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List of Survey Questions and Summary of Results Among Survey Participants (N=50)


	
	
	n
	% Na

	INTRODUCTION

	Q1
	Do you have ≥2 years of recent experience (within the last 5 years) with patient experience data (PED) AND experience with the development of FDA marketing application(s) describing these data, and/or responding to FDA inquiries regarding the submission of these data. Please mark all that apply
	
	

	
	patient reported outcome (PRO) data, 
	43
	35.8%

	
	natural history study (NHS) data, 
	9
	7.5%

	
	patient preference information (PPI), or
	25
	20.8%

	
	qualitative study data (e.g., from patient interviews or focus groups)
	37
	74.0%

	
	other
	6
	5.0%

	

	Q2
	As it pertains to the relevant PED experience for survey participation, please select the type of organization which best describes the company you work for?
	
	

	
	pharmaceutical or biotechnology company
	42
	84.0%

	
	contract research organization (CRO) or consulting or academic group contracted by industry to develop patient experience data for use in marketing authorization applications submitted to the FDA
	8
	16.0%

	

	Q3
	What is the size of the company you work for?
	
	

	
	small (less than 50 employees)
	2
	4.0%

	
	medium (50 to 249 employees)
	0
	0.0%

	
	large (250 or more employees)
	48
	96.0%

	
	unsure
	0
	0.0%

	

	Q4
	Which functional area best describes your role within the organization (select one)?
	
	

	
	regulatory
	2
	4.0%

	
	clinical research
	1
	2.0%

	
	drug safety
	0
	0.0%

	
	benefit-risk assessment
	4
	8.0%

	
	real-world evidence (e.g., epidemiology, health economics and outcomes research)
	11
	22.0%

	
	patient-centered research or clinical outcome assessments (e.g. PRO)
	32
	64.0%

	
	market research
	0
	0.0%

	
	other, please specify:  
	0
	0.0%

	

	Q5a
	How many years of overall experience do you have with the development and validation of patient reported outcomes (PRO) and with the development of FDA marketing applications and responding to FDA inquiries regarding submission of these data?
[question asked only to those with PRO experience, N=43]
	
	

	
	less than 5 years
	7
	16.3%

	
	5 to 10 years
	13
	30.2%

	
	greater than 10 years
	23
	53.5%

	
	
	
	

	Q5b
	How many years of overall experience do you have with natural history studies (NHS) and with the development of FDA marketing applications and responding to FDA inquiries regarding submission of these data?
[question asked only to those with NHS experience, N=9]
	
	

	
	less than 5 years
	1
	11.1%

	
	5 to 10 years
	3
	33.3%

	
	greater than 10 years
	5
	55.6%

	
	
	
	

	Q5c
	How many years of overall experience do you have with patient preference studies and with the development of FDA marketing applications and responding to FDA inquiries regarding submission of these data?
[question asked only to those with PP experience, N=25]
	
	

	
	less than 5 years
	10
	40.0%

	
	5 to 10 years
	9
	36.0%

	
	greater than 10 years
	6
	24.0%

	

	Q6
	In which region do you currently work?
	
	

	
	North America
	34
	68.0%

	
	Europe
	16
	32.0%

	
	Asia / Australia/ New Zealand
	0
	0.0%

	
	Middle East/ Africa
	0
	0.0%

	
	other, please specify:
	0
	0.0%

	

	Q7
	Has your involvement with the collection and submission of patient experience data (PED) to the FDA been in a common or rare disease area (mark all that apply)
	
	

	
	common
	44
	88.0%

	
	rare/orphan (affecting less than 200,000 people in US)
	26
	52.0%

	

	Q8
	In which therapeutic areas is your relevant PED experience? (mark all that apply)
	
	

	
	oncology
	29
	58.0%

	
	neurology
	20
	40.0%

	
	cardiovascular
	14
	28.0%

	
	infectious diseases
	10
	20.0%

	
	immunology
	25
	50.0%

	
	gastrointestinal
	17
	34.0%

	
	metabolism and endocrinology
	15
	30.0%

	
	dermatology
	22
	44.0%

	
	other, please specify: 
	12
	24.0%

	
	Hematologic; rare diseases; gynecology/women's health;  urology; pulmonary/respiratory; opthalmology/eye care; technical research development
	
	

	

	PED Collection for FDA Submission

	

	Q9
	Overall, which challenges do you experience with submission of Patient Reported Outcomes (PRO) data to the FDA? Please rank the following (1-6) in the order of importance, from being most important (top) to least important (bottom):
[question asked only to those with PRO experience, N=43]
	Average ranking
	# of times ranked top (%)
	# of times ranked 
Bottom (%)

	
	hard to justify inclusion without knowing whether/how FDA will use it
	3.47
	9 (20.9%)
	8 (18.6%)

	
	willingness to use the data is inconsistent across FDA review divisions 
	2.91
	6 (14.0%)
	3 (7.0%)

	
	the PRO instrument does not meet the FDA criteria for validation
	3.56
	7 (16.3%)
	5 (11.6%)

	
	limited experience/understanding by the FDA review division with how to use PRO data
	4.02
	5 (11.6%)
	11 (25.6%)

	
	the time and expense involved in designing and validating PRO instruments
	3.23
	10(23.2%)
	6 (14.0%)

	
	timely FDA review/input
	3.81
	6 (14.0%)
	10 (23.3%)

	
	Q9a.  Are there other important challenges for collection of PRO data? 
	
	

	
	no
	25
	58.1%

	
	yes, please specify:
	18
	41.9%

	
	Most endpoints measuring patient-centered outcomes are not alpha-controlled and cannot be used for regulatory purposes in terms of label claims. The clinical trials often are not powered to enable significant differences in treatment arms to be observed. Often these endpoints are exploratory and are given little attention by the clinical teams, as well as the study clinical sites, which may see them as less important data to collect than clinical tests, leading to a lot of missing data; Lack of guidance generally in this space, especially with PED being such a broad concept (i.e. it goes far beyond COAs and NHS data); It is not just PRO data but ClinRO, ObsRO and PerfO that come with challenges; extent of IR request/analysis needed; Lack of understanding from FDA of the role of PRO tools in prophylactic or prevention studies; Pediatric and rare disease present additional or more complex challenges and the possible solutions are highly contextualized. A viable solution in one context may not be possible in another, making it harder to plan and less confident in expectations for the regulatory position; Full compliance and completfull of data required from FDA is complicated. Always asking for more; I feel that scientific progress and patient benefit are not achieved many times because the high requirements of the FDA; FDA requirement to collect PRO is not possible sometimes because of high burden on the patient and the fact we can't collect PRO after progression; Registration based off of open-label or single arm studies in oncology;
Translation across multinational trials; completeness of evidence needed to prove fitness for purpose of instruments; 1) The COA division feed-back is not consistent and coherent over time, and changes with new reviewers, 2) The alignment between different parts of FDA (COA division, biostat, medical reviewer) was poor resulting in unclear and inconsistent feedback. Specifically, FDA was clearly not well prepared and aligned internally in a Type C meeting, 3) FDA did not stick to evaluation of clinical relevance based on responder thresholds as agreed prior to the submission, but looked at mean changes on a group level; Expense in the trial; Missing data and interpretation; 
study designs that limit acceptance of PRO data such as single arm, open label, no alpha testing; matching target patient populations is essential but sometimes can be difficult to do with validation samples; retrofitting PROs can be quite difficult. AND - your last 2 options in ranking are not really relevant in my experience. FDA knows what to do with PRO data. Client needs to be clear on how they want to use; It is difficult to know where in an application to provide data on patient-centered outcomes and the format this information should take, especially for PRO measured endpoints not intended for label claims; Inconsistent feedback over the span of one product's development cycle with regards to evidentiary requirements needed for submission of PRO data
	
	

	

	Q10
	Overall, which challenges do you experience with submission of Natural History Study (NHS) data to the FDA?  Please rank the following (1-6) in the order of importance, from being most important (top) to least important (bottom):
[question asked only to those with NHS experience, N=9]
	Average ranking
	# of times ranked top
	# of times ranked 

	
	hard to justify inclusion without knowing whether/how FDA will use it
	3.44
	3 (33.3%)
	2 (22.2%)

	
	willingness to use the data is inconsistent across FDA review divisions
	3.67
	1 (11.1%)
	2 (22.2%)

	
	lack of evidentiary standards for design, collection, and analysis of the data
	2.56
	3 (33.3%)
	1 (11.1%)

	
	limited experience/understanding by the FDA review division with how to use the data
	3.44
	0 (0.0%)
	0 (0.0%)

	
	the time and expense involved in collecting the data
	4.11
	1 (11.1%)
	4 (44.4%)

	
	timely FDA review/input
	3.78
	1 (11.1%)
	0 (0.0%)

	
	Q10a.  Are there other important challenges for collection of NHS data? 
	
	

	
	no
	8
	88.9%

	
	yes, please specify:
	1
	11.1%
	

	
	Likely underused in orphan indications - perhaps if standards for NHS are presented, more clients would use this design
	
	

	

	Q11
	Overall, which challenges do you experience with submission of Patient Preference Information (PPI) to the FDA? Please rank the following (1-6) in the order of importance, from being most important (top) to least important (bottom):
[question asked only to those with PPI experience, N=25]
	Average ranking
	# of times ranked top
	# of times ranked 

	
	hard to justify inclusion without knowing whether/how FDA will use it
	3.04
	9 (36.0%)
	4 (16.0%)

	
	willingness to use the data is inconsistent across FDA review divisions
	3.08
	2 (8.0%)
	1 (4.0%)

	
	lack of evidentiary standards for design, collection, and analysis of the data
	3.28
	7 (28.0%)
	3 (12.0%)

	
	limited experience/understanding by the FDA review division with how to use the data
	2.64
	5 (20.0%)
	0 (0.0%)

	
	the time and expense involved in collecting the data
	4.48
	1 (4.0%)
	7 (28.0%)

	
	timely FDA review/input
	4.48
	1 (4.0%)
	10 (40.0%)

	
	Q11a.  Are there other important challenges for collection of PPI data? 
	
	

	
	no
	19
	76.0%

	
	yes, please specify:
	6
	24.0%

	
	Perception that such data is rarely used to assess treatment efficacy and challenges in using it for US submissions, including HTA; PPI data is often collected outside of the clinical trial program, uncertain how that data will be used; implications of preference heterogeneity; internal company hesitancy and lack of experience; PPI results are often not viewed as appropriate for label claims. Also, the methods for measuring patient preferences are difficult to summarize in a way that is useful for patients and HCPs for decision-making purposes. Comparisons of the experimental treatment to SOC is different than comparisons to a placebo within the context of a clinical trial study population, which is often the comparison population of interest to FDA; building in the appropriate steps for generating PPI into an accelerated drug development timeline
	
	

	

	Q12
	Does your organization have standard operating procedures for the collection and submission of patient experience data (PED)?
[question asked only to those in pharma/biotech, N=42]

	
	yes
	14
	33.3%

	
	no
	21
	50.0%

	
	unsure
	7
	16.7%

	
	

	
	If Yes/unsure, which type(s) of PED are covered by your standard operating procedures (mark all that apply)?

	
	patient reported outcomes (PRO) data
	21
	91.3%

	
	natural history study (NHS) data
	6
	26.1%

	
	patient preference information (PPI)
	11
	47.8%

	
	unsure
	2
	8.7%

	

	Q13
	Does your organization have a dedicated functional area with PED experience?
[question asked only to those in pharma/biotech, N=42]

	
	yes
	32
	762%

	
	no
	8
	19.1%

	
	unsure
	2
	4.8%

	
	
	
	

	
	If Yes/unsure, which type of experience do you have in-house? (mark all that apply)
	
	

	
	patient reported outcomes (PRO) data
	30
	90.2%

	
	natural history study (NHS) data
	11
	26.8%

	
	patient preference information (PPI)
	24
	58.5%

	
	unsure
	4
	9.8%

	

	Q14
	For patient reported outcome (PRO) activities, which activities/services do you outsource to a third party? Please mark all that apply
[question asked only to those with PRO experience, N=43]
	
	

	
	qualitative studies to collect patient input (e.g. interviews, focus group discussions)
	35
	92.1%

	
	development of the PRO
	31
	81.6%

	
	validation of the PRO
	30
	79.0%

	
	preparation of PRO evidence dossier or description of results in the marketing application
	24
	63.2%

	
	unsure which activities
	2
	5.3%

	
	other, please specify: 
	2
	5.3%

	
	PRO strategies for Clinical Trials; psychometric validation, data analysis, support for FDA meeting
	
	

	
	

	
	For a natural history study (NHS), which activities/services do you outsource to a third party? Please mark all that apply
[question asked only to those with NHS experience, N=9]
	
	

	
	design of the NHS
	1
	12.5%

	
	conduct of NHS and development of common data dictionary
	6
	75.0%

	
	analysis and interpretation of NHS results
	4
	50.0%

	
	preparation of the NHS final report or description of results in the marketing application
	2
	25.0%

	
	unsure which activities
	2
	25.0%

	
	other, please specify:
	1
	12.5%

	
	protocol (based on provided design)
	
	

	
	

	
	For a patient preference study, which activities/services do you outsource to a third party? Please mark all that apply
[question asked only to those with PPI experience, N=25]
	
	

	
	qualitative studies to collect patient input (e.g. interviews, focus group discussions)
	20
	95.2%

	
	design of the quantitative survey
	18
	85.7%

	
	execution of the study
	20
	95.2%

	
	analysis and interpretation of the study results
	19
	90.5%

	
	preparation of the final study report or description of results in the marketing application
	17
	81.0%

	
	unsure which activities
	0
	0.0%

	
	other, please specify:
	0
	0.0%

	

	PED Submission to FDA

	

	Q15
	Have you met with the FDA to discuss plans for collection and submission of PED in the marketing
application?

	
	yes
	36
	72.0%

	
	no
	14
	28.0%

	
	

	
	If No, why not? (please mark all that apply)
	
	

	
	no recognized path for meeting
	4
	28.6%

	
	meeting requested but not granted by the FDA
	0
	0.0%

	
	concerns with delays that may result from FDA input
	1
	7.1%

	
	opportunities to meet with FDA were too late in planning for the design and planned execution of studies
	3
	21.4%

	
	other, please specify:
	7
	50.0%

	
	The current FDA guidance is somewhat adequate but more importantly, there isn't a regulatory requirement/framework that incentives PED generation; Met with sponsors to discuss inclusion of PRO to their study; It is not clear whether patient experience data will have role in the assessment in the CV therapy area I work it. It would be unlikely that a meeting requested solely on PED but rather it would be one question in Scientific advice meeting in the development program; other people from the company attended the meeting; product approved, PRO data was helpful based on published PED;
Internal team not clear on the value and how it would be used to influence decision in FDA; have not been in this situation yet
	
	

	

	Q16
	At what stage of development should you ideally meet with the FDA to discuss plans for
collection and use of patient experience data (PED) in regulatory decision-making. Please select
the best option.

	
	preclinical
	8
	16.0%

	
	prior to pivotal trials
	40
	80.0%

	
	during pivotal trials
	1
	2.0%

	
	other, please specify: 
	1
	2.0%

	
	during phase 1
	
	

	

	Q17
	Considered relevance for the use of patient experience data (PED) in regulatory decision-making as a standard agenda item for meetings with the FDA?

	
	very relevant
	39
	78.0%

	
	relevant
	11
	22.0%

	
	not relevant
	0
	0.0%

	
	

	
	If relevant/very relevant, which meetings?  (please mark all that apply)
	
	

	
	type C meeting
	39
	78.0%

	
	end of Phase II
	44
	88.0%

	
	pre-NDA meeting
	30
	60.0%

	
	late cycle meeting
	13
	26.0%

	
	post-approval meeting
	11
	22.0%

	
	other, please specify:  
	3
	6.0%

	
	any further scientific advice meeting; when PED links to key endpoint; end of phase-1 to inform phase-2 protocol
	
	

	

	Q18
	When submitting patient experience data (PED) to the FDA, is it clear to you where to include
these data in the marketing authorization application?

	
	very clear
	6
	12.0%

	
	clear
	13
	26.0%

	
	not clear
	31
	62.0%

	

	Use by FDA During Review and Labeling

	

	Q19
	[bookmark: _Hlk145401565]In the FDA review template, there is table which indicates which type(s) of patient experience
data (PED) were used in the clinical review. Should a column ‘use in review’ be added to capture
whether and the extent to which such data was considered in the review?

	
	yes
	45
	90.0%

	
	no
	5
	10.0%

	
	

	
	If Yes, which options should be included for use in the review? (mark all that apply)
	
	

	
	demonstrate unmet treatment needs
	40
	88.9%

	
	use as a primary endpoint or used in endpoint selection
	39
	86.8%

	
	natural history study data to provide context for progression of rare disease
	24
	53.3%

	
	external control arm or historical control
	20
	44.4%

	
	[bookmark: _Hlk145401417]support qualitative or quantitative benefit risk analysis
	43
	95.6%

	
	other, please specify:
	4
	8.9%

	
	Making avaialble patient preference data eg. on mode of administration or frequency of administration, or side effect profile; your response categories are not well defined for some responses the answer really is - it depends on TA, TP, etc.; Provide data on safety, side effects of treatment, including comparison to other treatments/SOC; Demonstrated compliance and possible satisfaction with treatment; any issues with compliance/adherence
	
	

	
	

	
	Who should be responsible for completing the FDA - PED table?
	

	
	FDA
	6
	12.0%

	
	sponsor
	7
	14.0%

	
	equally both
	37
	74.0%

	
	

	Q20
	Should this FDA-PED table also include the reasons why such data was not use in the review, if applicable?
	
	

	
	yes
	48
	96.0%

	
	no
	2
	4.0%

	
	
	
	

	
	If Yes, which options should be included for use in the review?  (mark all that apply) 
	
	

	
	data not fit for purpose for regulatory decision making
	42
	87.5%

	
	lack of upfront agreement with agency regarding plans for use
	23
	47.9%

	
	data incomplete or does not address the regulatory decision
	43
	89.6%

	
	lack of data quality
	40
	83.3%

	
	inconsistency with trial design (e.g. population, outcomes definition or timing of assessment)
	36
	75.0%

	
	Other, please specify: 
	3
	6.3%

	
	many reasons like 'lack of foresight to collect data in time'; honestly I think there is no reason to exclude PED unless the data is of poor quality and cannot provide high-quality results; and does not meet FDA standards of evidence
	
	

	
	
	
	

	Q21
	Besides the FDA clinical review, are there other ways FDA should recognize the submission of patient experience data (PED)?

	
	yes
	29
	58.0%

	
	no
	21
	42.0%

	
	

	
	If Yes, in which other way? (mark all that apply)
	
	

	
	FDA public announcement of approval
	22
	75.9%

	
	applicant approval letter
	25
	86.2%

	
	product label
	26
	89.7%

	
	Advisory Committee Meeting minutes
	26
	89.7%

	
	FDA clinical review
	25
	86.2%

	
	trial snapshots
	13
	44.8%

	
	other, please specify: 
	4
	13.8%

	
	although still a pilot, more trials in project patient voice; not really sure what prior question was asking when stating "clinical review", was referring to only clinical team?; Adcome preparation and presentation; Review by CDER COA
	
	

	
	
	
	

	Q22
	Have you included patient reported outcomes (PRO) data in a draft US product label?
[question asked only to those with PRO experience, N=43]

	
	yes
	32
	74.4%

	
	no
	11
	25.6%

	
	

	
	(if yes) did FDA remove it during labeling negotiations?

	

	
	yes
	16
	50.0%

	
	no
	16
	50.0%

	
	

	
	(if removed) did the FDA indicate why? 
	
	

	
	yes
	14
	87.5%

	
	no
	2
	12.5%

	
	

	
	(if yes) what were the reasons (please mark all that apply)
	
	

	
	insufficient development and validation
	2
	14.3%

	
	lack of patient input to support relevance and comprehensiveness
	2
	14.3%

	
	inadequate control for Type 1 error
	7
	50.0%

	
	lack of clinical meaningfulness of change in outcome
	4
	28.6%

	
	lack of upfront agreement on design and intended use
	1
	7.1%

	
	no reason provided
	0
	0.0%

	
	other, please specify:
	3
	21.4%

	
	The FDA did give an explanation, it was just not clear and consistent. It seemed like FDA didn't want to include the PRO data and made up different explanations for that. It was difficult to figure out what exactly was going on; Open label, not in testing hierarchy;
Multidimensional concept
	
	

	
	
	
	

	Q23
	Have you included natural history study (NHS) data in a draft US product label?
[question asked only to those with NHS experience, N=9]
	
	

	
	yes
	2
	22.2%

	
	no
	7
	77.8%

	
	

	
	(if yes) did FDA remove it during labeling negotiations? 
	
	

	
	yes
	1
	50.0%

	
	no
	1
	50.0%

	
	

	
	(if removed) did the FDA indicate why?
	
	

	
	yes
	1
	100.0%

	
	no
	0
	0.0%

	
	

	
	(if yes) what were the reasons (please mark all that apply)
	
	

	
	lack of upfront agreement on design (including matching approach) and intended use
	0
	0.0%

	
	limited ability to emulate trial outcomes (e.g. outcomes definitions, timing, procedures, population)
	1
	100%

	
	insufficient sample size
	0
	0.0%

	
	sample not comparable to the trial population
	0
	0.0%

	
	data quality or data not accessible to allow FDA to replicate analyses
	0
	0.0%

	
	no reason provided
	0
	0.0%

	
	Other, please specify:
	0
	0.0%

	
	

	Q24
	Have you included patient preference information (PPI) in a draft US product label?
[question asked only to those with PPI experience, N=25]

	
	yes
	5
	20.0%

	
	no
	20
	80.0%

	
	

	
	(if yes) did FDA remove it during labeling negotiations?

	
	

	
	yes
	3
	60.0%

	
	no
	2
	40.0%

	
	

	
	(if removed) FDA indicated the reason why
	
	

	
	yes
	1
	33.3%

	
	no
	2
	66.7%

	
	

	
	(if yes) what were the reasons (please mark all that apply)
	
	

	
	lack of upfront agreement on design (including matching approach) and intended use
	0
	0.0%

	
	limited ability to emulate trial outcomes (e.g. outcomes definitions and timing of assessment)
	0
	0.0%

	
	insufficient sample size
	0
	0.0%

	
	sample not comparable to the trial population
	0
	0.0%

	
	data quality or data not accessible to allow FDA to replicate analyses
	0
	0.0%

	
	other, please specify:
	1
	100.0%

	
	Open-label study; specific data not appropriate for label
	
	

	
	

	Introduction to Best-Worst Scaling Exercise and the list of attributes

	Q25
	Are there other efforts that could substantially advance the use of PED in regulatory decision making?

	
	no
	36
	72.0%

	
	yes, please specify: 
	14
	28.0%

	
	consensus across FDA areas regarding use of data in decision-making; requiring PED data for all submissions and have a dedicated web page that provides this data to the public; simpler and cheaper ways of collecting these data
willingness for meaningful discussion/agreements on scientific challenges in the context of development and use of PROs (e.g. meaningful change thresholds); clear guidance
hard to say what would lead to substantial advancement; road map as to types of data that are useful and when to incorporate for FDA review; consider what can be done for communication outside of the label; more discussion taking into the account how hard to implement the FDA requirements; as a community, our drive toward improvement (eg, new guidelines) is helpful in many ways, but may add to (rather than decrease) the demands and challenges faced in our development and validation efforts. Efforts should also focus on how we may streamline our work and find efficiencies. This may be realized at the regulatory and sponsor level;  data visualization for patient voice
cross-industry group of PED experts engaging in discussions with FDA about alignment of expectations; PFMD have developed a PED Navigator to provide consistent definitions of PED across multiple stakeholder groups; Increased inclusion of PED in labels
	
	

	% N= percentage of 50 participants unless otherwise noted






