 41.3%  

Treatment success (or failure) 77.2% 67.5% 74.7% 80.3% 87.8% 89.1%  

Worsening of symptoms after the initial treatment 69.6% 64.0% 66.6% 71.9% 78.5% 77.1%  

Disease progression 80.1% 78.1% 72.5% 83.7% 88.8% 86.7%  

Future exacerbations 80.7% 78.1% 72.5% 75.9% 89.3% 90.4%  

Lung function during and immediately after the exacerbation 56.2% 70.3% 46.5% 71.4% 54.3% 43.0%  

Permanent deterioration in lung function 80.5% 82.6% 67.8% 87.7% 88.5% 82.3%  



Levels of oxygen and carbon dioxide in the blood (arterial blood gases) 71.8% 70.6% 64.6% 76.4% 80.3% 75.4%  

Development of pneumonia 78.0% 73.3% 70.4% 76.4% 86.8% 83.6%  

Development of resistant bacteria 73.1% 71.4% 61.5% 73.4% 80.8% 70.6%  

Damage of lung cells and lung tissue 64.7% 78.2% 51.9% 81.3% 71.5% 57.3%  

Infection by bacteria (bugs) or viruses 64.2% 69.8% 57.1% 72.4% 68.0% 64.8%  

Inflammation in the lungs/airways 59.9% 70.2% 47.0% 73.4% 61.5% 49.1%  

        

Adverse event outcomes        

Adverse events of treatments 56.9% 58.4% 61.4% 60.6% 58.3% 65.9%  

Serious adverse events from treatments 84.1% 75.0% 89.0% 76.8% 89.5% 93.5%  

Development and/or progression of other diseases (e.g. heart attack)    67.5% 69.5% 69.6%  

        

Resources use outcomes        

Need for hospital admission for the presenting exacerbation 76.4% 56.0% 85.2% 69.0% 84.6% 90.8%  

Length of hospital stay for the exacerbation 57.7% 47.0% 64.3% 45.3% 62.3% 68.3%  

Future hospital admissions 63.4% 47.8% 69.6% 52.2% 70.5% 76.5%  

Need for non-invasive ventilation (NIV) use for the exacerbation 74.9% 62.6% 67.9% 64.0% 83.5% 81.9%  

Length of non-invasive ventilation (NIV) use for the exacerbation 58.6% 60.0% 52.8% 58.1% 60.25% 57.0%  

Need for admission to the intensive care unit for the exacerbation 78.4% 71.1% 72.7% 71.9% 86.8% 88.7%  

Length of stay in the intensive care unit for the exacerbation 64.9% 65.2% 59.8% 63.1% 72.8% 71.0%  

Need for additional medications to achieve symptoms control 59.2% 61.2% 53.8% 64.5% 59.5% 57.3%  

Need for long-term administration of supplemental oxygen after the 
exacerbation 

   58.6% 62.8% 66.9%  

Need for long-term use of non-invasive ventilation (NIV) after the 
exacerbation 

   55.7% 69.5% 65.5%  

        

Life impact outcomes        

Ability to exercise 53.0% 53.4% 57.2% 57.6% 51.0% 60.4%  

Physical strength 42.8% 47.6% 39.8% 48.8% 38.3% 35.5%  

Walking distance 64.9% 56.4% 64.0% 57.6% 67.3% 68.3%  

Activities of daily living 72.6% 61.8% 73.7% 70.4% 82.5% 84.6%  

Health related quality of life 75.0% 69.6% 79.3% 75.4% 82.5% 87.7%  

Social engagement/ isolation 50.9% 49.4% 47.7% 54.2% 50.5% 50.5%  

Treatment adherence 76.3% 64.2% 73.9% 72.4% 83.8% 84.6%  

Impact of family members and caregivers    56.7% 50.3% 47.4%  

Impact on sexual function    36.0% 36.3% 37.5%  

 



Figure S6. Detailed results of the second round of the Delphi survey. (53 panels) 

Colour coding: 

✓ Green: The outcome was considered a priority by the respondents group. More 

specifically, it was rated between 7-9 (critical) by ≥70% and between 1-3 (of limited 

importance) by ≤15% of all participants from that stakeholder group. 

✓ Red: The outcome was considered of limited importance by the respondents group. It 

was rated between 7-9 (critical) by ≤50% of all participants from that stakeholder group. 

✓ Orange: The ratings were intermediate and did not fulfil either of the previously 

described thresholds. 



































 

 

  



 Measurement instruments selection: Second consensus meeting voting results 

After discussion, consensus meeting participants were asked to vote on the most favoured 

outcome. Voting options included (a) Strong recommendation; (b) Interim recommendation 

with research agenda; (c) Research agenda without a recommendation; and (d) Other 

instrument or further data is needed to decide. Based on prespecified criteria, a strong 

recommendation for a specific instrument was issued if at least 70% of the participants 

considered a strong recommendation appropriate. Alternatively, if at least 70% of the 

participants voted for the first or the second options, then an interim recommendation was 

issued, with research agenda. The prespecified threshold for recommending further research 

without an interim instrument was also 70%. In any other case, we were planning on re-voting 

in a future consensus meeting, after further discussion and data acquisition. However, that 

was not necessary as consensus was developed for all outcomes.  

Table S4. Second consensus meeting: Voting results 

 Voting responses 

Outcome Strong Interim + 

Research 

agenda 

Research 

agenda only 

Other 

instrument or 

further data 

needed 

Death from any cause 100% 0% 0% 0% 

Death from a COPD exacerbation 55% 39% 6% 0% 

Treatment success 0% 88% 6% 6% 

Need for hospital admission for the 

presenting exacerbation 

22% 78% 0% 0% 

Need for admission to the intensive care 

unit for the presenting exacerbation 

18% 82% 0% 0% 

Levels of oxygen and carbon dioxide in the 

blood (arterial blood gases) 

47% 47% 0% 6% 



Breathlessness 28% 66% 6% 0% 

Health related quality of life 65% 35% 0% 0% 

Activities of daily living 0% 76% 0% 24% 

Worsening of symptoms after the initial 

treatment 

0% 100% 0% 0% 

Disease progression 7% 80% 13% 0% 

Future exacerbations 50% 44% 6% 0% 

Future hospital admissions 53% 33% 7% 7% 

Serious adverse events from treatments 86% 7% 7% 0% 

Development of resistant bacteria 64% 22% 14% 0% 

Development of pneumonia 71% 29% 0% 0% 

Treatment adherence 100% 0% 0% 0% 

  



 Selection of outcome measurement instruments: Evidence  

The recommended outcome measurement instruments and relevant research 

recommendations are summarized in table 5 and appendix 7, respectively. This section 

describes the additional data considered by the panel and the main discussion points from the 

second consensus meeting. 

 

6.1 Death from any cause. 

Data from the methodological systematic review [5]: Mortality was evaluated in 101 (82%) 

of all included RCTs. 100/101 studies evaluated number of deaths in each treatment group 

during a specific follow-up period, or during hospital or ICU stay.  

Literature review: Not performed since this outcome is evaluated consistently.  

Panel discussion summary: Death from any cause is the most frequently evaluated mortality 

outcomes in clinical trials and it is evaluated consistently. The panel agreed to adopt this 

approach. 

Recommendation: Death from any cause should be measured as the number of deceased 

patients in each treatment group by a specific timepoint (Strong Recommendation).  

 

6.2 Death from COPD exacerbation 

Data from the methodological systematic review [5]: Only one trial evaluated death from 

COPD exacerbation as an outcome. The methodology used to determine the cause of death 

and whether a death was caused by an exacerbation was not described. 

Literature review:  

Search terms describing 

the outcome 

COPD and Exacerbations terms – see figure S1 

AND 



((Cause of death [MH]) or (death [ti]) or (mortality [ti]))  

AND 

((Treatment Outcome [MH]) or (Outcome Assessment, 

Health Care [MH]) or (instrument* [tiab]) or (outcome* 

[tiab]) or (endpoint* [tiab]) or (adjudic* [tiab])) 

Number of titles screened 232 

Relevant studies Methodological systematic reviews: 0 

Other references: 3 [17-19] 

We did not identify methodological studies evaluating outcome measurement instruments for 

assessing this outcome in COPD exacerbation trials. Three studies described the rules used 

for determining the cause of death in TORCH and UPLIFT, two clinical trials evaluating the 

management of stable COPD [17-19]. Both adjudication committees described that if the final 

illness was precipitated by a recent COPD exacerbation, then the final cause of death should 

be considered COPD exacerbation, regardless of the subsequent fatal events, such as 

pneumonia, sepsis, respiratory, renal, or multi-organ failure, myocardial infarction. Both 

adjudication committees also highlighted inconsistency between the cause of death described 

in the death certificate and issued by the adjudication committee. 

Panel discussion summary: Death from COPD exacerbation is rarely evaluated in 

exacerbation trials. COPD exacerbations are often complicated by events such as ventricular 

arrhythmia, massive pulmonary embolism, acute myocardial infarction, or pneumonia [20]. As 

a result, the determination of the cause of death during an exacerbation is complex and often 

inconsistent across different centres and countries. The panel agreed that if a death is caused 

by an immediate complication of the exacerbation, then the exacerbation should be 

considered the cause of death. Given the inconsistencies observed in the determination of the 

cause of death, the panel agreed that ideally, cause of death should be confirmed by a well-

informed and blinded adjudication committee. However, such committees are resource 



intensive and may not always be feasible. For this reason, a pragmatic approach based on 

the documented primary cause registered in the death certificate was adopted by the panel.  

 Recommendation: Consider the immediate cause of death as documented in the death 

summary. In cases of death due to an immediate complication of an exacerbation, such as a 

ventricular arrhythmia, massive pulmonary embolism, or myocardial infarction, the 

exacerbation should be considered the cause of death. 

Ideally, cause of death will need to be confirmed by a blinded adjudication committee. 

However, this may not always be feasible. (Interim Recommendation with research 

agenda).  

 

6.3 Treatment success 

Data from the methodological systematic review [5]: Treatment success or treatment 

failure was evaluated in 77 (63%) of the trials included in our systematic review. More 

specifically, 21 (17%) studies reported data on both treatment success and failure rates, while 

27 (22%) and 29 (24%) studies only reported on treatment failure, or treatment success, 

respectively. The instruments used to evaluate this outcome varied significantly. In the 

absence of existing methodological study to inform our decision-making process (see next 

section), we conducted a meta-epidemiological systematic review. The methods of this 

systematic review were prospectively registered (PROSPERO ID: CRD42020222287) and the 

results will be reported separately. In brief, using the search strategies that were employed in 

our original methodological systematic review, we searched PubMed/ Medline and the 

Cochrane Airways Trial Register on November 12th, 2020. In this meta-epidemiological study 

we explored: 

(i) The instruments used to measure treatment success/ failure or cure and how 

frequently each instrument is measured.  



(ii) Which is the most sensitive instrument? We assessed the magnitude of treatment 

effect observed in studies compared the addition of an active intervention versus 

placebo or no intervention, stratified by the instruments used to evaluate the 

outcome of interest. 

(iii) Which is the optimal timepoint? We assessed the magnitude of treatment effect 

observed across different timepoints of evaluation of treatment success in studies 

comparing the addition of an active intervention versus placebo or no intervention.  

We identified a total of 176 ongoing or completed RCTs evaluating the management of COPD 

exacerbations, of which 56 (31.8%) assessed the overall outcome of the index exacerbation 

(treatment success or treatment failure). For the purposes of this study, we defined treatment 

success/ failure, or cure of the exacerbation as a dichotomous measure of the outcome of the 

exacerbation. We excluded continuous measures evaluating change in variables without pre-

specified thresholds of success or failure. We used a stricter definition compared to our original 

methodological SR [5] and for this reason, we found a lower proportion of studies assessing 

this outcome.  

In brief, two broad categories of instruments were used to describe this outcome.  

The first category, that was used in 24 RCTs described treatment failure as a composite 

outcome consisting of different unfavourable outcomes. Most frequently used components 

were (i) death, (ii) need for hospital admission or re-admission, (iii) need for endotracheal 

intubation or mechanical ventilation, and (iv) persistence or deterioration of the symptoms and 

signs.  

The second category, that was assessed in 33 RCTs consisted of qualitative or semi-

quantitative descriptions of the clinical status of the patient. Four states were described: Cure, 

marked improvement, improvement, and treatment failure. RCTs frequently used more than 

one states to describe the outcome. In trials evaluating both favourable and unfavourable 

states, the definition of treatment failure was usually complimentary to the definition of one of 

the favourable outcomes. The most frequently described favourable outcomes were: (i) 



Complete resolution of all signs and symptoms of the exacerbation [reported in 8 RCTs], and 

(ii) Sufficient improvement of the signs and symptoms, such that no additional systemic 

treatments were prescribed. The most frequently utilized definitions for treatment failure were 

(i) Lack of resolution of signs and symptoms, requiring additional treatment, or death; [reported 

in 7 RCTs], and (ii) Persistence or worsening of signs or symptoms, or death [reported in 7 

RCTs]. All these definitions are based on the clinicians’ opinion around the exacerbation’s 

status.  

Literature review:  

Search terms describing 

the outcome 

COPD and Exacerbations terms – see figure S1 

AND 

((Treatment failure [MH]) or (cure [tiab]) or (treatment 

success [tiab]) or (treatment failure [tiab])) 

AND 

((Treatment Outcome [MH]) or (Outcome Assessment, 

Health Care [MH]) or (instrument* [tiab]) or (outcome* 

[tiab]) or (endpoint* [tiab]))  

Number of titles screened 269 

Relevant studies Methodological systematic reviews: 0 

Other references: 0 

This focused literature review did not reveal any methodological study evaluating the 

measurement properties of different instruments used to assess treatment success or cure of 

a COPD exacerbation. For this reason, we conducted a more thorough meta-epidemiological 

study to inform the selection of this outcome (see previous section). 

Panel discussion summary: Our systematic reviews revealed significant variability in the 

definitions and/or instruments used to evaluate treatment success or failure. Some trials used 

composite endpoints consisting of several adverse outcomes of an exacerbation, such as 

death, need for treatment intensification, or need for hospital admission, together defining an 



overall unfavourable outcome. However, these include components that have very different 

impact (utility) on patients, while the relative frequency of these outcomes may differ across 

COPD exacerbations subgroups. Moreover, most of these components are included as 

independent outcomes in the core set, anyway. For these reasons, the panel did not consider 

that the evaluation of such composite endpoints would add value to the trials.  

In most trials, evaluation of treatment success was based on qualitative or semi-quantitative 

descriptions of the status of the exacerbation, such as cure, improvement, or treatment failure, 

based on the extent of patients’ symptoms and signs. The main limitation of these instruments 

is the subjectivity of the assessments of the severity of symptoms and signs by patients and 

clinicians. Therefore, these outcomes may be susceptible to performance and detection bias. 

Treatment success was more frequently defined as cure of the exacerbation and more 

specifically as the “Complete resolution of all signs and symptoms of the exacerbation”. 

However, the recovery period of an exacerbation varies significantly and may be very 

prolonged. Large observational studies have shown wide variability in the duration of 

exacerbation recovery, revealing that 25% of patients still experience symptoms associated 

with the exacerbation 25 or even 35 days after the onset of the exacerbation [21, 22]. Longer 

periods may be required until patients recover their previous exercise capacity or ADL levels 

[23, 24]. Moreover, exacerbations accelerate disease progression; therefore, the clinical 

condition after recovery from an exacerbation may be characterized by a greater symptomatic 

burden, compared to the previous baseline [25]. As a result, this definition of cure was 

considered problematic. The second most frequently used definition of treatment success 

“Sufficient improvement of the signs and symptoms, such that no additional systemic 

treatments were prescribed” was considered more pragmatic and was endorsed by the panel 

as an interim instrument. While still subjective, the decision of the clinician to prescribe 

additional systemic treatments better reflects daily clinical practice and it is often used in trials. 



Recommendation: Treatment success defined as sufficient improvement of the signs and 

symptoms of the exacerbation that no additional systemic treatments (antibiotics or systemic 

corticosteroids) are required (Interim Recommendation with research agenda).  

 

6.4 Need for hospital admission for the presenting exacerbation 

Data from the methodological systematic review [5]: This outcome has two components: 

whether a patient required hospital admission at any timepoint and whether they still required 

hospital admission at a specific follow-up timepoint. The former and latter components are 

more relevant for RCTs evaluating moderate and severe exacerbations, respectively. In our 

methodological systematic review, 33 (27%) studies evaluated length of hospital stay and 

three studies need for hospital admission for the index exacerbation. This outcome was 

assessed consistently by recording whether a participant was admitted to the hospital (at a 

specific timepoint or daily until discharge). 

Literature review: Not performed since this outcome is evaluated consistently.  

Panel discussion summary: Hospital at home and telemonitoring options introduce 

heterogeneity in the criteria for hospital admission and length of stay [26]. This outcome is 

also impacted by non-clinical factors, such as social reasons, discharge planning delays [27], 

the availability of hospital beds, or travel distance. These issues should be accounted for when 

evaluating duration of hospital stay. 

Recommendation: A clinical need to admit a patient to the hospital, or equivalent 

intensification of the monitoring or care that may be provided in other settings (including 

patients’ home). Admissions for social reasons should be reported separately. 

For evaluating this outcome investigators should record whether a patient required admission 

at any timepoint and whether they still require hospital admission at a specific follow-up 

timepoint (Interim Recommendation with research agenda). 

 



6.5 Need for admission to the intensive care unit (ICU) for the presenting exacerbation. 

Data from the methodological systematic review [5]: Similar to the outcome need for 

hospital admission, this outcome has two components: whether a patient required admission 

to the ICU at any timepoint and whether they still required ICU admission at a specific follow-

up timepoint. The former and latter components are more relevant for RCTs evaluating severe 

(hospitalized) and critical (admitted to the ICU) exacerbations, respectively. In our 

methodological systematic review, 10 (8%) studies evaluated length of ICU admission, 10 

(8%) length of invasive mechanical ventilation, two the need for ICU admission and two the 

need for invasive mechanical ventilation. As described in the following section, invasive 

mechanical ventilation could be used as a measure of the need for ICU admission. This 

outcome was assessed consistently by recording whether a participant was admitted to the 

ICU or were invasively ventilated (at a specific timepoint or daily until discharge). 

Literature review: Not performed since this outcome is evaluated consistently.  

Panel discussion summary: Indications for admission to the ICU vary significantly. 

Characteristically, while in most centres non-invasive ventilation is now delivered in a 

respiratory ward or a high dependency unit, in some centres it is still delivered in the ICU [28]. 

Availability of ICU beds may also impact the decision to admit, and the duration of ICU stay. 

On the other hand, patients with COPD with poor functional status and underlying multi-

morbidity are often not offered an ICU admission or invasive mechanical ventilation, due to 

futility [29]. The criteria used to support such decisions vary across centres and countries, 

according to local policies and availability of resources.  

Acknowledging that the main, consistent indication for ICU admission in this group of patients 

is the need for invasive mechanical ventilation, the panel recommended that trials should 

record the need for invasive mechanical ventilation. A clear definition for the need for invasive 

mechanical ventilation for adult patients with acute hypercapnic respiratory failure was 

identified in the BTS/ICS guideline for the ventilatory management of acute hypercapnic 

respiratory failure in adults (see next section; a focused literature review did not reveal any 



other recent guidelines addressing indications for invasive ventilation in this patient group) 

[29]. The decision to focus on the need for invasive mechanical ventilation rather than the 

receipt of ventilation was based on the earlier observation that often, while these criteria are 

fulfilled, patients are not offered invasive ventilation, due to futility.  

Recommendation: Need for ICU admission should be evaluated on the basis of the need for 

invasive mechanical ventilation, defined as (i) persistent or deteriorating respiratory acidosis 

despite optimized medical treatment and delivery of non-invasive ventilation (NIV); (ii) 

persistent or deteriorating respiratory acidosis despite optimized medical treatment and a 

contra-indication for the use of NIV, for example due to severe facial deformity where fitting a 

mask is impossible, upper airway obstruction, or facial burns; (iii) respiratory arrest or peri-

arrest situations unless there is a rapid recovery from manual ventilation or provision of NIV.  

For evaluating this outcome investigators should record whether a patient required admission 

at any timepoint and whether they still require ICU admission at a specific follow-up timepoint 

(Interim Recommendation with research agenda). 

 

6.6 Levels of oxygen and carbon dioxide in the blood (arterial blood gases).  

Data from the methodological systematic review [5]: Forty (33%) RCTs reported on arterial 

blood gases (pH, oxygen tension, carbon dioxide tension, and/or oxygen saturation measured 

by pulse oximetry). In all studies, arterial blood was sampled for evaluating blood gases. 

Literature review: Not performed since this outcome is evaluated consistently.  

Panel discussion summary: This was considered a setting and intervention specific 

outcome. Firstly, it may not be feasible to be assessed in studies recruiting in an outpatient 

clinic. The panel agreed that the value of measuring blood levels of oxygen and carbon dioxide 

in this setting may be limited.  

On the other hand, evaluating arterial (and not venous) blood gases as an outcome in 

hospitalized patients is crucial both for clinical purposes, but also as a research outcome. 



While a single measurement might be sufficient in clinical practice, at least two measurements 

are required in the context of a research study, in order to evaluate the magnitude of change 

from baseline in response to treatment. For this reason, the panel recommends that a baseline 

and at least one follow-up measurement are required. However, more intensive monitoring of 

the arterial blood gases may be required for specific interventions, such as non-invasive 

ventilation or modes of oxygen delivery.  

Recommendation: A setting and intervention specific outcome. A baseline and at least one 

follow-up measurement are required with a clear indication of whether or not the patient was 

receiving oxygen at the time of the measurement, and if yes, how much. It may not be feasible 

for studies evaluating outpatients (Interim Recommendation with research agenda). 

 

6.7 Breathlessness 

Data from the methodological systematic review [5]: Breathlessness was evaluated using 

the Borg’s scale in 13 (11%) of the included studies, the modified Medical Research Council 

(mMRC) Dyspnoea Scale in 6 (5%) trials, the Baseline and Transitional Dyspnoea Index in 1 

trial and other, non-validated Scales in 11 (9%) trials. Moreover, it was assessed as part of 

multidimensional symptoms/ severity scores, mainly the COPD Assessment Test (CAT). 

Other scores evaluated less frequently included the EXAcerbation of Chronic Obstructive 

pulmonary disease tool – Patient Reported Outcome (EXACT-PRO), the Clinical COPD 

questionnaire (CCQ), Chronic Respiratory Questionnaire (CRQ) and the BODE index. 

Literature review:  

Search terms describing the 

outcome 

COPD and Exacerbations terms – see figure S1 

AND 

((Dyspnea [MH]) or (dyspnea [ti]) or (dyspnoea [ti]) or 

(breathlessness [ti]))  

AND 



((Treatment Outcome [MH]) or (Outcome Assessment, 

Health Care [MH]) or (instrument* [tiab]) or (outcome* 

[tiab]) or (endpoint* [tiab])) 

Number of titles screened 269 

Relevant studies Methodological systematic reviews: 3 [30-32] 

Other references: Not considered – Adequate SR data 

Our focused literature review revealed three methodological systematic reviews evaluating 

the performance characteristics of instruments used to evaluate breathlessness. Oliveira and 

Marques only included studies focusing on the measurement properties of instruments used 

to assess breathlessness specifically during pulmonary rehabilitation in patients with acute 

exacerbations, therefore, it was not informed by adequate data [32]. Jadad and colleagues did 

not formally evaluate measurement properties of the identified instruments [30]. For these 

reasons the panel discussion was mainly informed by the review conducted by Dorman and 

colleagues, that focused on the evaluation of breathlessness in palliative care, with a specific 

focus on COPD and the identified measurement properties were considered applicable to our 

work (although indirect) [31]. 

Panel discussion summary:  The mMRC Scale does not directly assess breathlessness, as 

it is a measure of activity limitation due to breathlessness. Moreover, use of the mMRC during 

an exacerbation was considered by the panel less sensitive, since most patients with 

moderate or severe exacerbations would cluster in Grade 4 (“Too breathless to leave the 

house or breathless when dressing or undressing”), thus limiting the discriminant validity of 

the scale in this context. CAT is a multidimensional tool measuring several symptoms and 

health status and therefore does not provide a focus on breathlessness [33]. CAT will be 

captured anyway, as it is recommended for evaluating health-related quality of life. 

The modified Borg Scale is easy to complete, and broadly used in clinical practice and 

research. Clinically validated translations are available in many languages. Its measurement 



properties have been thoroughly and positively assessed [31] (table S5). As a result, the 

modified Borg Scale was recommended by the panel. 

 

Table S5. Psychometric properties of the Borg’s Scale (Data source: [31]) 

Psychometric characteristics Confirmation 

Face validity Confirmed 

Content validity - 

Factor analysis N/A 

Construct validity Confirmed 

Discriminant validity Confirmed 

Test-retest  ? Variability identified 

Internal consistency N/A 

Responsiveness No data* 

Acceptability Confirmed 

Time to complete Confirmed – Very quick 

*Responsiveness was not confirmed in this methodological SR, that was not specific to COPD 

exacerbations. However, numerous trials using the scale as an outcome for COPD 

exacerbations demonstrate treatment response, suggesting good responsiveness. 

Recommendation: Breathlessness should be evaluated using the modified Borg’s scale. It 

should be measured at approximately the same time every day. It can be self-completed 

(Interim Recommendation with research agenda). 

 

6.8 Health-related quality of life. 



Data from the methodological systematic review [5]: Comprehensive health status and 

quality of life questionnaires were used in 34 (28%) of the included studies. COPD assessment 

test (CAT) was used in 11 (9%) studies, the Saint George’s Respiratory Questionnaire in 8 

studies, the Clinical COPD Questionnaire (CCQ) in 6 studies, the Chronic Respiratory 

Questionnaire (CCQ), the Euroqol-5D and the 36-Item Short Form Survey in 5 studies each 

(some studies assessed more than one instruments). Other instruments were used less 

frequently. 

Literature review:  

Search terms describing 

the outcome 

COPD and Exacerbations terms – see figure S1 

AND 

((Quality of life [MH]) or (quality of life [ti]) or (health 

status[ti]))  

AND 

((Treatment Outcome [MH]) or (Outcome Assessment, 

Health Care [MH]) or (instrument* [tiab]) or (outcome* 

[tiab]) or (endpoint* [tiab]) or (questionnaire* [tiab])) 

Number of titles screened 1,018 

Relevant studies Methodological systematic reviews: 4 [32, 34-36] 

Other references: Not considered – Adequate SR data 

Our focused literature review revealed two methodological systematic reviews evaluating the 

performance characteristics of instruments used to evaluate health related quality of life in 

COPD. Oliveira and Marques only included studies focusing on the measurement properties 

of instruments used to assess quality of life specifically during pulmonary rehabilitation in 

patients with acute exacerbations, therefore, it was not informed by adequate data [32]. As a 

result, the panel discussion was mainly informed by Weldam and colleagues, a systematic 

review that evaluated the performance characteristics of Quality of Life instruments for use in 

COPD [37]. While this methodological systematic review was not specifically focused on 



COPD, it was considered appropriate for informing out work. Further information about CAT 

and the CCQ were sourced by two other systematic reviews by Gupta et al [35] and Zhou et 

al [36], focusing on the performance characteristics of these tools, respectively. 

 Panel discussion summary:   

CAT is the most frequently used validated tool for assessing health related quality of life in 

trials on the management of exacerbations, followed by the Saint George’s Respiratory 

Questionnaire (SGRQ) and the Chronic COPD Questionnaire (CCQ) [5]. A systematic review 

using the COSMIN methodology for evaluating the measurement properties of 23 instruments 

used to assess quality of life in COPD recommended the use of CAT, Chronic Respiratory 

Questionnaire (CRQ), the Saint George’s Respiratory Questionnaire (SGRQ) or the Living 

with Chronic Obstructive Pulmonary Disease (LCOPD) Questionnaire [34]. While these tools 

have similar measurement properties (summarized in table S6), CAT can be completed within 

1-3 minutes while the other tools are more complex and time consuming. Given that CAT is 

already the most frequently used tool for evaluating health-related quality of life, it was 

recommended by the panel. A comparison with a baseline estimate of the health-related 

quality of life prior to the exacerbation would be beneficial, but in larger randomized studies, 

balance in the baseline characteristics of participants in the study groups can usually be 

trusted to randomization.  

 

Table S6. Measurement properties of instruments used to assess quality of life in COPD. 

Summary of the (i) judgements on the quality of the available methodological studies and (ii) 

their findings around whether the instruments fulfil each criterion. Judgement of the 

methodological quality was based on the study with the best methodological quality, among 

those concluding more favourable properties for each of the instruments. Scale: Poor, Fair, 

Good, Excellent. Findings: Sufficient (+), Indeterminate (?), Insufficient (-). (Data source: [34]) 

 



 
CAT CRQ SGRQ LCOPD CCQ 

Disease specific Yes Yes Yes Yes Yes 

Content validity Excellent + Excellent + 
 

Excellent + 
 

Criterion validity 
     

Structural validity Excellent + Excellent + Excellent + 
  

Cross-cultural 

validity 

 
Poor + Poor ? Poor ? Poor ? 

Internal 

consistency 

Excellent + Excellent + Good + Good + Poor + 

Reliability Good + Good + Excellent + Good + Good + 

Measurement error 
     

Responsiveness Good + Good + Good + 
 

Good + 

Ease of completion 1-3 mins 15-25 mins 25 mins 10 mins 1-3 mins 

Recommendation: The COPD Assessment Test (CAT) should be used for assessing health 

related quality of life (Interim Recommendation with research agenda). 

 

6.9 Activities of daily living (ADL) 

Data from the methodological systematic review [5]: Activities of daily living as an outcome 

is rarely evaluated in COPD exacerbations trials. More specifically only two of the included 

studies evaluated this outcome. One used the Activity of Daily Living Dyspnoea Scale (ADL-

D scale) and the other the Barthel’s index. 

Literature review:  

Search terms describing 

the outcome 

COPD and Exacerbations terms – see figure S1 

AND 



((Activities of daily living [MH]) or (Functional Status [MH]) 

or ((activities [ti]) and ((life[ti]) or (living[ti]))) or ((function* 

[ti]) and (status [ti]))) 

AND 

((Treatment Outcome [MH]) or (Outcome Assessment, 

Health Care [MH]) or (instrument* [tiab]) or (outcome* 

[tiab]) or (endpoint* [tiab]) or (questionnaire* [tiab])) 

Number of titles screened 221 

Relevant studies Methodological systematic reviews:  [32, 38, 39] 

Other references: Not considered – Adequate SR data 

This focused systematic review revealed three methodological systematic reviews evaluating 

thee performance characteristics of instruments used to evaluate activities of daily living in 

COPD. Oliveira and Marques only included studies focusing on the measurement properties 

of instruments used specifically during pulmonary rehabilitation in patients with acute 

exacerbations, therefore, it was not informed by adequate data [32]. Two systematic reviews 

by Janaudis-Ferreira [38] and by Liu [39] assessed ADL in COPD. While they were not focused 

specifically on exacerbations, they were considered appropriate for informing our work. 

 

Panel discussion summary:   

This outcome is rarely evaluated in exacerbation trials. ADL are classified as basic and 

instrumental [40]. Basic ADL are simple activities that are essential for independent life, such 

as self-care (showering, dressing, or grooming) and basic mobility, while instrumental ADL 

encapsulate more complex activities, requiring higher functioning, such as preparing meals, 

home maintenance, shopping, handling finances, and travelling alone [38]. Instrumental ADL 

are less relevant during an exacerbation, especially during severe exacerbations, while 

patients are admitted in the hospital and may not be able to undertake such complex activities; 

but they are pertinent to quantify the overall impact of an exacerbation on a patient’s ADL. For 



this reason, the panel decided to recommend a tool focusing on basic ADL, to be evaluated 

during the exacerbation and a second tool, assessing both basic and instrumental ADL for 

longer-term follow-up.  

The psychometric properties of instruments used to quantify ADL in patients with COPD have 

been evaluated in two methodological systematic reviews [38, 39]. Five of the identified 

instruments focused on basic ADL, of which the Katz Activities of Daily Living Scale, the 

Barthel index and the motor subscale of the functional independence measure (FIM) were not 

disease specific and included domains that are less relevant to COPD patients (e.g., control 

of bladder and bowels). While the Glittre index is disease specific, it focuses on exercise 

capacity and includes a simple exercise component, which many patients may find challenging 

to complete during an exacerbation. Finally, the Capacity of Daily Living during the Morning 

(CDLM) Questionnaire [41] is a simple, disease specific questionnaire, whose measurement 

properties have been adequately evaluated with favourable findings (table S7). For this 

reason, the CDLM tool was recommended for quantifying basic ADL during an exacerbation. 

The identified methodological reviews revealed eight disease-specific tools assessing a 

combination of instrumental and basic ADL [38, 39]. Responsiveness to change in a patient’s 

clinical condition, a crucial characteristic required for evaluating the impact of exacerbation on 

ADL, has only been confirmed for three of these tools: the Manchester Respiratory Activities 

of Daily Living Questionnaire (MRADL) [42], the COPD Activity Rating Scale (CARS) [43], and 

the 11-items Pulmonary Functional Status Scale (PFSS-11) [44]. While all three tools were 

considered valid options, the performance characteristics of the MRADL questionnaire were 

more thoroughly validated compared to CARS, while it was also considered simpler to 

complete, compared to the PFSS-11 tool (table S7). For promoting consistency, the panel 

recommends that the MRADL questionnaire be used to evaluate both basic and instrumental 

ADL at recovery from COPD exacerbations. A comparison with a baseline estimate of the ADL 

prior to the exacerbation would be beneficial and could potentially be captured retrospectively 

during recruitment. Recall bias is anticipated to be limited, since in most cases, the duration 



of the acute event at recruitment would rarely exceed a week and the questions refer to some 

of the most critical activities of daily living.  

 

Table S7. Measurement properties of instruments used to assess activities of daily living in 

COPD. Summary of the (i) judgements on the quality of the available methodological studies 

and (ii) their findings around whether the instruments fulfil each criterion. Judgement of the 

methodological quality was based on the study with the best methodological quality, among 

those concluding more favourable properties for each of the instruments. Scale: Poor, Fair, 

Good, Excellent. Findings: Sufficient (+), Indeterminate (?), Insufficient (-). (Data source: [38, 

39]). 

  CDLM Glittre MRADL CARS PFSS-11 

Disease specific YES YES X X X 

Content validity Good (+) Poor (?) Fair (+) Poor (?) Fair (?) 

Criterion validity 
     

Structural validity 
   

Fair (+) Good (+) 

Hypothesis testing Fair  (+) Fair (-) Good (+) Fair (+) Fair (+) 

Cross-cultural 

validity 

     

Internal 

consistency 

Poor (?) 
 

Good (+) Fair (+) Good (+) 

Reliability Fair (+) Good (+) Good (+) 
 

Poor (?) 

Measurement error 
     

Responsiveness Fair (?) Fair (?) Fair (+) 
 

Fair (+) 

Interpretability X 
    

Ease of completion Yes Not during 

AECOPD 

X X X 



Recommendation: The Capacity of Daily Living in the Morning Questionnaire (CDLM) should 

be used for evaluating basic activities of daily living during the exacerbation (Interim 

Recommendation with research agenda). 

The Manchester Activities of Daily Living Questionnaire (MRADL) should be used for 

evaluating basic and instrumental activities of daily living, during recovery (long-term impact 

of the exacerbation) (Interim Recommendation with research agenda). 

 

6.10 Worsening of symptoms after the initial treatment 

Data from the methodological systematic review [5]: Changes in symptoms was evaluated 

using symptom scores and scales, quality of life and/or health status instruments in 73 (59%) 

trials. 41 (33%) of the studies assessed symptoms progression using simple symptom scores, 

such as visual analogue scales or Likert scales. 34 (28%) of the studies utilized 

comprehensive health status and quality of life questionnaires, mostly the COPD assessment 

test (CAT), the Saint George’s Respiratory Symptoms Questionnaire and the Clinical COPD 

questionnaire (CCQ). 

Literature review: Not performed. The discussion for this instrument was informed by the 

focused systematic reviews conducted for the outcomes (i) Breathlessness and (ii) Quality of 

Life. 

Panel discussion summary: The panel considered that this outcome can be evaluated using 

the Borg’s scale and CAT test, that have already been recommended as measures of 

breathlessness and health related quality of life, respectively. Moreover, it was highlighted that 

three PROs have already been recommended for regular assessment during the exacerbation 

(Borg’s scale, CAT test and the CDLM scale). There were concerns that a recommendation 

for additional daily PROs could limit the feasibility and uptake of the core outcome set.  



Recommendation: The modified Borg’s scale and the COPD assessment test (CAT) should 

be used to detect symptoms worsening after the initial treatment (Interim Recommendation 

with research agenda).  

 

6.11 Disease progression 

Data from the methodological systematic review [5]: The definition of this outcome is 

available in the panel discussion summary section. Four studies recruited patients at stable 

clinical disease and could therefore captured their baseline status. However, only two of them 

attempted to evaluate disease progression by comparing forced expiratory volume in 1 second 

(FEV1) before and after the exacerbation. No other studies evaluated disease progression. 

Literature review:  

Search terms describing the outcome COPD terms – see figure S1 

AND 

((Disease Progression [MH]) or 

(progression [ti])) 

AND 

((Treatment Outcome [MH]) or (Outcome 

Assessment, Health Care [MH]) or 

(instrument* [tiab]) or (outcome* [tiab]) or 

(endpoint* [tiab])) 

Number of titles screened 1530 

Relevant studies Methodological systematic reviews: 0 

Other references: 19 [25, 45-62]. 

We did not identify methodological systematic reviews or studies evaluating the measurement 

properties of instruments used to evaluate disease progression in COPD. Such studies would 

be challenging and resource intense to conduct, as large study populations and prolonged 



follow-up would be needed to formally assess instruments for evaluating disease progression. 

We identified one consensus document attempting to define disease progression as an 

outcome [45] and several studies aiming to identify variables that could be used to assess this 

outcome [46-58]. The consensus document described several instruments for evaluating 

disease progression: Decline in FEV1, exercise capacity, or health status health status, 

assessment of progression by CT scanning, increase in healthcare utilization and costs. The 

list of studies aiming to identify variables that could be used to assess disease progression is 

not exhaustive, since the search strategy aimed to identify methodological studies. These 

studies assessed the association of numerous laboratory tests and biomarkers as predictors 

of disease progression. Interestingly, they used decline in FEV1 and progression by CT 

scanning as gold-standards for evaluating disease progression.  

Panel discussion summary: This outcome was suggested by patients during the qualitative 

research studies that preceded the Delphi survey. Acute exacerbations are known to 

accelerate disease progression in patients with COPD [25, 59, 60]. Several parameters have 

been used as potential measures of disease progression, including symptom burden, health 

status, exercise capacity, blood biomarkers, pulmonary function decline, or radiologic 

progression revealed in computed tomography (CT) of the chest [45, 58, 60-62]. 

There was agreement within the panel that evaluation of disease progression as an outcome 

in exacerbation trials is only meaningful as change from baseline; therefore, a baseline 

measurement is required. To achieve that, participants would have to be recruited while the 

disease is stable, in anticipation of developing an exacerbation. However, such a study design 

requires significantly more resources and prolonged follow-up periods or a patient database 

with recent measurement taken during periods of clinical stability.  

Not surprisingly, disease progression is only rarely evaluated as an outcome in exacerbation 

trials using objective tests [5]. Change from baseline in pulmonary function was only assessed 

in two of the trials included in the methodological systematic review, while imaging was not 



used in any of the studies as an estimate of disease progression. Symptoms and quality of life 

are evaluated frequently, but not as change from baseline (see respective outcomes).  

Change in FEV1 over time is the most established instrument for evaluating COPD progression 

in clinical trials and observational studies evaluating the management of disease longitudinally 

and for this reason, the panel recommends that it should also be used for evaluating the impact 

of exacerbations on disease progression. Acknowledging the limitations of this study design, 

the panel recommends that this outcome only be considered core for long-term studies where 

baseline values can be captured.  

Recommendation: Permanent deterioration in lung function should be used to evaluate the 

impact of exacerbations on disease progression. Two pulmonary function tests during stable 

clinical condition are needed: One within 6 months prior to the index exacerbation, and one 

within 2-6 months afterwards. Change from baseline in forced expiratory volume in 1 second 

(FEV1), forced vital capacity (FVC) and FEV1/FVC ratio should be noted. The number of 

exacerbations experienced between the two measurements should be noted. Ideally, only the 

index exacerbation should be included between the two measurements.  

Disease progression as a core outcome is only relevant for longer-term studies that recruit 

participants during stable disease state, in anticipation of an exacerbation (Interim 

Recommendation with research agenda). 

 

6.12 Future exacerbations 

Data from the methodological systematic review [5]: Future exacerbations were evaluated 

in 28 (23%) clinical trials. Exacerbations during follow-up were noted and many trials also 

noted whether these were moderate or severe. Analytical methodology varied (number of 

patients with at least one exacerbation, mean/median number of exacerbations, time to next 

exacerbation). However, analytical methodology is beyond the scope of this document. 

Literature review: Not performed since this outcome is evaluated consistently. 



Panel discussion: It is crucial that treatment success or cure of the index exacerbation should 

be clearly defined, to allow for the distinction between prolonged symptoms due to a single 

exacerbation and new exacerbations.  

Recommendation: The number of future exacerbations during follow-up should be recorded, 

noting whether they are moderate or severe (Interim Recommendation with research 

agenda).  

6.13 Future hospital admissions 

Data from the methodological systematic review [5]: Future hospital admissions were 

evaluated in 14 (11%) clinical trials. All trials evaluating this outcome noted hospitalisations 

for any reason during follow-up. 

Literature review: Not performed, since this outcome is evaluated consistently. 

Panel discussion summary: Similar to the outcome need for admission for the presenting 

exacerbation, concerns were raised regarding (i) social admissions and (ii) the variability in 

the indications for future hospital admission, for example due to hospital-at-home and 

telemonitoring options. For this reason, it was decided that the outcome “Future hospital 

admission” should incorporate equivalent intensification of the monitoring or care that may be 

provided in another setting. Trialists need to prospectively record available hospital-at-home 

and telemonitoring options and the thresholds for considering “equivalent intensification of the 

monitoring or care” in their setting. Hospital admissions for social reasons should not be 

counted. 

Recommendation: Future hospital admissions for any medical reason, or equivalent 

intensification of the monitoring or care that may be provided in other settings, after treatment 

success is confirmed (Interim Recommendation with research agenda).  

6.14 Serious adverse events from treatments 



Data from the methodological systematic review [5]: Serious adverse events were 

captured in 73 (59%) of the included studies. This outcome is consistently captured following 

the definition and methodology proposed by the International Council for Harmonisation [63]. 

Literature review: Not performed since this outcome is evaluated consistently. 

Panel discussion summary: This outcome is consistently evaluated universally following the 

definition and methodology proposed by the International Council for Harmonisation.  

Recommendation: Following the definition of the International Council for Harmonisation. 

Serious adverse event is any untoward medical occurrence in a patient or clinical investigation 

subject administered a pharmaceutical product and which does not necessarily have to have 

a causal relationship with the treatment, that fulfils any of the following: (a) Results in death; 

(b) Is life threatening; (c) Requires inpatient hospitalisation or prolongation of existing 

hospitalisation; (d) Results in persistent or significant disability / incapacity; (e) Is a congenital 

anomaly or birth defect. Suspected unexpected serious adverse reactions (SUSARs) should 

also be reported. (Strong recommendation).  

 

6.15 Development of resistant bacteria 

Data from the methodological systematic review [5]: Bacterial resistance was evaluated 

as part of the composite outcome microbiological response in 16 (13%) RCTs. Other trials 

reported the presence of new bacterial resistance as an adverse event. None of the included 

studies reported performing sputum induction and bacterial resistance results are based on 

spontaneous sputum. 

Literature review: Not performed since this outcome is evaluated consistently. 

Panel discussion summary: Antimicrobial resistance is often explored as part of a composite 

microbiological response outcome or as adverse event in trials involving antibiotics as 

interventions. Bacterial growth and resistance are usually evaluated in spontaneous sputum, 

while in the absence of sputum, bacterial eradication is presumed and is not further assessed. 



The panel adopts this approach. Moreover, it was discussed that bacterial resistance may not 

be a relevant outcome for all interventions, but only for antimicrobials, antimicrobial 

stewardship strategies, novel immune modifiers, or other interventions that may affect 

bacterial resistance.  

Recommendation: Trials evaluating antimicrobials, antimicrobial stewardship strategies, 

novel immune modifiers or other interventions that may affect bacterial resistance should 

evaluate bacterial resistance to the administered antibiotics in spontaneous sputum. As a 

minimum, resistance should be evaluated at baseline and within a week after treatment 

completion. 

Sputum induction may provide additional information. However, in each study, researchers 

should consider the balance between the added value compared to the risk, participants 

discomfort and required resources (Interim Recommendation with research agenda). 

 

6.16 Development of pneumonia 

Data from the methodological systematic review [5]: Development of pneumonia is 

captured as an adverse event. Adverse events were captured in 73 (59%) of the included 

studies. Most of these studies described the frequency of the most prevalent adverse events, 

including pneumonia. Pneumonia was diagnosed by the presence of new consolidation in a 

chest X-ray or CT chest that was performed in response to consistent clinical signs and 

symptoms. Not surprisingly, none of the trials described asymptomatic screening for 

pneumonia during the follow-up. 

Literature review: Not performed since this outcome is evaluated consistently. 

Panel discussion summary: Development of pneumonia as a safety outcome is often 

evaluated in exacerbation trials. Methodology is consistent and was adopted by this task force. 

Pneumonia should be confirmed by the presence of new consolidation in the chest X-ray or 

other imaging modalities of the chest, in the presence of consistent clinical signs and 



symptoms. A baseline chest x-ray would be helpful, but it may not be feasible for trials 

recruiting patients outside the hospital setting. 

Recommendation: Pneumonia confirmed by the presence of new consolidation in the chest 

x-ray or other imaging modalities of the chest, in the presence of consistent clinical signs and 

symptoms. When possible, chest imaging should be acquired at baseline, to assess for the 

presence of pneumonia. This may not be possible for trials recruiting patients outside the 

hospital setting. Follow-up chest imaging should be driven by clinical need. (Strong 

recommendation).   

 

6.17 Treatment adherence 

Data from the methodological systematic review [5]: Adherence was evaluated in 7 (6%) 

of the included trials. Methodology varied according to the intervention. 

Literature review: Not performed since assessment of this outcome is treatment specific.  

Panel discussion summary: This is an intervention specific outcome. Trialists should 

describe transparently the methodology used for evaluating treatment adherence. 

Recommendation: his outcome was considered intervention specific. Methods for assessing 

treatment adherence should be clearly reported (Strong recommendation). 

  



 

 Outcome measurement instruments: Research agenda 

Death from COPD exacerbation. 

- Development and implementation of standardized methodology for determining the cause 

of death during an acute event, such as an acute exacerbation. 

Treatment success. 

- Development of objective and accurate methods for confirming treatment success. 

- Development of objective and accurate methods for confirming cure. 

- Quantification of the duration of exacerbations and identification of timepoints when the 

evaluation of treatment success is sensitive to treatment effect. 

Need for hospital admission for the presenting exacerbation. 

- There is a need for novel instruments that could consistently capture the need for 

monitoring or care intensification that is traditionally offered in a hospital setting. 

Need for admission to the intensive care unit for the presenting exacerbation. 

- Standardization of the indications and contra-indications for (i) admission to the intensive 

care unit, and (ii) mechanical ventilation, of patients with COPD exacerbations. 

Levels of oxygen and carbon dioxide in the blood (arterial blood gases). 

- Development of instruments that will allow for comparison of the levels of oxygen and 

carbon dioxide in the blood of patients receiving different levels of supplemental oxygen. 

- Development and validation of non-invasive methods for estimating the levels of carbon 

dioxide in the blood. 

Breathlessness. 

- Formal evaluation/ comparison of measurement properties of instruments used to evaluate 

breathlessness during COPD exacerbations. 

Health related quality of life. 

- Formal evaluation/ comparison of measurement properties of instruments used to evaluate 

quality of life during COPD exacerbations. 

Activities of daily living. 

- Formal evaluation/ validation of the properties of instruments used to measure activities of 

daily living during and after a COPD exacerbation, using the COSMIN methodology. 

- The Capacity of Daily Living in the Morning (CDLM) questionnaire focuses on morning 

activities. Evaluation of other tools evaluating activities throughout the day. 

- Development of validated translations of the selected instruments and confirmation of 

cross- cultural validity. 

Worsening of symptoms after the initial treatment. 



- Formal evaluation of the measurement properties of tools that could be used to identify 

worsening of symptoms after the initial treatment (such as the EXACT-PRO [64]). 

Disease progression. 

- Development novel and simple methods for evaluating the impact of exacerbations on 

disease progression. 

- Evaluation of the role of other pulmonary function parameters in evaluating the impact of 

exacerbations on disease progression (e.g. lung volumes, diffusion capacity). 

- Could change in the computed tomography (CT) of the chest compared to baseline reveal 

the impact of the exacerbation on disease progression (e.g. the extent of emphysema 

quantified by loss of lung density, or changes in the diameter of the pulmonary artery).  

Future exacerbations. 

- Development of consistent methods for differentiating a prolonged exacerbation from the 

onset of a new exacerbation. 

- Development and validation of methodology for differentiating different types of COPD 

exacerbations. 

Future hospital admissions. 

See: Need for hospital admission for the index exacerbation. 

Development of resistant bacteria. 

- Assessment of the additional information offered by conducting sputum induction to assess 

for bacterial resistance in patients recovering from a COPD exacerbation. 

- Evaluation of the sensitivity of different types of samples (respiratory or non-respiratory) in 

evaluating bacterial resistance.  

 

 

  



 Consensus meeting participants 

First consensus meeting: Finalization of the Core Outcome Set 

1. Patients with COPD and patient representatives 

Name (if consented) Country 

Arrowsmith, Christine UK 

Branch, Kay UK 

Bruce, Elaine Ireland 

Coleman, Courtney UK (ELF representative) 

Jessica Denning UK (ELF representative) 

Jensen, Bo Hammer Denmark 

Hood, David UK 

Janssen, Elly Netherlands 

Jelen, Tessa UK 

Linnell, John USA 

Jonsdottir, Aldis Iceland 

Meggitt, Richard Australia 

Preston, Allan UK 

Ratcliffe, John Australia 

Ruttle, John Australia 

Winders, Tonya USA 

Vinuela, Alfonso Spain 
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 Expanded discussion 

9.1 Comparison with other outcome prioritization initiatives 

While this is the first formal core outcome set for COPD exacerbations outcomes have been 

prioritized by two other initiatives. 

First, COPD exacerbations outcomes have also been assessed and prioritized by the eo-Drive 

trial group (Eosinophil-driven corticotherapy for patients hospitalized for COPD Exacerbations, 

NCT04234360). Consensus was developed through a Delphi survey involving 21 French 

clinical academics with expertise in COPD exacerbation trials [65]. In general, the outcomes 

that were selected by that group were consistent with our core outcome set. Our panel 

included additional safety outcomes (serious adverse events and development of bacterial 

resistance), which may have been considered of less importance for the eo-Drive trial as the 

safety profile of systemic corticosteroids has been thoroughly evaluated in previous studies.  

Moreover, disease progression, activities of daily living and quality of life were not prioritized 

for evaluation in the eo-Drive study either. The lack of validated instruments for assessing 

some of these outcomes in the context of an exacerbation trial may have discouraged the eo-

Drive group. Moreover, the eo-Drive trial will recruit participants upon presentation with an 

exacerbation; therefore, assessment of disease progression is not possible. On the other 

hand, the multi-stakeholder involvement and rigorous methodological research may have 

allowed our panel to identify additional outcomes that may be more relevant to patients. For 

example, ADL were not captured in the longlist of outcomes assessed by the French group. 

While this core outcome set and measurement instruments were developed for clinical trials 

on the management of COPD exacerbations, it would be important to be captured in relevant 

systematic reviews, meta-analyses and, also, observational studies. Their adoption in 

observational studies would enhance the comparability with trial results and interpretability of 

the complete body of available evidence. Finally, well-conducted observational studies could 

facilitate the validation and optimization of the measurement instruments recommended for 

each outcome. The Collaboration In COPD ExaceRbatiOns (CICERO) ERS Clinical Research 



Collaboration has recently developed standards for clinical assessment, management and 

follow-up of acute hospitalised exacerbations of COPD [66]. These also include research 

recommendations, about outcomes that should be measured in relevant observational studies 

[66]. These largely overlap with the core outcomes that were prioritized by this panel. The 

CICERO panel also recommended the evaluation of new or worsening comorbidities following 

the index exacerbation event (such as diabetes or osteoporosis) and increase in short-acting 

inhaled therapy. On the other hand, activities of daily living, disease progression, development 

of resistant bacteria and development of pneumonia were not considered by that initiative. 

There was agreement between the two groups in all other outcomes. These differences may 

result from the different scope of the two projects as the COS-AECOPD ERS Task Force 

developed a core outcome set for clinical trials evaluating the management of COPD 

exacerbations, while CICERO developed standards for clinical practice evaluating the 

management of severe (hospitalized) COPD exacerbations, that were also recommended to 

be captured in clinical research studies. 

Moreover, CICERO did not recommend measurement instruments; therefore, adopting 

recommendations from this task force, could improve comparability across the spectrum of 

clinical research on COPD exacerbations. However, CICERO did recommend the use of 

mMRC dyspnoea index and COPD assessment test for assessing symptoms during a 

hospitalized exacerbation. Our panel recommended the Borg’s scale instead. mMRC was not 

considered sensitive in this setting, since most patients, especially those with severe 

exacerbations, would cluster in Grade 4 (“Too breathless to leave the house or breathless 

when dressing or undressing”). 

9.2 Other challenges in the design of COPD exacerbations RCTs. 

Selection and measurement of outcomes are not the only challenges researchers face when 

designing clinical research on the management of COPD exacerbations. The diagnostic, 

classification and severity grading criteria of exacerbations remain ill-defined, subjective, and 

suboptimal, revealing an urgent unaddressed research need [6, 67, 68]. More specifically, it 



is increasingly understood that exacerbations of different aetiology or characteristics (e.g. 

those caused by bacterial or viral infections, triggered by eosinophilic inflammation, or 

associated with type 2 respiratory failure), represent distinct clinical entities with different 

outcomes, that require personalized management [37, 69-71]. These distinctions should be 

made both in clinical practice and trials, however, adequately validated diagnostic tests are 

still lacking. Extensive, well-designed studies and international collaboration are needed to 

address these issues.  

 

9.3 Justification of the protocol deviations 

The methodology of this task force was prospectively published and transparent. However, on 

two occasions we had to deviate from the protocol. While we were planning on including a 

fourth stakeholder group in the Delphi survey, consisting of regulators, policymakers, guideline 

methodologists or those working in health technology assessment organizations, we did not 

manage to attract adequate responses to consider this group independently. However, this 

stakeholder group was represented in the consensus meetings. In addition, we had to change 

the threshold for excluding outcomes based on the results of the Delphi survey. Initially, we 

had planned on excluding outcomes that were considered non-critical by at least 50% of the 

Delphi survey participants from each stakeholder group. However, due to the coronavirus 

disease 19 (COVID-19) pandemic, we had to switch our planned face-to-face consensus 

meeting to two virtual meetings. Conducting virtual multi-stakeholder consensus meetings 

involving lay participants is challenging and time-consuming. Drawing on the experience 

amassed by the COMET initiative while facilitating similar, virtual consensus meetings during 

the pandemic, we decided to further consider during the consensus meetings only outcomes 

that had been rated as critical by at least one stakeholder group. This approach allowed a 

more thorough and constructive discussion and more confident consensus decisions for the 

outcomes that were considered. Moreover, none of the consensus meeting participants 

suggested that any of the other outcomes should have been considered. 



 

9.4 Dissemination strategy 

Uptake in future, relevant clinical trials is a crucial challenge for core outcome sets and for this 

reason, we have developed an implementation strategy. Firstly, we attempted to engage in 

the development of this core set all relevant stakeholders globally, through the Delphi survey 

and the consensus meetings. Moreover, the resulting set is endorsed by the ERS, adopted by 

the DECODE-NET (DisEntangling Chronic Obstructive pulmonary Disease Exacerbations – 

an international clinical trials NETwork) [72], and registered with the COMET Initiative. We 

intend to disseminate this document to clinical researchers with similar research interests and 

sponsors of COPD exacerbations trials, that completed the Delphi survey, or were identified 

through our methodological systematic reviews. The document will also be disseminated to 

relevant professional organizations, health technology assessment and guideline 

development groups, policymakers and regulators. Finally, a plain English description of this 

document will be shared with patient organizations and the lay participants of the Delphi 

survey and consensus group meetings. 
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