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	EFPIA


Please note that these comments and the identity of the sender will be published unless a specific justified objection is received.

When completed, this form should be sent to the European Medicines Agency electronically, in Word format (not PDF).

1.  General comments

	Stakeholder number

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

(To be completed by the Agency)

	
	EFPIA welcomes the support for preference studies as expressed by the positive tone of the EMA draft qualification opinion. This should help support the use of preference studies as a robust tool for collection of patients’ views, and thus is consistent with the EMA’s (and industry’s) objective of working towards more incorporation of patients’ views into medical product decision-making. In particular, reference is made to  EMA regulatory strategy 2025 objective of <<include patient preferences to inform the benefit-risk assessment>> 
The multi-stakeholder collaborative approach in PREFER has been instrumental in the development of a framework which will increase patients’ representativeness in drug development and in decision making by prescribers, regulators and HTA bodies.
EFPIA particularly welcomes EMA’s approach ensuring that PPS information is included in key regulatory documents such as the EPAR. This helps strengthen the acceptability of PPS information from a broader range of stakeholders including HTAs and Payers. Further specific comments on this section are provided below.
It is recognised that this document is a Qualification Opinion and not a Guideline. In the specific comments, some suggestions and requests/suggestions are made which may therefore be considered out of scope for the purposes of this Qualification Opinion. However, EFPIA would like nonetheless to highlight these topics so that they be considered for future guideline development, which will help ensure full and consistent implementation of the principles outlined in this Opinion.      
	


2.  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)

	65 - 79
	
	Comment: 
In this paragraph the EMA discusses previous efforts to incorporate quantitative and semi-quantitative methods to weight efficacy and safety data for benefit-risk assessments. Do these quantitative methods refer to the use of patient preferences in benefit-risk assessments? Can the EMA please clarify their position on the use of patient preferences for regulatory benefit-risk assessments?
	

	77 – 79 
	
	Comment: 
We welcome the EMA emphasis on patient preference studies as a tool which can promote a more structured inclusion of patients’ views in the regulatory decision-making process.
	

	80 - 88
	
	Comment: 
This paragraph about the potential decision scenarios in which patient preference data could add value is especially helpful, and congruent with the content in lines 461-468 of the draft FDA benefit-risk guideline.
	

	106 - 107
	
	Comment: 
We welcome the statement that the framework can serve as a structure for regulatory-industry interactions, and the overall support for the framework.
	

	109 - 114
	
	Comment: 

We would suggest adjusted language about the ‘soft’ nature of preference-sensitive decisions.
Proposed change:

Introducing the concept of ‘preference sensitive situations’ (section 2.1 in the briefing documentation) was questioned with regards to its added value and necessity during interaction with the applicant. The concept of ‘preference sensitive situation’ is intended as a high-level summary of the situations described in lines 80-88, specifically the potentially concerned (decision) scenarios.  It is found of limited value in assisting in the identification of relevant contexts of use in the regulatory setting. The conditions/categories listed to describe PP-sensitive situations appear rather soft and any eventual judgment of whether they would apply in a certain situation would remain subjective (as well as dependent on the experimental design). 
	

	115 - 116
	
	Proposed change:
This The latter was accepted by the Applicant during the Discussion Meeting and a reference in this respect is added to the qualification opinion.
	

	118
	
	Comment: 
The registry being referred to is the “Health Preference Study and Technology Registry”, suggest EMA to include the hyperlink as well for easier reference. https://hpstr.org/landing 
	

	122 - 123
	
	Proposed change: 

The framework may furthermore support interactions between industry, regulators (and HTA bodies/payers, as well as patients). Overall, it is agreed that the framework is suitable for informing on objectives, design and conduct, and reporting of PPS.
	

	135 - 136
	
	Proposed change: 

These methods (described in chapter 4 of the framework briefing book) differ with regard to the experimental setup, the design space as well […]
	

	155 – 157 
	
	Comment: 
Please clarify the term “targeted elicitation” does this refer to the target population or a well phrased survey question.  Does “estimation task” refer to estimating a preference weight? 
	

	158 - 168
	
	Comment: 
Disease severity is a very important patient characteristic, but it is not always easy to obtain.  It might not be in the medical record and patients might not be reliable in self-reporting it.  Time since onset is often used, but maybe it is time to recommend ways to extrapolate it.

The EMA comment on attributes that a patient never experienced or is unfamiliar is a critical concern.  It might be partially remedied by having low vs. high severity subgroups, but not always.  For example, for a drug treating 5 menopausal symptoms, women might only have 2-3 symptoms out of 5 and not all women might experience the same 2-3 symptoms over time.  Further detail and guidance on how to characterise these attributes would be welcome.     
	

	158 
	
	Comment:
Health literacy is the patient capacity understand and use healthcare information and is different to the broader term “education & knowledge”.  
Comment: 

Also take into account possible physical disabilities from participants, which may influence the use of devices and access to clinical trials and therefore the results.
Proposed change:

Population heterogeneity is an important issue. Disease-related aspects (such as time since onset, severity, etc.) as well as disease-unrelated aspects (such as attitudes, cognitive abilities, education & knowledge, health literacy, physical disabilities and/or experience with expected AEs, etc.) warrant consideration in study planning as well as interpretation of results. 
	

	180
	
	Comment:
the potential negative impact on subject is a common ethical question occurring in any clinical trial, not only in PPS.

Proposed change:

In addition, as with any clinical study, participating in a PPS may have the potential to negatively affect subjects depending on information presented and appropriate care/measures should be in place to mitigate respective concerns. 
	

	187 - 188
	
	Comment: 
There are a few possible interpretations of (cross)validation for example using two different preference approaches to measure preferences in the same sample, or qualitative piloting of the preference instrument prior to the main data collection. These have different implications on the feasibility of the study depending on the target disease, for example in rare diseases it may be more challenging to validate given the smaller patient population. Can the EMA clarify what is meant by (cross-)validation efforts in this sentence and discuss the implications for therapeutic areas with smaller patient populations? 
	

	205 – 206 
	
	Proposed change:
For these aspects, the PtC offers limited information at present, but is a field of rapid growth.
	

	210 - 212
	
	Comment: 
We welcome the EMA approval of the chapter on points to consider for method selection (and acknowledge the caveats expressed about selection of preference methods).
	

	216 - 222
	
	Comment: 
We appreciate the EMA’s agreement to including preference data in the Clinical Overview, as well as in the EPAR or other relevant documents.

An insight in to how the PPS or any Patient Evidence was used in the overall benefit risk evaluation will be invaluable to prescribers, industry and downstream stakeholders and rewarding to the patients who provide their time and resource. However even when a submitted PPS was not considered in the context of a regulatory decision, it would be useful to provide a rationale (in the appropriate document e.g. EPAR) as to why this was not considered relevant and what criteria were applied by reviewers to assess utility (e.g. Population used was not representative of the patient population). Such transparency will provide an opportunity to develop the science and share best practices.  


	

	220 - 222
	
	Comment: 

This statement requires clarification:
“More generally, the value of conveying information on group-level preferences to individual patients in relevant documents would have to be carefully considered for situations where individual choice is paramount (i.e., for prescription or administration/use)”.

Almost all data in an SmPC is based on comparison of groups. Robust preference study results could contribute to individual choice even if it reflects group level preferences.
Clarity on what is meant by ‘relevant documents’ and more defined criteria for inclusion in each should be developed as experience is gained.   

	

	219 
	
	Proposed change:

The decision will be made on a case-by-case basis, taking into account the validity and robustness of the data
	

	228 - 229
	
	Comment: 

The framework is endorsed but there is no specific advice nor recommendation to consider it for any new PPS planning. 
Proposed change: 

The proposed research framework and points to consider document is generally endorsed as a comprehensive reference document for planning and conducting patient preference studies (PPS). Given the absence of existing framework, we advise to consider this framework for planning and conduct of a patient preference study. […] 
	

	230 - 231
	
	Proposed change:
However, specific comments are made and several potential limitations are addressed above, specifically also with regard to identification of preference sensitive situations.
	

	254-255
	
	Comment: 

The draft opinion makes a brief statement that ‘scientific advice at the planning stage is encouraged’. From a sponsor perspective, a more detailed description of the Agency’s expectations and process for seeking advice on patient preference methodologies in particular would be helpful.

	


Please add more rows if needed.
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