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1. list of abbreviations and definition of terms
In the present protocol the following abbreviations and specific terms are used:
	Abbreviation 
	Explanation

	AI
	Asymmetry Index

	CFA
	Correction Factor for Asymmetry

	COPD
	Chronic Obstructive Pulmonary Disease 

	DI 
	Disagreement index 

	ICMJE
	International Committee of Medical Journal Editors  

	IPR
	Interpercentile Range 

	IPRAS
	IPR Adjusted for Symmetry 

	IPRCP 
	Central Point of IPR 

	IQR
	Interquartile Range

	LABA
	Long-Acting Beta-Agonists

	LAMA
	Long-Acting Muscarinic Antagonists 

	SC 
	Steering Committee 


2. amendments and updates

No protocol amendments and/or updates have been applied. This is the original protocol.

3. PROJECT METHODOLOGY
Overview of the Project Methodology and the Delphi Technique
This is a Delphi Consensus Project that aims to generate a national consensus based on experts’ opinions on the position of triple therapies in Chronic obstructive pulmonary disease (COPD). 
The Delphi technique is a systematic and structured process of developing consensus using the collective opinion of panel members which has gained acceptance in diverse fields of medicine. It enables generation of insights on complex or controversial topics for which the available evidence is either incomplete or unclear. In addition, it allows the opinions of a group of experts to be explored and unified without the difficulties and inconveniences inherent to face-to-face consensus methods, such as displacements or the biases of influence or non-confidential interaction [
,
,
]. 
There is no restriction on the number of rounds that can be conducted but two or three rounds are most common [
,
]. Between rounds the group’s responses are analyzed, summarized, and communicated back to the participants, a process called controlled feedback. This is repeated until consensus is reached, or for a planned number of rounds depending on the research question. The process typically ends once acceptable level of consensus has been reached, however, there is no universally agreed cut-off. 

For this project, a three-round Delphi survey will be conducted via an on-line platform and the study will be carried out in 5 phases: 
(a) Formation of the steering committee (SC), which will be responsible among others for proposing the panel of experts and drafting the survey questionnaires; the composition and role of the SC is described in Section 4.1.1. 
(b) Formation of an expert panel of professionals with a special interest and experience in the field of COPD, with the exclusive task of completing the survey; 
(c) On-line survey for up to 3 rounds;
(d) Compilation, analysis of results and discussion of conclusions in a face-to-face or virtual meeting of the SC members;
(e) Preparation of the publication and dissemination of the results.

3.1.1. Anonymity

The Delphi method leverages anonymity in the process, which assures the free and unbiased expression of opinions provided by the experts. 
Nevertheless, complete anonymity is not feasible in this Delphi project because the Project Initiator Group will also act as the SC and all SC members will have voting rights. Considering this, a modified Delphi method will be followed implementing partial and quasi-anonymity throughout the process [
]. The concept of ‘quasi-anonymity’ allows the researcher team (SC) to know the identity of the experts, and allow the experts to know who else is participating; however, no one involved in the project is made aware of the response or opinion of any individual panellist.
In this way, the SC members will be aware of the identity of all expert panel members, but the opinions and judgements of the individual participants will remain anonymous. Furthermore, the expert panel (excluding the SC members) will only be aware of the identity of the SC members but not of the other panellists. 

3.1.2. Web-Based Survey System 
The web-based survey system will be designed by the designated Contract Research Organisation (CRO) (OPTIMAPHARM Greece) and will adhere to all applicable data protection regulations and requirements with regard to electronic records and database validation. 
Survey responses will be collected online utilising an encrypted internet server. There will be no hard copies involved. 
Data will be stored for the duration of the project only, and then they will be deleted. 
4. Steering Committee and Project Facilitator
4.1.1. Formation and Role of the Steering Committee 

The Project Initiator Group, i.e., the group driving this Delphi consensus initiative, will also act as the SC of this project.

The SC consists of national experts in COPD and is composed of the following members displayed in alphabetical order: 

· Hillas Georgios
· Kostikas Konstantinos
· Loukides Stylianos
· Papaioannou Andriana  
· Tzanakis Nikolaos

· Vassilakopoulos Theodoros 
The SC will be actively involved in the entire process of the project, including the preparation phase, the brainstorming process and preparation of the survey questionnaires, the implementation process, the conclusion phase and the publication preparation. Furthermore, all members of the SC will take part in the voting rounds of the Delphi process while preserving a strict anonymity of their responses.
In summary, the role of the SC is described below:
· Definition of the problem to be addressed through the Delphi process.
· Preparation of the Delphi protocol where the project objectives, methodology to be followed, decision rules, consensus and non-consensus, stopping rules of the survey, and publication policy are defined.
· Definition of the eligibility criteria for panelist selection and preparation of the initial list of the experts to be invited. 
· Invitation of the experts and formation of the final list with the participating panelists. 

· Agreement on the key topics/themes into which items/statements to be rated will be classified.
· Systemic literature review to identify the issues that should be discussed/debated through the Delphi process.
· Preparation of the Questionnaire for all rounds.
· Form the decision rules, and apply the corresponding actions after each survey round. For statements that will not have achieved consensus after the survey rounds will be stopped, the SC will decide on each item individually based on internal consensus among its members, taking into consideration the aggregate input provided by the expert panel. 
· Review and approval of the project report that will be prepared by the designated CRO and agree on the target medical journal and timelines for publication. 
· Preparation, review and approval of the publication.

4.1.2. Project Facilitator

The entire project process will be moderated by a project facilitator who will undertake the overall coordination of all project phases, assist in literature review, manage participants invitations, test the web-based survey system, hold all correspondence with the external web-based survey system provider (CRO) and the panelists, and organize the SC meetings. 
5. Expert Panel 
5.1.1. Expert Panel Selection

Panel members will be respiratory medicine specialists and will be proposed by the SC with the criterion of being representatives of their medical specialty with impact on decision-making in respiratory care, professional recognition for their experience and scientific opinion and special interest in the field of COPD.  
Current employees in the pharmaceutical industry, or those who will have such employment in the upcoming 12 months or ownership in a pharmaceutical company or any other conflict of interest with the present project will be excluded.
Before beginning to answer the first round of the survey, the experts will be requested to answer a series of questions about their area of focus (patient care, research, both patient care and research), years of professional practice in respiratory care focusing on COPD, work setting, and location of practice. In addition, key demographic information including their sex and age range will be collected.
5.1.2. Panel Size 

Sample size principles in Delphi consensus projects differ from those in other surveys. In particular, the size of the expert group needed for participation in any Delphi study does not depend on statistical power as such projects use qualitative research techniques, while representativeness is assessed based on the quality characteristics of the sample rather than its size [
,
]. 

With regard to the optimal number of panelists for Delphi studies, agreement is currently lacking, while there is no clear recommendation or unequivocal definition of "small" or "large" sample [
,
,
,
], and this is reasonable because the panel size, as mentioned above, is purposively selected and it is highly dependent on the problem being investigated. In general, a panel size of at least 10 and at most 50 participants has been proposed [
], whereas it has also been suggested that the sample size shall depend on whether the group of panelists is homogenous or heterogeneous, with a sample of 15-30 being proposed considering a homogeneous sample from the same discipline, otherwise 5-10 participants per category from different professional groupings are recommended [
,
,
]. 
Along these lines and taking into account the homogeneity of the sample to be included in this project, panel selection will initially include a minimum of 27 experts (including the SC members) aiming to complete the process with at least 21 experts, assuming a maximum dropout rate of 20% over the three rounds in accordance with previous Delphi studies [
,
,
,
,
].
5.1.3. Contacts with Panellists
Once candidate panelists are selected, the project facilitator will make a preliminary telephone contact to establish their interest and availability. Those who express their willingness to participate in the panel process will afterwards receive an invitation letter via email explaining the purpose and the process of the project. 
Participants will be given 7 calendar days following the receipt of the invitation to reply to the email indicating their formal agreement and consent to participate. 
A sample of the invitation letter to be sent is provided in Appendix 1 (Section 15.1). 
6. Format of the Survey Questionnaires
The first round of the survey will include 54 statements/questions all of which will employ closed-ended responses.  
A single type of rating scale will be implemented for all questions. 
Specifically, a nine-point Likert-type ordinal scale (with the anchors: 1=strongly disagree; 5=undecided; 9=strongly agree) will be used, according to the format developed in the RAND/UCLA Appropriateness Method User’s Manual [
]. It is noted that a nine-point scale was selected as it is the most frequently used in Delphi studies [3,
,
].
A sample of the scale is provided below.

	Do you think it is appropriate therapeutic choice to………..

	⃝ 1
	⃝ 2
	⃝ 3
	⃝ 4
	⃝ 5
	⃝ 6
	⃝ 7
	⃝ 8
	⃝ 9

	Strongly disagree
	Disagree
	Moderately disagree
	Slightly disagree
	Undecided
	Slightly agree
	Moderately agree
	Agree
	Strongly agree

	INAPPROPRIATE 
	UNCERTAIN 
	APPROPRIATE


The 54 statements will be grouped into 3 themes/domains covering the following areas: 

· Triple therapy initial/starting position (comprising 33 items) 

· The items of this theme will be further classified into subcategories examining the impact of exacerbation frequency/severity (according to lung function, blood eosinophils, bronchodilation reversibility), smoking habit, symptoms, and comorbidities on the decision-making to start therapy with triple combination in COPD patients. 

· Step-up to triple therapy from LABA/LAMA (comprising 11 items)

· The items of this theme will be further classified into subcategories examining the impact of exacerbation frequency/severity (according to lung function, blood eosinophils, bronchodilation reversibility) and comorbidities on the decision-making to escalate from LABA/LAMA to therapy with triple combination. 

· Step-down from triple therapy to LABA/LAMA (comprising 10 items)

· The items of this theme will be further classified into subcategories examining the impact of no exacerbations and of one moderate exacerbation on the decision-making to de-escalate  from triple therapy to LABA/MALA. 
A sample of the Round 1 Survey Questionnaire is available as a stand-alone document. 

7. Stopping Rules and Definition of Consensus 
In the Delphi method, the definition of consensus among the participants is not established. The researchers determine how to measure the degree of agreement and the cut-off used to define the consensus. 
Because the definition of the RAND group [22] is the most widely used, the SC adopted this approach and the RAND/UCLA appropriateness method will be used to analyze the responses from each round.
As mentioned in Section 6, participants will be requested to rate the appropriateness of each therapeutic choice, separately, on a scale from 1 to 9, where:

· 1 represents strong disagreement (i.e., the proposed therapeutic choice is absolutely inappropriate) 
· 9 represents strong agreement (i.e., the proposed therapeutic choice is absolutely appropriate), and 
· 5 corresponds to a neutral opinion about the appropriateness of a given therapeutic choice.  
Based on RAND/UCLA appropriateness method, the median rating of all panelists and the dispersion of each panel rating will be used to estimate the index of appropriateness and consensus for each individual statement.

This involves calculating the following metrics for each statement being rated: 

· Median score 
· Interpercentile range (IPR) (33th and 67th) 
· IPR adjusted for symmetry (IPRAS), and 
· Disagreement index (DI) 
The median score will be calculated to measure central tendency whereas IPRAS serves as a measure of the level of dispersion of the ratings. IPRAS depends on the internal symmetry of the assessments and is the threshold beyond which the IPR for a particular item indicates disagreement, i.e., lack of consensus. 
The DI will be calculated using the equations shown below:
	· Lower limit IPR
	=33rd percentile of the series of ratings

	· Upper limit IPR
	=67th percentile of the series of ratings

	· IPR
	=(Upper limit IPR) – (Lower Limit IPR)

	· Central point of IPR (IPRCP)
	=([Upper limit IPT] + [Lower limit IPR])/2

	· Asymmetry Index (AI)
	=(5) - (IPRCP)

	
	Note: The AI is simply the distance between the central point of the IPR and 5, where 5 is the natural centre point of a 9-point scale.

	· IPRAS
	=IPRr + (CFA * AI) = (2.35) + (1.5 * AI)

	
	Note: IPRr is the ‘interpercentile range required for disagreement’ when there is perfect symmetry. This is set at a constant of 2.35, as determined by the original validation studies conducted by the RAND Corporation. The CFA is the ‘correction factor for asymmetry’, which is a constant set at 1.5 [22].

	· Disagreement Index (DI)
	=IPR / IPRAS


The median score will be used to determine the level of appropriateness for a given item (i.e., proposed therapeutic choice), and the DI to determine the consensus for this item. 
Based on the DI, it will be decided whether agreement (consensus) or disagreement (lack of consensus) exist for each rated statement as follows:  

· Agreement (consensus) will be considered when the DI ≤ 1 (i.e., IPR ≤ IPRAS indicating that there is no extreme dispersion of scores); it is noted that the lower the DI, the lower the level of disagreement (i.e., the higher the level of agreement).
· Disagreement (lack of consensus) will be established when the DI > 1 (i.e., IPR > IPRAS indicating ‘extreme variation’ in ratings).
Based on the above, for the analysis of the responses of all project rounds, appropriateness and consensus for each item will be determined in alignment with the RAND/UCLA definitions as follows:

· “Appropriate”: panel median of 7 - 9, without disagreement (i.e., with DI ≤1)
· “Uncertain”: panel median of 4 - 6, OR any median with disagreement (i.e., with DI >1)
· “Inappropriate”: panel median of 1 - 3, without disagreement (i.e., with DI ≤1)
The above definitions are applicable to any rating done by an odd number of panelists. If there are an even number of panelists, a decision must be made about how to treat median ratings that fall exactly between the 3-point boundaries, that is, medians of 3.5 and 6.5. The most common approach is to include these medians in the higher appropriateness category, so that a median of 6.5 would be appropriate, and one of 3.5 would be uncertain [22].
Considering the aforementioned, in case that the final number of panelists is even the definitions will be:

· “Appropriate”: panel median of 6.5 - 9, without disagreement

· “Uncertain”: panel median of 3.5 - 6.4, OR any median with disagreement

· “Inappropriate”: panel median of 1 - 3.4, without disagreement.
8. Project Rounds, Completion Time and Reminders
The Delphi process for this project will consist of up to 3 rounds of web-based on-line surveys. 
It is envisaged that each round will take up to 1.5 hours to complete. 
Each round of the survey will be open for 21 calendar days, after which the link will expire. 
Reminders emails will be sent to the panelists 7, 14 and 20 days following the administration of each round of the survey aiming to ensure the highest possible response rate. 
8.1.1. First Round 

This Round 1 Questionnaire is the longest of the three since those items reaching expert consensus will be removed from the Round 2 Questionnaire. 
The invitation and questionnaire for the first round will be sent to the selected experts. 
The data will be analyzed after collection by the designated CRO. The statements that will not reach consensus will be fed back in the second round to provide the participants an opportunity to possibly amend their answers based on the other participants’ opinions.
8.1.2. Second Round

The experts who participated in the first round will be invited to respond to the second round of the Delphi questionnaire. Experts will be reminded that the new version of the questionnaire is similar to the one that they completed in the first round after the elimination of the items that already reached consensus. 
For the second round, each statement will be accompanied by a free-text box in which qualitative responses and comments justifying experts’ rating can be entered. 
Furthermore, panelists will be provided with feedback about how the panel as a whole and they as individuals rated each statement of the first round that is also included in the second round. 
In summary, the second round will consist of a survey with statements comprised of:

· items that may require rewording for clarification 
· items that showed disagreement (lack of consensus) among the participants (DI>1), and 
· items that received a median rating of 4-6 or 3.5–6.4 (as applicable) (“uncertain” appropriateness). 

For items that will be deemed “uncertain” or “with disagreement”, the panel will be given the frequencies of each rating and the median value of the panel ratings from the first round, putting an asterisk (*) beside of the panelist’s own response, and a modified version of the statement that they will be asked to rate. 
An example is provided below: 
	Statement #X

	Frequencies of the panel ratings 
	6
	2
	2
	3
	8
	1
	
	2
	2
	Median value

	The asterisk (*) indicates your rating in previous round
	1
	2
	3
	4
	5
	6*
	7
	8
	9
	4.5


The information provided to experts between one questionnaire and the following will be an overview, with total anonymity preserved among the experts from start to finish. This anonymity gives them the freedom to retract their initial response at any time if considered appropriate without the other experts being aware of it. 
The collected responses will be then analyzed, and the third-round questionnaire will be generated keeping only those items for which consensus has not been reached.
8.1.3. Third Round 

This is the last round of the Delphi process. The experts who responded to the previous two rounds will receive the new version of the questionnaire together with the results of the second round for soliciting feedback. 
Similarly to the second-round process, panelists will be shown their previous rating, the frequencies of the ratings and the median expert group rating, and in addition any free-text comments that may be collected during the second round. 
The deadline for responses shall be the same as in the previous round. The results will be analyzed again once the responses are collected and the designated CRO will prepare a final report of the consensus reached at the end of the three rounds, which will be sent to the members of the SC. The SC will afterwards send the report to the expert panel thanking them for their participation and collaboration in the context of the project. 
To complete the Delphi process, participants will be required to respond across all three rounds. Therefore, those who did not respond to Round 2 will not be invited to participate in Round 3. 

The final report will be sent only to the experts who participate from start to finish and exclude all experts who drop out in any round of the project or decide not to participate. 

9. Project TIMELINES
The project is planned to be carried out between January and July 2023 (phases ‘a’ to ‘d’ as described in Section 3.1), with electronic mail as a means of distribution. 
The results are anticipated to be published by the end of 2023.

The anticipated duration of the project phases is described in the Table below.

	Completion time for Round 1 questionnaire
	3 weeks

	Collection and analysis of Round 1 Questionnaire responses and preparation of Round 2 questionnaire
	5 weeks

	Completion time for Round 2 questionnaire
	3 weeks

	Collection and analysis of Round 2 Questionnaire responses and preparation of Round 3 questionnaire
	5 weeks

	Completion time for Round 3 questionnaire
	3 weeks

	Collection and analysis of Round 3 Questionnaire responses and preparation of final project report
	6 weeks

	First draft of the manuscript upon approval of the final project report by the SC
	8 weeks


10. data analysis and statistics
The demographic information of the panellists will be summarised with descriptive statistics including absolute and relative frequencies.

In order to analyse the group opinion regarding each statement and for the interpretative purposes of the Likert-type scale questions, the presentation of the answers will be systematised by grouping the range of possible values between 1 and 9 into 3 levels: 1-3, 4-6, 7-9. Furthermore, for each statement the median, interquartile range [IQR; Q1 (25%) and Q3 (75%)], IPR, IPRAS, and DI will be calculated and presented in a tabular way along with decision on whether consensus has been reached and if ‘yes’ the respective conclusion about the appropriateness of the therapeutic choice. An example of the results’ tabular presentation is displayed below.
	
	Group Ratings
	Median
	Q1
	Q3
	IPR
	IPRAS
	DI
	Consensus
	Conclusion

	
	1,2,3
	4,5,6
	7,8,9
	
	
	
	
	
	
	
	

	
	N (%)
	N (%)
	N (%)
	
	
	
	
	
	
	
	

	Statement#1
	x (x)
	x (x)
	x (x)
	x
	x
	x
	x
	x
	x
	Yes (If DI≤1)
	Appropriate, Inappropriate, or uncertain appropriateness of the therapeutic choice 

	Statement#2
	x (x)
	x (x)
	x (x)
	x
	x
	x
	x
	x
	x
	No (If DI>1)
	No consensus

	………
	…….
	…….
	…….
	…….
	……
	…..
	…….
	…….
	…….
	…….
	…….


The data will be analysed using the statistical package SAS (SAS Institute Inc., Cary, NC, USA) (most updated version at the time of analysis).
11. Ethics, Confidentiality, informed consent, and data protection
No formal ethics approval is required. Survey responses will be collated anonymously using an identifying number known only to the participant and the web-based system administrator and data processor (OPTIMAPHARM Greece). In addition, any project-related data will be presented at an aggregate level only, and all responses received in the context of the project will be kept confidential, and identities of individual participants will not be divulged.  As such, it will not be possible to identify an individual participant. 
Rights involved in the project will be explained at the outset and will be described in the invitation to be sent at each candidate participant separately. Each participant will be informed that by returning the completed and signed “eSignature & Account Compliance Statement” form that will accompany the invitation, (s)he will imply their consent to take part in the project. 
Participants will also be informed that taking part in this project is voluntary and that they can withdraw from participating at this project at any time while completing the survey by exiting the survey through log-out from the webpage.

It is expected that the information collected during this project will be analyzed and will be published and presented to the scientific community at meetings and in medical journals; in such cases, participants identity and individual ratings to the survey statements will remain confidential and participants will only be named as contributors in the acknowledgements section. 

Survey responses will be collected online using a secure internet server and retained for the duration of the project.

12. financial support of the project

This project will be funded by AstraZeneca. The role of AstraZeneca is restricted to financing.   AstraZeneca will not be involved in any phase or process of the project including expert recruitment, questionnaire formulation, administration or evaluation, statistical analysis, report preparation and results interpretation, and writing of the publication. 
13. publication plan
The report of this Delphi consensus project will be submitted for publication. The publication strategy and the authors’ list will be agreed among the members of the SC.
Delphi participants who will complete all rounds of the study will be listed in the final publication in the acknowledgement section. However, the project will be partially anonymised and participants will not be known to each other during the survey rounds, except for the SC members (including the project facilitator who will handle the invitations and all contacts throughout the project).
Publication procedure will be determined based on the Uniform Requirements for Manuscripts Submitted to Biomedical Journals of the International Committee of Medical Journal Editors (ICMJE). 
Regarding authorship of publication the following 3 criteria must be satisfied: 

· Authors must make substantial contributions to the conception and design of the study, acquisition of data, or analysis of data and interpretation of results.

· Authors must draft the publication or, during draft review, provide contributions (data analysis, interpretation, or other important intellectual content) leading to significant revision of the manuscript with agreement by the other authors.

Authors must provide written approval of the final draft version of the publication prior to submission.  
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Table 1
Panelist characteristics
	Panelist  characteristics; Panel number: N=27

	
	 N (%)

	Sex

	Male
	18 (66.7%)

	Female
	9 (33.3%)

	Age

	40-49
	9 (33.3%)

	50-59
	15 (55.6%)

	60-69
	3 (11.1%)

	Area of focus

	Patient care
	5 (18.5%)

	Both patient care and research
	22 (81.5%)

	Years of practice in respiratory care focusing on COPD

	6-10 years
	2 (7.4%)

	11-15 years
	5 (18.5%)

	16-20 years
	8 (29.6%)

	21-25 years
	9 (33.3%)

	31-35 years
	3 (11.1%)

	Work setting

	Publicly owned non-academic
	7 (25.9%)

	Publicly owned academic (university)
	15 (55.6%)

	Publicly owned hospital/institution/clinic
	3 (11.1%)

	Private practice
	9 (33.3%)

	Pattern of work setting

	Publicly owned academic (university)
	11 (40.7%)

	Publicly owned non-academic
	6 (22.2%)

	Private practice
	4 (14.8%)

	Privately owned hospital/institution/clinic & Private practice
	2 (7.4%)

	Publicly owned academic (university) & Private practice
	2 (7.4%)

	Publicly owned academic (university) & Privately owned hospital/institution/clinic & Private practice
	1 (3.7%)

	Publicly owned non-academic & Publicly owned academic (university)
	1 (3.7%)

	Location of practice

	Attica
	13 (48.1%)

	Thessaloniki
	4 (14.8%)

	Ioannina
	2 (7.4%)

	Larisa
	2 (7.4%)

	Crete
	3 (11.1%)

	Alexandroupolis
	1 (3.7%)

	Katerini
	1 (3.7%)

	Trikala
	1 (3.7%)


Table 2
Information on survey rounds, timelines and response rates
	First Round

	Date of initiation:
	6/3/2023

	Date of completion:
	10/4/2023

	Duration of round (days):
	35 (planned: 21)

	Number of participating panelists:
	27

	Panelist response rate:
	27/27 (100%)

	Number of statements:
	54

	Number of all statements reaching consensus:
	24/54 (44.4%)

	Number of all statements not reaching consensus:
	30/54 (55.6%)

	Second Round

	Date of initiation:
	28/4/2023

	Date of completion:
	30/5/2023

	Duration of round (days):
	32 (planned: 21)

	Number of participating panelists:
	27

	Panelist response rate: 
	27/27 (100%)

	Number of statements:
	30

	Number of 2nd round statements reaching consensus:
	17/30 (56.7%)

	Number of 2nd round statements not reaching consensus:
	13/30 (43.3%)

	Number of all statements reaching consensus:
	41/54 (75.9%)

	Number of all statements not-reaching consensus:
	13/54 (24.1%)

	Third Round

	Date of initiation:
	9/6/2023

	Date of completion:
	13/7/2023

	Duration of round (days):
	34 (planned: 21)

	Number of participating panelists:
	26

	Panelist response rate:
	26/27 (96.3%)

	Number of statements:
	13

	Number of 3rd round statements reaching consensus:
	4/13 (30.8%)

	Number of 3rd round statements not reaching consensus:
	9/13 (69.2%)

	Number of all statements reaching consensus:
	45/54 (83.3%)

	Number of all statements not reaching consensus:
	9/54 (16.7%)

	Number of all statements reaching consensus per survey domain:
	

	· Triple therapy initial/starting position:
	28/33 (84.8%)

	· Step-up to triple therapy from LABA/LAMA:
	7/11 (63.6%)

	· Step-down from Triple Therapy to LABA/LAMA:
	10/10 (100%)


Supplementary Figure 1 : Survey round flow chart 
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Table 3
 Detailed summary statistics and indexes per statement
	Detailed summary statistics and indexes per statement; Number of panelists: N=27

	
	
	Group ratings
	

	
	
	1,2,3
N (%)
	4,5,6
N (%)
	7,8,9
N (%)
	Median
	Q1
	Q3
	IPR
	IPRAS
	DI
	Consensus
	Conclusion

	Triple therapy initial/starting position (33 statements 1a – 7d)

	Do you think it is appropriate therapeutic choice to start therapy with triple combination in undiagnosed untreated COPD patients (without prior COPD diagnosis and therapy) who:

	1. Examining the impact of exacerbation frequency/severity according to lung function

	1
	1a: Experienced a severe exacerbation, required hospitalization and have FEV1>50%?
	9 (33.3%)
	2 (7.4%)
	16 (59.3%)
	7
	2
	7
	4
	2.35
	1.70
	No
	Uncertain

	2
	1b: Experienced a severe exacerbation, required hospitalization and have FEV1<50%?
	5 (18.5%)
	2 (7.4%)
	20 (74.1%)
	8
	6
	9
	2
	-2.15
	-0.93
	Yes
	Appropriate

	3
	1c: Experienced a moderate exacerbation and have FEV1<50%?
	13 (48.1%)
	2 (7.4%)
	12 (44.4%)
	4
	2
	8
	5
	3.1
	1.61
	No
	Uncertain

	4
	1d: Experienced a moderate exacerbation and have FEV1>50%?
	23 (85.2%)
	2 (7.4%)
	2 (7.4%)
	2
	2
	3
	0
	6.85
	0.00
	Yes
	Inappropriate

	2. Examining the impact of exacerbation frequency/severity according to BEC
	
	
	
	
	
	
	
	
	
	
	

	5
	2a: Did not experience exacerbations but have an absolute BEC 100-300 cells/μL?
	21 (77.8%)
	4 (14.8%)
	2 (7.4%)
	2
	1
	3
	2
	6.85
	0.29
	Yes
	Inappropriate

	6
	2b: Experienced one moderate exacerbation and have an absolute BEC 100-300 cells/μL?
	19 (70.4%)
	5 (18.5%)
	3 (11.1%)
	3
	2
	4
	1
	6.1
	0.16
	Yes
	Inappropriate

	7
	2c: Experienced one severe exacerbation and have an absolute BEC 100-300 cells/μL?
	7 (25.9%)
	3 (11.1%)
	17 (63.0%)
	8
	3
	8
	2
	-0.65
	-3.08
	Yes
	Appropriate

	8
	2d: Did not experience exacerbations but have an absolute BEC ≥300 cells/μL?
	17 (63.0%)
	7 (25.9%)
	3 (11.1%)
	3
	2
	4
	2
	5.35
	0.37
	Yes
	Inappropriate

	9
	2e: Experienced one moderate exacerbation and have an absolute BEC ≥300 cells/μL?
	1 (3.7%)
	10 (37.0%)
	16 (59.3%)
	7
	6
	8
	2
	-0.65
	-3.08
	Yes
	Appropriate

	10
	2f: Experienced one severe exacerbation and have an absolute BEC ≥300 cells/μL?
	3 (11.1%)
	1 (3.7%)
	23 (85.2%)
	8
	7
	9
	1
	-2.9
	-0.34
	Yes
	Appropriate

	11
	3a: Did not experience exacerbations but have a BDR of 200ml?
	20 (74.1%)
	4 (14.8%)
	3 (11.1%)
	2
	2
	4
	1
	6.1
	0.16
	Yes
	Inappropriate

	3. Examining the impact of exacerbation frequency/severity according to BDR
	
	
	
	
	
	
	
	
	
	
	

	12
	3b: Experienced one moderate exacerbation and have a BDR of 200ml?
	16 (59.3%)
	5 (18.5%)
	6 (22.2%)
	3
	2
	5
	1
	4.6
	0.22
	Yes
	Inappropriate

	13
	3c: Experienced one severe exacerbation and have a BDR of 200ml?
	5 (18.5%)
	4 (14.8%)
	18 (66.7%)
	7
	6
	8
	2
	-0.65
	-3.08
	Yes
	Appropriate

	14
	3d: Did not experience exacerbations but have a BDR of 400ml?
	6 (22.2%)
	3 (11.1%)
	18 (66.7%)
	7
	5
	8
	2
	-0.65
	-3.08
	Yes
	Appropriate

	15
	3e: Experienced one moderate exacerbation and have a BDR of 400ml?
	5 (18.5%)
	5 (18.5%)
	17 (63.0%)
	8
	6
	8
	2
	-0.65
	-3.08
	Yes
	Appropriate

	16
	3f: Experienced one severe exacerbation and have a BDR of 400ml?
	5 (18.5%)
	2 (7.4%)
	20 (74.1%)
	8
	6
	9
	2
	-2.15
	-0.93
	Yes
	Appropriate

	4. Examining the impact of exacerbation frequency/severity according to BDR and BEC

	17
	4a: Did not experience exacerbations but have a BDR of 200ml and BEC ≥300 cells/μL?


	7 (25.9%)
	2 (7.4%)
	18 (66.7%)
	7
	3
	8
	2
	-0.65
	-3.08
	Yes
	Appropriate

	18
	4b: Did not experience exacerbations but have a BDR of 400ml and BEC 100-300 cells/μL?


	5 (18.5%)
	4 (14.8%)
	18 (66.7%)
	7
	6
	8
	1
	0.1
	10.00
	No
	Uncertain

	19
	4c: Did not experience exacerbations but have a BDR of 400ml and BEC ≥300 cells/μL?


	5 (18.5%)
	2 (7.4%)
	20 (74.1%)
	8
	6
	8
	1
	-1.4
	-0.71
	Yes
	Appropriate

	20
	4d: Experienced one moderate exacerbation but have BDR of 200ml and BEC ≥300 cells/μL?


	3 (11.1%)
	7 (25.9%)
	17 (63.0%)
	7
	6
	8
	2
	-0.65
	-3.08
	Yes
	Appropriate

	21
	4e: Experienced one moderate exacerbation but have a BDR of 400ml and BEC 100-300 cells/μL?
	2 (7.4%)
	7 (25.9%)
	18 (66.7%)
	8
	6
	8
	2
	-0.65
	-3.08
	Yes
	Appropriate

	22
	4f: Experienced one moderate exacerbation but have a BDR of 400ml and BEC ≥300 cells/μL?
	2 (7.4%)
	3 (11.1%)
	22 (81.5%)
	8
	7
	9
	2
	-2.15
	-0.93
	Yes
	Appropriate

	23
	4g: Experienced one severe exacerbation but have a BDR of 200ml and BEC ≥300 cells/μL?
	2 (7.4%)
	1 (3.7%)
	24 (88.9%)
	8
	7
	9
	1
	-2.9
	-0.34
	Yes
	Appropriate

	24
	4h: Experienced one severe exacerbation but have a BDR of 400ml and BEC 100-300 cells/μL?
	2 (7.4%)
	1 (3.7%)
	24 (88.9%)
	8
	8
	9
	1
	-2.9
	-0.34
	Yes
	Appropriate

	25
	4i: Experienced one severe exacerbation but have a BDR of 400ml and BEC ≥300 cells/μL?
	2 (7.4%)
	.
	25 (92.6%)
	9
	8
	9
	1
	-2.9
	-0.34
	Yes
	Appropriate

	5. Examining the impact of smoking habit

	26
	5a: Are current smokers, with one moderate exacerbation, FEV1 50-65% (or moderate) and BDR of 200ml?
	19 (70.4%)
	7 (25.9%)
	1 (3.7%)
	3
	2
	5
	1
	6.1
	0.16
	Yes
	Inappropriate

	27
	5b: Are current smokers, with one moderate exacerbation, FEV1 50-65% (or moderate) and BEC ≥300 cells/μL?
	3 (11.1%)
	12 (44.4%)
	12 (44.4%)
	6
	5
	7
	2
	0.85
	2.35
	No
	Uncertain

	6. Examining the impact of symptoms
	
	
	
	
	
	
	
	
	
	
	

	28
	6a: Have severe dyspnea (MRC≥2) or CAT≥10 and BEC 100-300 cells/μL?
	21 (77.8%)
	4 (14.8%)
	2 (7.4%)
	2
	2
	3
	1
	6.1
	0.16
	Yes
	Inappropriate

	29
	6b: Have severe dyspnea (MRC≥2) or CAT≥10 and BEC ≥300 cells/μL?
	4 (14.8%)
	2 (7.4%)
	21 (77.8%)
	7
	7
	8
	0
	-0.65
	0.00
	Yes
	Appropriate

	7. Examining the impact of comorbidities
	
	
	
	
	
	
	
	
	
	
	

	30
	7a: Suffer from CV comorbidities?
	19 (70.4%)
	6 (22.2%)
	2 (7.4%)
	3
	2
	6
	1
	6.1
	0.16
	Yes
	Inappropriate

	31
	7b: Have experienced 1 severe AECOPD in the previous year, have BDR 400ml who suffer from DM?
	2 (7.4%)
	6 (22.2%)
	19 (70.4%)
	7
	6
	8
	1
	-1.4
	-0.71
	Yes
	Appropriate

	32
	7c: Have experienced 1 severe AECOPD in the previous year, have a BEC ≥300 cells/μL who suffer from DM?
	2 (7.4%)
	7 (25.9%)
	18 (66.7%)
	7
	6
	8
	2
	-0.65
	-3.08
	Yes
	Appropriate

	33
	7d: Have experienced 1 severe AECOPD in the previous year, have a BEC ≥300 cells/μL who suffer from bronchiectasis?
	6 (22.2%)
	6 (22.2%)
	15 (55.6%)
	7
	4
	8
	3
	1.6
	1.88
	No
	Uncertain

	Step-up to triple therapy from LABA/LAMA (11 statements 8a – 11d)

	Do you think it is appropriate therapeutic choice to escalate to an ICS/LABA/LAMA combination in COPD patients under treatment with a LABA/LAMA:

	8. Examining the impact of exacerbation frequency/severity according to lung function

	34
	8a: With FEV1>50% who had one moderate exacerbation in the previous 12 months in order to prevent a future exacerbation?
	4 (14.8%)
	14 (51.9%)
	9 (33.3%)
	6
	4
	7
	2
	0.85
	2.35
	No
	Uncertain

	35
	8b: With FEV1<50% who had one moderate exacerbation in the previous 12 months in order to prevent a future exacerbation?
	2 (7.4%)
	8 (29.6%)
	17 (63.0%)
	8
	6
	8
	2
	-0.65
	-3.08
	Yes
	Appropriate

	36
	8c: Who had improvement in their dyspnea and did not have AECOPD but who experience a rapid decline >50ml/year of FEV1 during last year?
	2 (7.4%)
	7 (25.9%)
	18 (66.7%)
	7
	6
	9
	2
	-0.65
	-3.08
	Yes
	Appropriate

	9. Examining the impact of one moderate exacerbation according to blood eosinophils

	37
	9a: Who had one moderate exacerbation and BEC 100-300 cells/μL?
	4 (14.8%)
	13 (48.1%)
	10 (37.0%)
	6
	4
	7
	2
	0.85
	2.35
	No
	Uncertain

	38
	9b: Who had one moderate exacerbation and BEC ≥300 cells/μL?
	.
	3 (11.1%)
	24 (88.9%)
	8
	7
	9
	1
	-1.4
	-0.71
	Yes
	Appropriate

	10. Examining the impact of one moderate exacerbation according to bronchodilation reversibility

	39
	10a: Who had one moderate exacerbation and BDR 200ml?
	3 (11.1%)
	12 (44.4%)
	12 (44.4%)
	6
	4
	7
	2
	0.85
	2.35
	No
	Uncertain

	40
	10b: Who had one moderate exacerbation and BDR 400ml?
	2 (7.4%)
	1 (3.7%)
	24 (88.9%)
	7
	7
	8
	1
	-1.4
	-0.71
	Yes
	Appropriate

	11. Examining the impact of comorbidities

	41
	11a: Who suffer from CV comorbidities?
	16 (59.3%)
	7 (25.9%)
	4 (14.8%)
	3
	2
	6
	3
	4.6
	0.65
	Yes
	Inappropriate

	42
	11b: Who have experienced 1 moderate AECOPD in the previous year, have BDR 400ml who suffer from DM?
	3 (11.1%)
	8 (29.6%)
	16 (59.3%)
	7
	4
	8
	1
	0.1
	10.00
	No
	Uncertain

	43
	11c: Who have experienced 1 moderate AECOPD in the previous year, have BEC ≥300 cells/μL who suffer from DM?
	1 (3.7%)
	9 (33.3%)
	17 (63.0%)
	7
	6
	8
	2
	-0.65
	-3.08
	Yes
	Appropriate

	44
	11d: Who have experienced 1 moderate AECOPD in the previous year, have BEC ≥300 cells/μL who suffer from bronchiectasis?
	4 (14.8%)
	4 (14.8%)
	19 (70.4%)
	7
	6
	8
	1
	-1.4
	-0.71
	Yes
	Appropriate

	Step-Down from Triple Therapy to LABA/LAMA (10 statements 12a – 13e)

	Do you think it is appropriate therapeutic choice to de-escalate from ICS/LABA/LAMA combination to LABA/LAMA in COPD patients:

	12. Examining the impact of no exacerbations

	45
	12a: Who did not experience AECOPD in the previous year, have dyspnea improvement and BEC 100-300 cells/μL?
	3 (11.1%)
	21 (77.8%)
	3 (11.1%)
	5
	4
	6
	2
	2.35
	0.85
	Yes
	Uncertain

	46
	12b: Who did not experience AECOPD in the previous year, have dyspnea improvement and BEC ≥300 cells/μL?
	21 (77.8%)
	3 (11.1%)
	3 (11.1%)
	3
	2
	3
	1
	6.1
	0.16
	Yes
	Inappropriate

	47
	12c: Who did not experience AECOPD in the previous year, have dyspnea improvement and BDR 200ml?
	18 (66.7%)
	7 (25.9%)
	2 (7.4%)
	3
	2
	5
	2
	5.35
	0.37
	Yes
	Inappropriate

	48
	12d: Who did not experience AECOPD in the previous year, have dyspnea improvement and BDR 400ml?
	16 (59.3%)
	6 (22.2%)
	5 (18.5%)
	3
	2
	6
	2
	5.35
	0.37
	Yes
	Inappropriate

	49
	12e: Who did not experience AECOPD in the previous year, have dyspnea improvement and CV comorbidities?
	16 (59.3%)
	6 (22.2%)
	5 (18.5%)
	3
	2
	6
	3
	4.6
	0.65
	Yes
	Inappropriate

	13. Examining the impact of one moderate exacerbation

	50
	13a: With one moderate AECOPD in the previous year, have dyspnea improvement and BEC 100-300 cells/μL?
	16 (59.3%)
	6 (22.2%)
	5 (18.5%)
	3
	2
	5
	2
	5.35
	0.37
	Yes
	Inappropriate

	51
	13b: With one moderate AECOPD in the previous year, have dyspnea improvement and BEC ≥300 cells/μL?
	23 (85.2%)
	1 (3.7%)
	3 (11.1%)
	2
	1
	3
	1
	7.6
	0.13
	Yes
	Inappropriate

	52
	13c: With one moderate AECOPD in the previous year, have dyspnea improvement and BDR 200ml?
	18 (66.7%)
	5 (18.5%)
	4 (14.8%)
	3
	2
	4
	2
	5.35
	0.37
	Yes
	Inappropriate

	53
	13d: With one moderate AECOPD in the previous year, have dyspnea improvement and BDR 400ml?
	22 (81.5%)
	1 (3.7%)
	4 (14.8%)
	2
	1
	3
	2
	6.85
	0.29
	Yes
	Inappropriate

	54
	13e: With one moderate AECOPD in the previous year, have dyspnea improvement and CV comorbidities?
	18 (66.7%)
	6 (22.2%)
	3 (11.1%)
	3
	2
	4
	2
	5.35
	0.37
	Yes
	Inappropriate

	The responses of the second round were carried forward for one participant who did not respond to the third round.
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Table 4
 Synoptic summary statistics and indexes per statement
	Synoptic summary statistics and indexes per statement; Number of panelists: N=27

	
	Group ratings
	

	
	1,2,3
N (%)
	4,5,6
N (%)
	7,8,9
N (%)
	Median
	Consensus
	Conclusion

	Triple therapy initial/starting position (33 statements 1a – 7d)

	Do you think it is appropriate therapeutic choice to start therapy with triple combination in undiagnosed untreated COPD patients (without prior COPD diagnosis and therapy) who:

	1. Examining the impact of exacerbation frequency/severity according to lung function
	
	
	
	
	
	

	1a: Experienced a severe exacerbation, required hospitalization and have FEV1>50%?
	9 (33.3%)
	2 (7.4%)
	16 (59.3%)
	7
	No
	Uncertain

	1b: Experienced a severe exacerbation, required hospitalization and have FEV1<50%?
	5 (18.5%)
	2 (7.4%)
	20 (74.1%)
	8
	Yes
	Appropriate

	1c: Experienced a moderate exacerbation and have FEV1<50%?
	13 (48.1%)
	2 (7.4%)
	12 (44.4%)
	4
	No
	Uncertain

	1d: Experienced a moderate exacerbation and have FEV1>50%?
	23 (85.2%)
	2 (7.4%)
	2 (7.4%)
	2
	Yes
	Inappropriate

	2. Examining the impact of exacerbation frequency/severity according to BEC
	
	
	
	
	
	

	2a: Did not experience exacerbations but have an absolute BEC 100-300 cells/μL?
	21 (77.8%)
	4 (14.8%)
	2 (7.4%)
	2
	Yes
	Inappropriate

	2b: Experienced one moderate exacerbation and have an absolute BEC 100-300 cells/μL?
	19 (70.4%)
	5 (18.5%)
	3 (11.1%)
	3
	Yes
	Inappropriate

	2c: Experienced one severe exacerbation and have an absolute BEC 100-300 cells/μL?
	7 (25.9%)
	3 (11.1%)
	17 (63.0%)
	8
	Yes
	Appropriate

	2d: Did not experience exacerbations but have an absolute BEC ≥300 cells/μL?
	17 (63.0%)
	7 (25.9%)
	3 (11.1%)
	3
	Yes
	Inappropriate

	2e: Experienced one moderate exacerbation and have an absolute BEC ≥300 cells/μL?
	1 (3.7%)
	10 (37.0%)
	16 (59.3%)
	7
	Yes
	Appropriate

	2f: Experienced one severe exacerbation and have an absolute BEC ≥300 cells/μL?
	3 (11.1%)
	1 (3.7%)
	23 (85.2%)
	8
	Yes
	Appropriate

	3. Examining the impact of exacerbation frequency/severity according to BDR
	
	
	
	
	
	

	3a: Did not experience exacerbations but have a BDR of 200ml?
	20 (74.1%)
	4 (14.8%)
	3 (11.1%)
	2
	Yes
	Inappropriate

	3b: Experienced one moderate exacerbation and have a BDR of 200ml?
	16 (59.3%)
	5 (18.5%)
	6 (22.2%)
	3
	Yes
	Inappropriate

	3c: Experienced one severe exacerbation and have a BDR of 200ml?
	5 (18.5%)
	4 (14.8%)
	18 (66.7%)
	7
	Yes
	Appropriate

	3d: Did not experience exacerbations but have a BDR of 400ml?
	6 (22.2%)
	3 (11.1%)
	18 (66.7%)
	7
	Yes
	Appropriate

	3e: Experienced one moderate exacerbation and have a BDR of 400ml?
	5 (18.5%)
	5 (18.5%)
	17 (63.0%)
	8
	Yes
	Appropriate

	3f: Experienced one severe exacerbation and have a BDR of 400ml?
	5 (18.5%)
	2 (7.4%)
	20 (74.1%)
	8
	Yes
	Appropriate

	4. Examining the impact of exacerbation frequency/severity according to BDR and BEC
	
	
	
	
	
	

	4a: Did not experience exacerbations but have a BDR of 200ml and BEC ≥300 cells/μL?
	7 (25.9%)
	2 (7.4%)
	18 (66.7%)
	7
	Yes
	Appropriate

	4b: Did not experience exacerbations but have a BDR of 400ml and BEC 100-300 cells/μL?
	5 (18.5%)
	4 (14.8%)
	18 (66.7%)
	7
	No
	Uncertain

	4c: Did not experience exacerbations but have a BDR of 400ml and BEC ≥300 cells/μL?
	5 (18.5%)
	2 (7.4%)
	20 (74.1%)
	8
	Yes
	Appropriate

	4d: Experienced one moderate exacerbation but have a BDR of 200ml and BEC ≥300 cells/μL?
	3 (11.1%)
	7 (25.9%)
	17 (63.0%)
	7
	Yes
	Appropriate

	4e: Experienced one moderate exacerbation but have a BDR of 400ml and BEC 100-300 cells/μL?
	2 (7.4%)
	7 (25.9%)
	18 (66.7%)
	8
	Yes
	Appropriate

	4f: Experienced one moderate exacerbation but have a BDR of 400ml and BEC ≥300 cells/μL?
	2 (7.4%)
	3 (11.1%)
	22 (81.5%)
	8
	Yes
	Appropriate

	4g: Experienced one severe exacerbation but have a BDR of 200ml and BEC ≥300 cells/μL?
	2 (7.4%)
	1 (3.7%)
	24 (88.9%)
	8
	Yes
	Appropriate

	4h: Experienced one severe exacerbation but have a BDR of 400ml and BEC 100-300 cells/μL?
	2 (7.4%)
	1 (3.7%)
	24 (88.9%)
	8
	Yes
	Appropriate

	4i: Experienced one severe exacerbation but have a BDR of 400ml and BEC ≥300 cells/μL?
	2 (7.4%)
	.
	25 (92.6%)
	9
	Yes
	Appropriate

	5. Examining the impact of smoking habit
	
	
	
	
	
	

	5a: Are current smokers, with one moderate exacerbation, FEV1 50-65% (or moderate) and BDR of 200ml?
	19 (70.4%)
	7 (25.9%)
	1 (3.7%)
	3
	Yes
	Inappropriate

	5b: Are current smokers, with one moderate exacerbation, FEV1 50-65% (or moderate) and BEC ≥300 cells/μL?
	3 (11.1%)
	12 (44.4%)
	12 (44.4%)
	6
	No
	Uncertain

	6. Examining the impact of symptoms
	
	
	
	
	
	

	6a: Have severe dyspnea (MRC≥2) or CAT≥10 and BEC 100-300 cells/μL?
	21 (77.8%)
	4 (14.8%)
	2 (7.4%)
	2
	Yes
	Inappropriate

	6b: Have severe dyspnea (MRC≥2) or CAT≥10 and BEC ≥300 cells/μL?
	4 (14.8%)
	2 (7.4%)
	21 (77.8%)
	7
	Yes
	Appropriate

	7. Examining the impact of comorbidities
	
	
	
	
	
	

	7a: Suffer from CV comorbidities?
	19 (70.4%)
	6 (22.2%)
	2 (7.4%)
	3
	Yes
	Inappropriate

	7b: Have experienced 1 severe AECOPD in the previous year, have BDR 400ml who suffer from DM?
	2 (7.4%)
	6 (22.2%)
	19 (70.4%)
	7
	Yes
	Appropriate

	7c: Have experienced 1 severe AECOPD in the previous year, have a BEC ≥300 cells/μL who suffer from DM?
	2 (7.4%)
	7 (25.9%)
	18 (66.7%)
	7
	Yes
	Appropriate

	7d: Have experienced 1 severe AECOPD in the previous year, have a BEC ≥300 cells/μL who suffer from bronchiectasis?
	6 (22.2%)
	6 (22.2%)
	15 (55.6%)
	7
	No
	Uncertain

	Step-up to triple therapy from LABA/LAMA (11 statements 8a – 11d)

	Do you think it is appropriate therapeutic choice to escalate to an ICS/LABA/LAMA combination in COPD patients under treatment with a LABA/LAMA:

	8. Examining the impact of exacerbation frequency/severity according to lung function
	
	
	
	
	
	

	8a: With FEV1>50% who had one moderate exacerbation in the previous 12 months in order to prevent a future exacerbation?
	4 (14.8%)
	14 (51.9%)
	9 (33.3%)
	6
	No
	Uncertain

	8b: With FEV1<50% who had one moderate exacerbation in the previous 12 months in order to prevent a future exacerbation?
	2 (7.4%)
	8 (29.6%)
	17 (63.0%)
	8
	Yes
	Appropriate

	8c: Who had improvement in their dyspnea and did not have AECOPD but who experience a rapid decline >50ml/year of FEV1 during last year?
	2 (7.4%)
	7 (25.9%)
	18 (66.7%)
	7
	Yes
	Appropriate

	9. Examining the impact of one moderate exacerbation according to blood eosinophils
	
	
	
	
	
	

	9a: Who had one moderate exacerbation and BEC 100-300 cells/μL?
	4 (14.8%)
	13 (48.1%)
	10 (37.0%)
	6
	No
	Uncertain

	9b: Who had one moderate exacerbation and BEC ≥300 cells/μL?
	.
	3 (11.1%)
	24 (88.9%)
	8
	Yes
	Appropriate

	10. Examining the impact of one moderate exacerbation according to bronchodilation reversibility
	
	
	
	
	
	

	10a: Who had one moderate exacerbation and BDR 200ml?
	3 (11.1%)
	12 (44.4%)
	12 (44.4%)
	6
	No
	Uncertain

	10b: Who had one moderate exacerbation and BDR 400ml?
	2 (7.4%)
	1 (3.7%)
	24 (88.9%)
	7
	Yes
	Appropriate

	11. Examining the impact of comorbidities
	
	
	
	
	
	

	11a: Who suffer from CV comorbidities?
	16 (59.3%)
	7 (25.9%)
	4 (14.8%)
	3
	Yes
	Inappropriate

	11b: Who have experienced 1 moderate AECOPD in the previous year, have BDR 400ml who suffer from DM?
	3 (11.1%)
	8 (29.6%)
	16 (59.3%)
	7
	No
	Uncertain

	11c: Who have experienced 1 moderate AECOPD in the previous year, have BEC ≥300 cells/μL who suffer from DM?
	1 (3.7%)
	9 (33.3%)
	17 (63.0%)
	7
	Yes
	Appropriate

	11d: Who have experienced 1 moderate AECOPD in the previous year, have BEC ≥300 cells/μL who suffer from bronchiectasis?
	4 (14.8%)
	4 (14.8%)
	19 (70.4%)
	7
	Yes
	Appropriate

	Step-Down from Triple Therapy to LABA/LAMA (10 statements 12a – 13e)

	Do you think it is appropriate therapeutic choice to de-escalate from ICS/LABA/LAMA combination to LABA/LAMA in COPD patients:

	12. Examining the impact of no exacerbations
	
	
	
	
	
	

	12a: Who did not experience AECOPD in the previous year, have dyspnea improvement and BEC 100-300 cells/μL?
	3 (11.1%)
	21 (77.8%)
	3 (11.1%)
	5
	Yes
	Uncertain

	12b: Who did not experience AECOPD in the previous year, have dyspnea improvement and BEC ≥300 cells/μL?
	21 (77.8%)
	3 (11.1%)
	3 (11.1%)
	3
	Yes
	Inappropriate

	12c: Who did not experience AECOPD in the previous year, have dyspnea improvement and BDR 200ml?
	18 (66.7%)
	7 (25.9%)
	2 (7.4%)
	3
	Yes
	Inappropriate

	12d: Who did not experience AECOPD in the previous year, have dyspnea improvement and BDR 400ml?
	16 (59.3%)
	6 (22.2%)
	5 (18.5%)
	3
	Yes
	Inappropriate

	12e: Who did not experience AECOPD in the previous year, have dyspnea improvement and CV comorbidities?
	16 (59.3%)
	6 (22.2%)
	5 (18.5%)
	3
	Yes
	Inappropriate

	13. Examining the impact of one moderate exacerbation
	
	
	
	
	
	

	13a: With one moderate AECOPD in the previous year, have dyspnea improvement and BEC 100-300 cells/μL?
	16 (59.3%)
	6 (22.2%)
	5 (18.5%)
	3
	Yes
	Inappropriate

	13b: With one moderate AECOPD in the previous year, have dyspnea improvement and BEC ≥300 cells/μL?
	23 (85.2%)
	1 (3.7%)
	3 (11.1%)
	2
	Yes
	Inappropriate

	13c: With one moderate AECOPD in the previous year, have dyspnea improvement and BDR 200ml?
	18 (66.7%)
	5 (18.5%)
	4 (14.8%)
	3
	Yes
	Inappropriate

	13d: With one moderate AECOPD in the previous year, have dyspnea improvement and BDR 400ml?
	22 (81.5%)
	1 (3.7%)
	4 (14.8%)
	2
	Yes
	Inappropriate

	13e: With one moderate AECOPD in the previous year, have dyspnea improvement and CV comorbidities?
	18 (66.7%)
	6 (22.2%)
	3 (11.1%)
	3
	Yes
	Inappropriate

	The responses of the second round were carried forward for one participant who did not respond to the third round.

BDR broncholidation reversibility; DM diabetes mellitus; BEC blood eosinophil count; CV cardiovascular


Table 5
 Consensus results per survey domain and statement
	Triple therapy initial/starting position (33 statements 1a – 7d)
	
	

	Do you think it is appropriate therapeutic choice to start therapy with triple combination in undiagnosed untreated COPD patients who:
	Median rating
	

	1b: Experienced a severe exacerbation, required hospitalization and have FEV1<50%?
	8
	Consensus: Appropriate

	2c: Experienced one severe exacerbation and have an absolute BEC 100-300 cells/μL?
	8
	Consensus: Appropriate

	2e: Experienced one moderate exacerbation and have an absolute BEC ≥300 cells/μL?
	7
	Consensus: Appropriate

	2f: Experienced one severe exacerbation and have an absolute BEC ≥300 cells/μL?
	8
	Consensus: Appropriate

	3c: Experienced one severe exacerbation and have a BDR of 200ml?
	7
	Consensus: Appropriate

	3d: Did not experience exacerbations but have a BDR of 400ml?
	7
	Consensus: Appropriate

	3e: Experienced one moderate exacerbation and have a BDR of 400ml?
	8
	Consensus: Appropriate

	3f: Experienced one severe exacerbation and have a BDR of 400ml?
	8
	Consensus: Appropriate

	4a: Did not experience exacerbations but have a BDR of 200ml and BEC ≥300 cells/μL?
	7
	Consensus: Appropriate

	4c: Did not experience exacerbations but have a BDR of 400ml and BEC ≥300 cells/μL?
	8
	Consensus: Appropriate

	4d: Experienced one moderate exacerbation but have a BDR of 200ml and BEC ≥300 cells/μL?
	7
	Consensus: Appropriate

	4e: Experienced one moderate exacerbation but have a BDR of 400ml and BEC 100-300 cells/μL?
	8
	Consensus: Appropriate

	4f: Experienced one moderate exacerbation but have a BDR of 400ml and BEC ≥300 cells/μL?
	8
	Consensus: Appropriate

	4g: Experienced one severe exacerbation but have a BDR of 200ml and BEC ≥300 cells/μL?
	8
	Consensus: Appropriate

	4h: Experienced one severe exacerbation but have a BDR of 400ml and BEC 100-300 cells/μL?
	8
	Consensus: Appropriate

	4i: Experienced one severe exacerbation but have a BDR of 400ml and BEC ≥300 cells/μL?
	9
	Consensus: Appropriate

	6b: Have severe dyspnea (MRC≥2) or CAT≥10 and BEC ≥300 cells/μL?
	7
	Consensus: Appropriate

	7b: Have experienced 1 severe AECOPD in the previous year, have BDR 400ml who suffer from DM?
	7
	Consensus: Appropriate

	7c: Have experienced 1 severe AECOPD in the previous year, have a BEC ≥300 cells/μL who suffer from DM?
	7
	Consensus: Appropriate

	1d: Experienced a moderate exacerbation and have FEV1>50%?
	2
	Consensus: Inappropriate

	2a: Did not experience exacerbations but have an absolute BEC 100-300 cells/μL?
	2
	Consensus: Inappropriate

	2b: Experienced one moderate exacerbation and have an absolute BEC 100-300 cells/μL?
	3
	Consensus: Inappropriate

	2d: Did not experience exacerbations but have an absolute BEC ≥300 cells/μL?
	3
	Consensus: Inappropriate

	3a: Did not experience exacerbations but have a BDR of 200ml?
	2
	Consensus: Inappropriate

	3b: Experienced one moderate exacerbation and have a BDR of 200ml?
	3
	Consensus: Inappropriate

	5a: Are current smokers, with one moderate exacerbation, FEV1 50-65% (or moderate) and BDR of 200ml?
	3
	Consensus: Inappropriate

	6a: Have severe dyspnea (MRC≥2) or CAT≥10 and BEC 100-300 cells/μL?
	2
	Consensus: Inappropriate

	7a: Suffer from CV comorbidities?
	3
	Consensus: Inappropriate

	1a: Experienced a severe exacerbation, required hospitalization and have FEV1>50%?
	7
	No consensus

	1c: Experienced a moderate exacerbation and have FEV1<50%?
	4
	No consensus

	4b: Did not experience exacerbations but have a BDR of 400ml and BEC 100-300 cells/μL?
	7
	No consensus

	5b: Are current smokers, with one moderate exacerbation, FEV1 50-65% (or moderate) and BEC ≥300 cells/μL?
	6
	No consensus

	7d: Have experienced 1 severe AECOPD in the previous year, have a BEC ≥300 cells/μL who suffer from bronchiectasis?
	7
	No consensus

	Step-up to triple therapy from LABA/LAMA (11 statements 8a – 11d)
	
	

	Do you think it is appropriate therapeutic choice to escalate to an ICS/LABA/LAMA combination in COPD patients under treatment with a LABA/LAMA:
	
	

	8b: With FEV1<50% who had one moderate exacerbation in the previous 12 months in order to prevent a future exacerbation?
	8
	Consensus: Appropriate

	8c: Who had improvement in their dyspnea and did not have AECOPD but who experience a rapid decline >50ml/year of FEV1 during last year?
	7
	Consensus: Appropriate

	9b: Who had one moderate exacerbation and BEC ≥300 cells/μL?
	8
	Consensus: Appropriate

	10b: Who had one moderate exacerbation and BDR 400ml?
	7
	Consensus: Appropriate

	11c: Who have experienced 1 moderate AECOPD in the previous year, have BEC ≥300 cells/μL who suffer from DM?
	7
	Consensus: Appropriate

	11d: Who have experienced 1 moderate AECOPD in the previous year, have BEC ≥300 cells/μL who suffer from bronchiectasis?
	7
	Consensus: Appropriate

	11a: Who suffer from CV comorbidities?
	3
	Consensus: Inappropriate

	8a: With FEV1>50% who had one moderate exacerbation in the previous 12 months in order to prevent a future exacerbation?
	6
	No consensus

	9a: Who had one moderate exacerbation and BEC 100-300 cells/μL?
	6
	No consensus

	10a: Who had one moderate exacerbation and BDR 200ml?
	6
	No consensus

	11b: Who have experienced 1 moderate AECOPD in the previous year, have BDR 400ml who suffer from DM?
	7
	No consensus

	Step-Down from Triple Therapy to LABA/LAMA (10 statements 12a – 13e)
	
	

	Do you think it is appropriate therapeutic choice to de-escalate from ICS/LABA/LAMA combination to LABA/LAMA in COPD patients:
	
	

	12a: Who did not experience AECOPD in the previous year, have dyspnea improvement and BEC 100-300 cells/μL?
	5
	Consensus: Uncertain

	12b: Who did not experience AECOPD in the previous year, have dyspnea improvement and BEC ≥300 cells/μL?
	3
	Consensus: Inappropriate

	12c: Who did not experience AECOPD in the previous year, have dyspnea improvement and BDR 200ml?
	3
	Consensus: Inappropriate

	12d: Who did not experience AECOPD in the previous year, have dyspnea improvement and BDR 400ml?
	3
	Consensus: Inappropriate

	12e: Who did not experience AECOPD in the previous year, have dyspnea improvement and CV comorbidities?
	3
	Consensus: Inappropriate

	13a: With one moderate AECOPD in the previous year, have dyspnea improvement and BEC 100-300 cells/μL?
	3
	Consensus: Inappropriate

	13b: With one moderate AECOPD in the previous year, have dyspnea improvement and BEC ≥300 cells/μL?
	2
	Consensus: Inappropriate

	13c: With one moderate AECOPD in the previous year, have dyspnea improvement and BDR 200ml?
	3
	Consensus: Inappropriate

	13d: With one moderate AECOPD in the previous year, have dyspnea improvement and BDR 400ml?
	2
	Consensus: Inappropriate

	13e: With one moderate AECOPD in the previous year, have dyspnea improvement and CV comorbidities?
	3
	Consensus: Inappropriate

	BDR broncholidation reversibility; DM diabetes mellitus; BEC blood eosinophil count; CV cardiovascular


Supplementary Figure 2
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	Strongly disagree
	Disagree
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	Slightly disagree
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	Slightly agree
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	Domain A: Triple Therapy Initial/Starting Position 

	1. Examining the impact of exacerbation frequency/severity according to lung function

	1a
	1 (3.7%)
	6 (22.2%)
	2 (7.4%)
	.
	.
	2 (7.4%)
	11 (40.7%)
	5 (18.5%)
	.
	7
	4
	2.35
	1.70
	No
	Uncertain

	1b
	.
	3 (11.1%)
	2 (7.4%)
	1 (3.7%)
	.
	1 (3.7%)
	4 (14.8%)
	7 (25.9%)
	9 (33.3%)
	8
	2
	-2.15
	-0.93
	Yes
	Appropriate

	1c
	1 (3.7%)
	9 (33.3%)
	3 (11.1%)
	1 (3.7%)
	.
	1 (3.7%)
	5 (18.5%)
	6 (22.2%)
	1 (3.7%)
	4
	5
	3.10
	1.61
	No
	Uncertain

	1d
	6 (22.2%)
	13 (48.1%)
	4 (14.8%)
	.
	.
	2 (7.4%)
	1 (3.7%)
	.
	1 (3.7%)
	2
	0
	6.85
	0.00
	Yes
	Inappropriate

	2. Examining the impact of exacerbation frequency/severity according to BEC

	2a
	11 (40.7%)
	6 (22.2%)
	4 (14.8%)
	1 (3.7%)
	2 (7.4%)
	1 (3.7%)
	1 (3.7%)
	1 (3.7%)
	.
	2
	2
	6.85
	0.29
	Yes
	Inappropriate

	2b
	1 (3.7%)
	11 (40.7%)
	7 (25.9%)
	2 (7.4%)
	.
	3 (11.1%)
	1 (3.7%)
	2 (7.4%)
	.
	3
	1
	6.10
	0.16
	Yes
	Inappropriate

	2c
	.
	2 (7.4%)
	5 (18.5%)
	.
	.
	3 (11.1%)
	3 (11.1%)
	12 (44.4%)
	2 (7.4%)
	8
	2
	-0.65
	-3.08
	Yes
	Appropriate

	2d
	2 (7.4%)
	10 (37.0%)
	5 (18.5%)
	4 (14.8%)
	1 (3.7%)
	2 (7.4%)
	1 (3.7%)
	2 (7.4%)
	.
	3
	2
	5.35
	0.37
	Yes
	Inappropriate

	2e
	.
	1 (3.7%)
	.
	1 (3.7%)
	1 (3.7%)
	8 (29.6%)
	5 (18.5%)
	7 (25.9%)
	4 (14.8%)
	7
	2
	-0.65
	-3.08
	Yes
	Appropriate

	2f
	1 (3.7%)
	1 (3.7%)
	1 (3.7%)
	1 (3.7%)
	.
	.
	3 (11.1%)
	9 (33.3%)
	11 (40.7%)
	8
	1
	-2.90
	-0.34
	Yes
	Appropriate

	3. Examining the impact of exacerbation frequency/severity according to BDR

	3a
	2 (7.4%)
	14 (51.9%)
	4 (14.8%)
	1 (3.7%)
	.
	3 (11.1%)
	1 (3.7%)
	2 (7.4%)
	.
	2
	1
	6.10
	0.16
	Yes
	Inappropriate

	3b
	1 (3.7%)
	7 (25.9%)
	8 (29.6%)
	4 (14.8%)
	1 (3.7%)
	.
	2 (7.4%)
	3 (11.1%)
	1 (3.7%)
	3
	1
	4.60
	0.22
	Yes
	Inappropriate

	3c
	.
	2 (7.4%)
	3 (11.1%)
	.
	1 (3.7%)
	3 (11.1%)
	9 (33.3%)
	5 (18.5%)
	4 (14.8%)
	7
	2
	-0.65
	-3.08
	Yes
	Appropriate

	3d
	.
	2 (7.4%)
	4 (14.8%)
	.
	1 (3.7%)
	2 (7.4%)
	9 (33.3%)
	5 (18.5%)
	4 (14.8%)
	7
	2
	-0.65
	-3.08
	Yes
	Appropriate

	3e
	1 (3.7%)
	4 (14.8%)
	.
	.
	.
	5 (18.5%)
	3 (11.1%)
	8 (29.6%)
	6 (22.2%)
	8
	2
	-0.65
	-3.08
	Yes
	Appropriate

	3f
	1 (3.7%)
	4 (14.8%)
	.
	.
	.
	2 (7.4%)
	2 (7.4%)
	7 (25.9%)
	11 (40.7%)
	8
	2
	-2.15
	-0.93
	Yes
	Appropriate

	4. Examining the impact of exacerbation frequency/severity according to BDR and BEC

	4a
	.
	5 (18.5%)
	2 (7.4%)
	.
	.
	2 (7.4%)
	6 (22.2%)
	11 (40.7%)
	1 (3.7%)
	7
	2
	-0.65
	-3.08
	Yes
	Appropriate

	4b
	.
	4 (14.8%)
	1 (3.7%)
	.
	.
	4 (14.8%)
	10 (37.0%)
	7 (25.9%)
	1 (3.7%)
	7
	1
	0.10
	10.00
	No
	Uncertain

	4c
	.
	5 (18.5%)
	.
	1 (3.7%)
	.
	1 (3.7%)
	6 (22.2%)
	9 (33.3%)
	5 (18.5%)
	8
	1
	-1.40
	-0.71
	Yes
	Appropriate

	4d
	2 (7.4%)
	.
	1 (3.7%)
	1 (3.7%)
	2 (7.4%)
	4 (14.8%)
	5 (18.5%)
	7 (25.9%)
	5 (18.5%)
	7
	2
	-0.65
	-3.08
	Yes
	Appropriate

	4e
	2 (7.4%)
	.
	.
	.
	1 (3.7%)
	6 (22.2%)
	4 (14.8%)
	9 (33.3%)
	5 (18.5%)
	8
	2
	-0.65
	-3.08
	Yes
	Appropriate

	4f
	1 (3.7%)
	1 (3.7%)
	.
	.
	.
	3 (11.1%)
	4 (14.8%)
	9 (33.3%)
	9 (33.3%)
	8
	2
	-2.15
	-0.93
	Yes
	Appropriate

	4g
	1 (3.7%)
	1 (3.7%)
	.
	.
	.
	1 (3.7%)
	4 (14.8%)
	9 (33.3%)
	11 (40.7%)
	8
	1
	-2.90
	-0.34
	Yes
	Appropriate

	4h
	1 (3.7%)
	1 (3.7%)
	.
	.
	.
	1 (3.7%)
	3 (11.1%)
	9 (33.3%)
	12 (44.4%)
	8
	1
	-2.90
	-0.34
	Yes
	Appropriate

	4i
	1 (3.7%)
	1 (3.7%)
	.
	.
	.
	.
	2 (7.4%)
	6 (22.2%)
	17 (63.0%)
	9
	1
	-2.90
	-0.34
	Yes
	Appropriate

	5. Examining the impact of smoking habit

	5a
	.
	12 (44.4%)
	7 (25.9%)
	1 (3.7%)
	2 (7.4%)
	4 (14.8%)
	.
	.
	1 (3.7%)
	3
	1
	6.10
	0.16
	Yes
	Inappropriate

	5b
	.
	.
	3 (11.1%)
	3 (11.1%)
	3 (11.1%)
	6 (22.2%)
	6 (22.2%)
	6 (22.2%)
	.
	6
	2
	0.85
	2.35
	No
	Uncertain

	6. Examining the impact of symptoms

	6a
	2 (7.4%)
	15 (55.6%)
	4 (14.8%)
	1 (3.7%)
	.
	3 (11.1%)
	.
	1 (3.7%)
	1 (3.7%)
	2
	1
	6.10
	0.16
	Yes
	Inappropriate

	6b
	.
	2 (7.4%)
	2 (7.4%)
	2 (7.4%)
	.
	.
	14 (51.9%)
	5 (18.5%)
	2 (7.4%)
	7
	0
	-0.65
	0.00
	Yes
	Appropriate

	7. Examining the impact of comorbidities

	7a
	2 (7.4%)
	11 (40.7%)
	6 (22.2%)
	1 (3.7%)
	.
	5 (18.5%)
	.
	1 (3.7%)
	1 (3.7%)
	3
	1
	6.10
	0.16
	Yes
	Inappropriate

	7b
	.
	1 (3.7%)
	1 (3.7%)
	1 (3.7%)
	.
	5 (18.5%)
	9 (33.3%)
	7 (25.9%)
	3 (11.1%)
	7
	1
	-1.40
	-0.71
	Yes
	Appropriate

	7c
	2 (7.4%)
	.
	.
	2 (7.4%)
	1 (3.7%)
	4 (14.8%)
	6 (22.2%)
	10 (37.0%)
	2 (7.4%)
	7
	2
	-0.65
	-3.08
	Yes
	Appropriate

	7d
	.
	2 (7.4%)
	4 (14.8%)
	4 (14.8%)
	.
	2 (7.4%)
	8 (29.6%)
	5 (18.5%)
	2 (7.4%)
	7
	3
	1.60
	1.88
	No
	Uncertain

	Domain B: Step-up to Triple Therapy from LABA/LAMA

	8. Examining the impact of exacerbation frequency/severity according to lung function

	8a
	.
	3 (11.1%)
	1 (3.7%)
	3 (11.1%)
	5 (18.5%)
	6 (22.2%)
	7 (25.9%)
	2 (7.4%)
	.
	6
	2
	0.85
	2.35
	No
	Uncertain

	8b
	.
	1 (3.7%)
	1 (3.7%)
	2 (7.4%)
	.
	6 (22.2%)
	3 (11.1%)
	11 (40.7%)
	3 (11.1%)
	8
	2
	-0.65
	-3.08
	Yes
	Appropriate

	8c
	.
	1 (3.7%)
	1 (3.7%)
	1 (3.7%)
	3 (11.1%)
	3 (11.1%)
	6 (22.2%)
	5 (18.5%)
	7 (25.9%)
	7
	2
	-0.65
	-3.08
	Yes
	Appropriate

	9. Examining the impact of one moderate exacerbation according to blood eosinophils

	9a
	.
	.
	4 (14.8%)
	3 (11.1%)
	4 (14.8%)
	6 (22.2%)
	6 (22.2%)
	3 (11.1%)
	1 (3.7%)
	6
	2
	0.85
	2.35
	No
	Uncertain

	9b
	.
	.
	.
	2 (7.4%)
	.
	1 (3.7%)
	8 (29.6%)
	8 (29.6%)
	8 (29.6%)
	8
	1
	-1.40
	-0.71
	Yes
	Appropriate

	10. Examining the impact of one moderate exacerbation according to bronchodilation reversibility

	10a
	.
	.
	3 (11.1%)
	4 (14.8%)
	5 (18.5%)
	3 (11.1%)
	8 (29.6%)
	2 (7.4%)
	2 (7.4%)
	6
	2
	0.85
	2.35
	No
	Uncertain

	10b
	.
	1 (3.7%)
	1 (3.7%)
	.
	.
	1 (3.7%)
	11 (40.7%)
	7 (25.9%)
	6 (22.2%)
	7
	1
	-1.40
	-0.71
	Yes
	Appropriate

	11. Examining the impact of comorbidities

	11a
	.
	12 (44.4%)
	4 (14.8%)
	.
	3 (11.1%)
	4 (14.8%)
	.
	3 (11.1%)
	1 (3.7%)
	3
	3
	4.60
	0.65
	Yes
	Inappropriate

	11b
	.
	1 (3.7%)
	2 (7.4%)
	4 (14.8%)
	1 (3.7%)
	3 (11.1%)
	8 (29.6%)
	6 (22.2%)
	2 (7.4%)
	7
	1
	0.10
	10.00
	No
	Uncertain

	11c
	.
	.
	1 (3.7%)
	3 (11.1%)
	1 (3.7%)
	5 (18.5%)
	7 (25.9%)
	8 (29.6%)
	2 (7.4%)
	7
	2
	-0.65
	-3.08
	Yes
	Appropriate

	11d
	.
	1 (3.7%)
	3 (11.1%)
	1 (3.7%)
	.
	3 (11.1%)
	10 (37.0%)
	6 (22.2%)
	3 (11.1%)
	7
	1
	-1.40
	-0.71
	Yes
	Appropriate

	Domain C: Step-down from Triple Therapy to LABA/LAMA

	12. Examining the impact of no exacerbations

	12a
	.
	2 (7.4%)
	1 (3.7%)
	8 (29.6%)
	3 (11.1%)
	10 (37.0%)
	2 (7.4%)
	1 (3.7%)
	.
	5
	2
	2.35
	0.85
	Yes
	Uncertain

	12b
	5 (18.5%)
	8 (29.6%)
	8 (29.6%)
	2 (7.4%)
	.
	1 (3.7%)
	2 (7.4%)
	1 (3.7%)
	.
	3
	1
	6.10
	0.16
	Yes
	Inappropriate

	12c
	1 (3.7%)
	12 (44.4%)
	5 (18.5%)
	2 (7.4%)
	1 (3.7%)
	4 (14.8%)
	2 (7.4%)
	.
	.
	3
	2
	5.35
	0.37
	Yes
	Inappropriate

	12d
	5 (18.5%)
	6 (22.2%)
	5 (18.5%)
	3 (11.1%)
	1 (3.7%)
	2 (7.4%)
	2 (7.4%)
	3 (11.1%)
	.
	3
	2
	5.35
	0.37
	Yes
	Inappropriate

	12e
	1 (3.7%)
	10 (37.0%)
	5 (18.5%)
	1 (3.7%)
	2 (7.4%)
	3 (11.1%)
	1 (3.7%)
	4 (14.8%)
	.
	3
	3
	4.60
	0.65
	Yes
	Inappropriate

	13. Examining the impact of one moderate exacerbation

	13a
	2 (7.4%)
	11 (40.7%)
	3 (11.1%)
	4 (14.8%)
	1 (3.7%)
	1 (3.7%)
	1 (3.7%)
	2 (7.4%)
	2 (7.4%)
	3
	2
	5.35
	0.37
	Yes
	Inappropriate

	13b
	9 (33.3%)
	11 (40.7%)
	3 (11.1%)
	1 (3.7%)
	.
	.
	2 (7.4%)
	1 (3.7%)
	.
	2
	1
	7.60
	0.13
	Yes
	Inappropriate

	13c
	2 (7.4%)
	11 (40.7%)
	5 (18.5%)
	4 (14.8%)
	1 (3.7%)
	.
	1 (3.7%)
	3 (11.1%)
	.
	3
	2
	5.35
	0.37
	Yes
	Inappropriate

	13d
	9 (33.3%)
	8 (29.6%)
	5 (18.5%)
	1 (3.7%)
	.
	.
	3 (11.1%)
	1 (3.7%)
	.
	2
	2
	6.85
	0.29
	Yes
	Inappropriate

	13e
	6 (22.2%)
	6 (22.2%)
	6 (22.2%)
	4 (14.8%)
	1 (3.7%)
	1 (3.7%)
	.
	1 (3.7%)
	2 (7.4%)
	3
	2
	5.35
	0.37
	Yes
	Inappropriate


Supplementary Figure 3
	Lower limit IPR
	33rd percentile of the series of ratings

	Upper limit IPR
	67th percentile of the series of ratings

	IPR
	(Upper limit IPR) – (Lower Limit IPR)

	Central point of IPR (IPRCP)
	([Upper limit IPT] + [Lower limit IPR])/2

	Asymmetry Index (AI)
	(5) - (IPRCP)

	
	Note: The AI is simply the distance between the central point of the IPR and 5, where 5 is the natural centre point of a 9-point scale.

	IPRAS
	IPRr + (CFA * AI) = (2.35) + (1.5 * AI)

	
	Note: IPRr is the ‘interpercentile range required for disagreement’ when there is perfect symmetry. This is set at a constant of 2.35, as determined by the original validation studies conducted by the RAND Corporation. The CFA is the ‘correction factor for asymmetry’, which is a constant set at 1.5.

	Disagreement Index (DI)
	IPR / IPRAS

	Reference: Fitch K BS, Aguilar MD, Burnand B, et al. The RAND/UCLA appropriateness method user’s manual. https://www.rand.org/content/dam/rand/pubs/monograph_reports/2011/MR1269.pdf
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