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General comments
	Stakeholder number
(To be completed by the Agency)
	General comment (if any)
	Outcome (if applicable)
(To be completed by the Agency)

	
	The EFA welcomes the revision of the guideline and the opportunity to comment. We therefore would like to congratulate the EMA for taking this initiative and for a comprehensive guideline. The EFA response is solely from patient perspective, reflecting our membership composed of national COPD (and allergy and asthma) patient associations. We would also like to acknowledge the advice received from Kaisa Immonen Charalambous from EPF.
The emphasis given in the proposed guideline on patient related instruments such as patient reported outcomes PROs is a huge step forward and reflects the overall positive development by the Agency to take into account the patients’ perspective and further involve patients and patient representatives as equal partners alongside with scientists, national competent authorities and healthcare professional organisations. 
We would welcome the guidance to include the recommendation to include patient/patient representative/s into design of the study. This may help in important strategic decisions that may have significant consequences in the future use of the treatment under investigation if approved.
All international guidelines recognise the importance of implementing patient education and accessible and understandable patient information as important part of treatment although not always indicating details. There is no reference into this in this guideline. While standardising such measures may pose a challenge in a multicentre trial, not implementing it does not reflect real-life situations (how it should be in real life) and not attempting to do so may have impact in the results as some degree of patient education and information will anyway take place. We recognise that this concern may be addressed partly by clinical trials legislation but are concerned that maybe not adequately.
For the future similar consultations, we propose exploring the possibility to publish a lay-friendly summary of the proposed draft document that would enable patients, carers, voluntary associations and other interested members of the public to contribute by commenting. Some of our members sent the guideline to their active volunteer patients/carers for comments, but none were received no doubt because of the very scientific nature of the document. In any case after the guideline is completed, a lay version of the document would be very welcome so that people with COPD and their carers know what sort of guidance is given for the investigation on medicines  that concern them. 
	



Specific comments on text
	Line number(s) of the relevant text
(e.g. Lines 20-23)
	Stakeholder number
(To be completed by the Agency)
	Comment and rationale; proposed changes
(If changes to the wording are suggested, they should be highlighted using 'track changes')
	Outcome
(To be completed by the Agency)

	50-58
	
	Comment: 

Proposed change (if any): … cigarette smoking (including also second hand/passive exposure). Other risk factors of COPD include indoor air pollution (biomass fuel used for cooking and heating*), outdoor air pollution, occupational dusts and chemicals. 
*highest cause in low and middle income countries
Source: WHO http://www.who.int/respiratory/copd/causes/en/index.html 
	

	79-80
	
	Comment: Although this guideline is primarily intended to investigation of maintenance therapy, it is important to acknowledge that COPD cannot CURRENTLY be cured. One of the most important wishes of patients for research is finding the cure

Proposed change (if any): ‘COPD and its co-morbidities cannot’ currently ‘be cured’

	

	80-85
	
	Comment: We very much welcome the acknowledgement of the importance of early diagnosis in the guideline
	

	89-90
	
	Comment: We wonder whether this sentence also encompasses exposure to tobacco smoke, which is still unfortunately common especially in certain professions and at home. Significant exposure is important to document in a clinical study
	

	183-194
	
	Comment: Should significant exposure to second hand smoke  and other relevant indoor pollutants be included in the documentation (even if it is not fully measurable)? See comment 1. Vaccination (seasonal flue etc) is important inclusion to the documentation.
	

	306-308
	
	Comment: External adjudication committee is mentioned here. This may not be the appropriate place, but it would be important that in such committees patient representation would add value to the diversity of expertise.
	

	310-360
380-386
	
	Comment: Relevant efficacy endpoints: EFA very much welcomes the inclusion of the patients’ reported outcomes, as well as those by investigators’ and the general health related questionnaires as instruments. COPD is a complex disease and these instruments can bring important information regarding the treatment under investigation and capture patient related aspects that would otherwise not be documented.
	

	427-437
	
	Comment: The guideline recognises the need to consider patients’ ability to coordinate the actuation of the inhalation device with inspiration of breath and the need to investigate the variability in performance in order to select the patient population able to use the device appropriately but does not refer to any implementation of patient education/instructing that can alter this. 

Proposed change (if any): We propose that the potential impact of patient education, instruction and guidance in the correct use of the device and inhalation pattern would be referred to. 
	

	458-463
	
	Comment: We welcome the inclusion of patient reported outcomes in dose ranging studies, and hope that the intention is that patient related measures are required on recording of adverse events as well.
	

	480-483
	
	Comment: We agree that the use of placebo might indeed raise ethical concerns and have even severe consequences especially in moderate to severe patients unless this is added to the best standards of care.
Proposed change (if any): ‘In all cases, adequate rescue measures must be implemented’. It is necessary explain more what are ‘adequate’ rescue measures as the understanding and practise may vary significantly. For example, providing rescue medication is not sufficient on its own, but also the detailed information on rescue/support services/contact numbers etc is absolutely necessary.
	

	525-531
	
	We welcome the recognition that lung function alone is not sufficient as only primary endpoint to patients themselves in confirmatory studies, but coupled with PROs.
	

	585-588
	
	Comment: it is very important that the right balance between ethical concerns of a long duration placebo controlled trial and potential effect of the treatment on prevention of disease progression is struck. It is a balance between real/estimated/ documented/potential effect, respect of individual patient integrity, health and life and current and future patients who may benefit from such treatment. Proposed change (if any): Inclusion of patients/patient representatives in such considerations is fundamental.
	

	596-625
	
	Comment/Proposed change (if any): It is unclear who is indentifying and reporting safety concerns and we wonder whether patients in the study are included among key informants as they should be.
	

	634-637
	
	Comment: We welcome the notion that adequate representation of patients with concomitant diseases is required as this is very common in COPD, and reflects the real-life.
	


Please add more rows if needed.
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