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Executive Summary:

EFPIA, EBE and VE welcome the opportunity to comment on the 'Reflection paper on a proposal to enhance early dialogue to facilitate accelerated assessment of priority medicines (PRIME)' (EMA/CHMP/57760/2015). In its Reflection paper
, EMA shares its overarching goal of “accelerating patients’ access to medicines that address unmet medical needs”. EFPIA, EBE, VE fully support this objective and wish to provide constructive input to optimise the implementation of PRIME. EMA had earlier indicated plans for the proposal described here in its Strategy to 2020 as “a European early stage innovative medicines designation”
.  In its response to EMA’s Strategy to 2020, EFPIA conveyed its full support for EMA’s objective of “an EU environment that has adequate incentives for innovation…to realis(e) a vibrant life science sector”.  
The industry organisations are confident that, once implemented with diligent efforts following this state of stakeholder input, PRIME has the potential to positively impact the EU research and development environment.  Since the goal of our member companies is customarily to develop an optimal global development programme for these highly innovative potential new medicines, enhanced alignment of scientific thinking on these priority medicines among EMA, FDA, and PMDA/MHLW would also greatly facilitate achievement of this goal.  We acknowledge that the concepts presented in EMA’s proposal are aptly kept at a high level in order to accommodate variable future scenarios and to allow adaptations based on experiences.  EFPIA, EBE, VE anticipate that operational and practical issues will be addressed in future PRIME communications and procedural documents.  As examples, practices and processes will need to be established for developing parallel indications under PRIME, EMA contact point for central coordination, procedural timing and scheduling with different committees, as well as briefing book formatting.  EFPIA, EBE, VE is ready to provide its input on these topics. 
EFPIA, EBE, VE believe that refinement of the following four priority policy areas of EMA’s proposal would ensure that PRIME is truly transformative; consequently achieving its aims. 

1. Early regulatory advice on product development: In order to have the greatest positive impact on public health, all applicants should be permitted to request PRIME designation at an early phase of a product’s development (i.e., after the ‘proof of principle’ stage).  Innovative product development is transitioning away from the historical definitions and distinct transition phases of development (i.e., Phase 2 and 3)
.  This applies in particular in rare diseases where due to limited patient numbers and the severity of the condition a short exploratory phase is followed by a confirmatory phase.  Therefore, a holistic approach in drug development utilizing availability of early clinical data for marketing authorisation review (e.g. conditional marketing authorisation) would benefit from PRIME guidance.  This also requires a better integration of paediatric development in such early regulatory interactions.  Furthermore, novel product development often entails adaptive design progressing along a broader variety of methods for evidence generation over the lifecycle of a product.  As another important justification, allowing all applicants to apply for PRIME after proof of principle will ensure that the applicant has the chance to optimally engage with the other committees (e.g., PDCO which is available after proof of concept and COMP) and also consider CMC aspects when relevant.  These development plans are likely for the very products that would most benefit from early, ongoing regulatory advice – a key benefit of PRIME.  Therefore, EFPIA, EBE, VE believe that public health will only be best impacted if PRIME is applicable at the proof of principle stage for all products.   
2. Scientific advice tailored for the PRIME scheme: As noted, since potential products for areas of high unmet need often require adaptive approaches to development, a level of flexibility in the scientific advice (SA) process is necessary.  The SA process should be tailored for PRIME and adaptable to offer timely
, informal feedback to companies. Specifically for PRIME, early appointment of the Rapporteur should be possible to allow for ongoing dialogue, and the SA pre-submission phase should be streamlined. SA should cover CMC components, considering the accelerated development that will be needed for the manufacturing process in order to keep pace with the clinical development.  From the standpoint of scientific validity, SA should also consider suitability of the device or diagnostic in its relation to the medicine.  Especially considering that many emerging classes of medicines (e.g. biotherapeutics and ATMPs in immune-oncology) have a series of associated biomarkers and administration devices.  EFPIA, EBE, VE would welcome the opportunity to provide further ideas on the operational enhancements to more tailor SA for PRIME including consultation with the PDCO. 
3. Involvement of HTA bodies early in PRIME discussions: For products with PRIME designation the involvement of HTA bodies into the early discussions should be available in order to avoid delays in reimbursement and pricing decisions after regulatory approval.  EFPIA, EBE, VE understand that the cooperation between the Agency and HTA bodies is currently subject to other initiatives beyond PRIME, such as parallel SA and the Shaping European Early Dialogues (SEED) project.  Further, we anticipate that evolution and outcome on these projects will also be considered for PRIME.  However, EFPIA, EBE, VE would like to underline that ultimately, a substantial move towards early patient access to innovative medicines in Europe will not be possible without HTA bodies' early involvement into the discussions.  For PRIME, it will likewise be important that national HTA bodies assign resources to cooperate in the above schemes and fully contribute to these discussions.
4. Product eligibility based on potential to address unmet medical need: The PRIME scheme should also encourage innovation related to all types of products centred on their public health potential to address unmet medical need.  For example and as supported by adequate data, this should include extensions of indications (i.e., Type II variations seeking a new indication), line extensions (i.e., new formulations/routes of administration) and new combinations meeting a significant unmet medical need.  After initial authorisation, a product may show promise for an area of high unmet need with the potential to have a positive impact on public health.  In these cases, access to the PRIME scheme would ensure that the most efficient and effective development path was implemented for these additional uses of an already marketed medicine. EFPIA can envision medicines that initially were designated as PRIME for their preliminary indication with potential extensions of indications that would also be eligible for PRIME.  In other scenarios, a medicine authorised without a PRIME designation may have an extension of indication that would qualify for PRIME. The availability of the PRIME scheme may also be valuable for the accelerated development and assessment of innovative prophylactic vaccines for which there is a major public health interest.  As a general principle, the potential impact on public health should be the determining factor rather than the order of indication development or the type of product (i.e., preventative or therapeutic; individual or combination).  
Background and Context

The objectives described for the PRIME scheme are of particular importance to industry.  Indeed, in terms of the public health benefits, even amidst dramatic advances in available medicines over the last several decades, there remains persistent unmet medical need in Europe and globally. While some stakeholders may consider the definition of ‘unmet medical need’ as limited and only for conditions with small numbers of patients, the innovative industry has an interest in conducting research and developing innovative, priority medicines for therapeutic areas across a wide spectrum of burden of disease and unmet medical needs. 

In 2013, the World Health Organisation (WHO) published its Priority medicines for Europe and the world
.  In this paper, WHO listed potential areas of medical need based on high burden of diseases along with pharmaceutical gaps (e.g., acute stroke, chronic obstructive pulmonary disease (COPD), and Alzheimer disease), based on projections and trends (e.g., antimicrobial resistance (AMR), pandemic influenza), based on social solidarity (e.g., rare or neglected diseases) and based on risk factors (e.g., smoking and obesity)3. Another approach by which to emphasise the existence of persistent unmet medical need is through morbidity and mortality rates in the EU.  For example, the below table lists the current leading causes of death in the EU
.  The Analysis Group recently conducted an evaluation of the number of new medicines under development for the treatment of different diseases within the research-based pharmaceutical industry (tabular results below)
.  
	Leading causes of death in EU4
	Death Rates per 100,0004
	Number of medicines in development5

	Ischemic heart diseases
	136.87
	650 projects for cardiovascular disease

	Cerebrovascular diseases
	92.48
	See above

	Malignant neoplasms of the trachea, bronchus and lungs 
	55.47
	142 for lung cancer (3,436 for all cancers)

	Chronic lower respiratory diseases
	34.9
	485 for respiratory diseases

	Malignant neoplasm of colon
	31.88
	63 for colorectal cancer

	Accidents
	30.86
	Not applicable

	Pneumonia
	26.47
	Not included in analysis

	Diabetes mellitus
	23.05
	412 projects for diabetes


Given the burden of unmet medical need and the robust level of research underway, timely conversion of potential treatments in development into available medicinal options for patients becomes paramount.  To achieve this, PRIME should be designed to have a fundamental role in advising on leading-edge drug development and regulatory pathways. To that end, data generated in both the EU and U.S. demonstrate the benefits of early engagement between companies and regulators for achieving well-informed development plans and support the principle that early, ongoing dialogue between regulators and companies has a substantive positive impact: 

In 2015, EMA published data from its analysis of the impact that SA has on changes in a company’s clinical trial design and whether the timing of and compliance with SA affect the regulatory outcome
. Conclusively, EMA’s results confirmed that compliance with SA is correlated with marketing authorisation application (MAA) outcome (i.e., 84-86% of submissions that were compliant with SA had positive MAA outcomes compared with 41% of submissions that were non-compliant). Further analyses showed that 78% of applications that sought SA prior to initiation of pivotal studies were deemed complaint at the time of MAA compared with 64% of applicants that sought advice after pivotal studies were initiated (i.e., the timing and use of early advice was critically important). An independent analysis of the relationship between U.S. FDA / sponsor meetings and the probability of New Drug Application (NDA) approval was conducted by Booz Allen Hamilton.  The analysis concluded that communication between FDA and sponsors, established via periodic meetings and other methods, led to a higher rate of first-cycle approvals. Sponsors of successful applications had an average of 25 interactions with the agency. Products with pre-NDA/BLA meetings had a first-cycle success rate of 47% compared with 33% for products without such meetings
.  As further background, EFPIA has compared the proposed PRIME scheme with the comparable schemes of the US and Japan and each includes the feature of intensive engagement between the regulators and product developers (see Annex 1).  Once implemented, PRIME will be another key regulatory possibility for Europe that shares some noted commonalities with schemes that are already established in other parts of the world.  
In its PRIME Reflection paper, EMA discusses several tools that it already has available “to further support development with a view to accelerating patients’ access to medicines that address unmet medical needs” – Adaptive Pathways pilot, accelerated assessment, and conditional marketing authorisation.  A true shift in Europe towards innovation support will not be possible without a shift of mind-set of all actors. It will therefore be paramount that implementation of all aforementioned revised and newly established tools will be subject to a robust change management process by the EMA and the European Network. This is likely to require unique efforts in Europe.  It is important that EMA works with Member States to facilitate development of expertise and to leverage their clinical trial assessments.  Otherwise, the full benefits of these approaches, including PRIME, may not be achieved. Once effectively implemented, this suite of regulatory tools will ensure that EMA maintains pioneering regulatory practices.  
EFPIA, EBE, VE are optimistic that with due consideration of these proposals PRIME will optimally facilitates the delivery of important new medicines to alleviate unmet medical need and improve public health.
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, EBE, VE welcome the PRIME scheme and wish to provide constructive input to fully optimise its implementation.  PRIME has the potential to greatly impact the EU research and development environment.  We appreciate that some of our proposals and requests for clarification may only be possible once experience is gained.
	

	
	Early regulatory advice on product development: 
EFPIA, EBE, VE highlight that in order to have the greatest positive impact on public health, all applicants (public and private sectors, SME/ non-SME) should be permitted to request PRIME designation at an early phase of a product’s development (i.e., after the ‘proof of principle’ stage or phase 1 using historic nomenclature). Moreover, once a product which is expected to address unmet medical need in a specific indication has entered the scheme, a second product should be considered eligible to enter PRIME for the same indication until and unless it is demonstrated that there is no longer an unmet medical need. In addition, clarification that a combination of several products
 can be eligible for the scheme will provide reassurance.
Rationale and Considerations:

According to the draft Reflection paper, the aim of PRIME is, not only to identify products fulfilling the criteria for accelerated assessment, but also to reinforce early dialogue and enhance support throughout the development program.  Indeed, PRIME should optimally introduce a holistic approach to medicine development and regulatory review. These aims will ultimately accelerate patient access to safe and efficacious promising medicines, thus improving public health. Supporting this objective, data demonstrate that early advice from regulatory agencies increases the likelihood of a positive result in development of a new medicine.  As initially suggested, it may run contradictory to this objective for ‘proof of concept’ to be the timing for eligibility requests for most applicants.  
Innovative product development is transitioning away from the historical definitions and distinct transition phases of development (i.e., Phase 2 and 3).  Furthermore, novel product development often entails adaptive clinical trial design and adaptive manufacturing process development progressing along a broader variety of methods for evidence generation over the lifecycle of a product.  Additionally, limited patient numbers and severity of the disease for rare conditions imply a short exploratory phase followed by confirmatory trials.
Since the PRIME entry criteria are limited to products expected to address unmet medical need situations, the use of the system will be restricted. Insofar, an equal approach to allow all applicants to enter the scheme at “proof of principle” seems proportionate for well justified applications of promising products, also from a resource perspective. 

An alignment of underlying definitions for eligibility (e.g. unmet medical need, products of major interest from the point of view of public health and therapeutic innovation, significant benefit) will be needed to allow for consistency between different schemes (e.g., Accelerated Assessment or AA, Conditional Marketing Authorisation or CMA).

As another important justification, allowing all applicants to apply for PRIME after proof of principle will ensure that the applicant has the chance to optimally engage with other committees (e.g., PDCO which is available after proof of concept and COMP), and on CMC aspects, when relevant.  This is particularly important for products that fulfil an unmet medical need in a paediatric indication. Failing this, a PIP may need to be agreed well in advance of the PRIME designation.
For those products where the development path is very rapid and expect to file a marketing authorisation application with more limited data (i.e., after phase 2 using historical terminology), the proof of concept entry point into PRIME would be too late to enable the benefits that the scheme offers.  These development plans are likely for the very products that would optimally benefit from early, ongoing regulatory advice – a key benefit of PRIME.  
EFPIA is conscious of the potential resource implications for offering PRIME at proof of principle for all applicants and believes that resource implications should be carefully tracked for future discussion, if special consideration becomes necessary. Yet, given the high potential impact for patients, PRIME should not be restricted due to resource considerations but be prioritised and resourced within the Agency and the EU Network
. A sustainable solution should be sought between stakeholders to address any resource aspect and clarify the fee structure.

	

	
	Scientific advice tailored for the PRIME scheme: 
The SA process should be tailored for PRIME to expedite iteration and, in addition, should be adapted to offer timely, less formal advice to companies in well justified situations. Ideally, the scientific advice process under PRIME will synchronise or link with other committees (e.g. PDCO).  More details on how interactions would work in practice (i.e. milestones, triggers for interaction) should be provided to manage expectations in terms of resources and time commitments both from regulators and applicants.  EFPIA considers that SA should be timely and adaptable, such that where appropriate, depending on the compound’s developmental milestones, it is formal, and at the same time, where appropriate, informal.   EFPIA would welcome the opportunity to provide further ideas on the operational enhancements to better tailor SA for PRIME.
Rationale and Considerations:

As noted, since potential products for areas of high unmet need often require adaptive approaches to development, a level of flexibility in the scientific advice (SA) process is necessary. 
There is a need for flexible and less formal advice by rapporteur/ co-rapporteur in addition to iterative scientific advice steps.  Particularly, when considering situations where it will be important for a product developer to understand the current regulatory thinking before it makes decisions.  In these cases, the full involvement of the SAWP/ CHMP is not yet needed.

For PRIME to foster the early development of innovative medicines in Europe and to accelerate patient access to innovative new medicines, the scheme will require effective cooperation including the EMA with the different working parties, national Agencies, HTA bodies and the European Commission, also in connection with European and national innovation schemes.  PRIME designation will meet its goals more successfully if SA is offered to cover discussion for clinical development milestones as well as non-clinical, manufacturing process and CMC related topics.
For the conditions mainly affecting paediatric populations, processes should also be identified to allow simultaneous consultation of the PDCO. Of note, currently, only one PDCO member is participating in SAWP/ CHMP meetings, and the CHMP opinion on SA affecting a certain clinical programme does not overlap with the PDCO opinion on the same programme, which can risk delays to development.

Ultimately, industry’ s expectation on PRIME is to have a better understanding of the regulators’ expectations of a product’s development with a view to generate the relevant data leading to a high quality dossier and hence a swift assessment with potential approval.

The general framework of continuous monitoring by the SAWP during the development suggests iterative interactions and it will be important that the SA
 process is adapted:
· Today, although there is the possibility for Day 40 or Day 70 SA processes, any interaction beyond written communication is currently applied to trigger a Day 70 procedure. This approach may be too restrictive for the PRIME scheme in which flexibility to have timely (and eventually several) face-to-face dialogues is needed.  SA interactions for Day 40 could occur more timely via teleconference or videoconference for all aspects of development.  
· The possibility for a ‘discussion meeting’ for SA should not be limited to ‘cases of disagreement’ under PRIME.

· The timing and content of the submission package(s) should also be adapted.

· It would be interesting to understand whether the fee structure would also be modified.

Likewise, specifically for PRIME, early appointment of and interactions with the Rapporteur should be possible to allow for ongoing dialogue, and the SA pre-submission phase should be streamlined. EFPIA, EBE, VE consider that, under PRIME, the first SA interaction would be most detailed, while ongoing dialogue would be streamlined and more efficient than traditionally provided, given the idea that companies would have a consistent point of contact and the Agency would already have background knowledge. The flexible, rapid SA described here is likely to support the future of ‘disruptive innovation’ recently discussed by an EU Commission expert panel
.  
	


	
	Involvement of HTA bodies early in PRIME discussions: 
EFPIA, EBE, VE would like to underline that ultimately, a substantial move towards early patient access to innovative medicines in Europe will not be possible without HTA bodies' early involvement and commitment to the concept
. Products with PRIME designation should be early signalled to HTA national agencies so that local assessment could be managed without delays in decisions after the medicines have been approved for marketing. It will likewise be important that national HTA bodies assign resources to cooperate in the above schemes.
Rationale and Considerations:

Products with PRIME designation should allow the involvement of HTA bodies into the early discussions in order to avoid delays in decisions after the medicines have been approved for marketing.  EFPIA, EBE, VE understand that the cooperation between the Agency and HTA bodies is currently subject to other initiatives beyond PRIME, such as parallel SA.  Further, we anticipate that evolution and outcome on these projects will also be considered for PRIME.  
	

	
	Product eligibility based on potential to address unmet medical need: 
The PRIME scheme should also encourage innovation related to extensions of indications (i.e., Type II variations seeking a new indication) line extensions (i.e., new formulations/route of administrations) and new combinations meeting a significant unmet medical need.
Rationale and Considerations.
After authorisation, a product may show promise for an area of high unmet need with the potential to have a positive impact on public health.  In these cases, access to the PRIME scheme would ensure that the most efficient and effective development path was implemented for these additional uses of an already marketed medicine. EFPIA, EBE, VE envisions medicines that initially were designated as PRIME for their preliminary indication with potential extensions of indications that would also be eligible for PRIME.  In other scenarios, a medicine authorised without a PRIME designation may have an extension of indication that would qualify for PRIME. Actually, the potential impact on public health should be the determining factor rather than the order of indication development or the type of product (i.e., preventative or therapeutic; individual or combination).
	

	
	Impact of PRIME designation on subsequent authorisation procedure:

When a product has been granted a PRIME designation, it de facto is expected to follow an accelerated centralised procedure. However, the link between the early PRIME designation and the subsequent marketing authorisation application are unclear.  Therefore, it should be further clarified:

· whether the applicant will need to apply for eligibility to the centralised procedure in order to have the PRIME rapporteur appointed, and how this will be handled.

· how the ‘coordinated support from EMA’ (see page 6) will be provided, in particular whether there will be the concept of an EMA Product Lead during the PRIME development.

Additionally, it should be clearly stated whether a request for eligibility for the centralised procedure would need to be submitted again in the event that the PRIME designated product no longer meets the PRIME eligibility criteria and the applicant/sponsor was informed accordingly by the EMA.
	

	
	Integration with other EMA schemes aimed at promoting innovation:
A number of other schemes have been put in place at EMA in order to foster innovation. These may be established by law (e.g., ATMP certification) or run as pilot schemes (e.g., adaptive pathways, early paediatric interaction). It would be helpful if EMA could, in its PRIME documents, discuss how these fit together with the PRIME scheme, and how the Agency is anticipating the evolution and outcome of the pilot projects and their possible impact/interaction with PRIME.
	


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 (if applicable)

(To be completed by the Agency) 

	7
	
	Comment: Although the Reflection paper does not include a ‘date for coming into effect’, given the potential positive impact for PRIME, EFPIA, EBE, VE supports expediency in implementing the final policy and remains readily available should further input be useful.
	

	30
	
	Comment: EMA makes reference to the Adaptive Pathways Pilot and we understand that PRIME is one regulatory tool which can support adaptive pathways.  We also understand that PRIME will be available for products which are not included in EMA’s Adaptive Pathways Pilot.  However, EFPIA, EBE, VE would appreciate additional details on how these two regulatory initiatives will operationally coincide.
	

	23
	
	Comment: The availability of the PRIME scheme may also be valuable for the accelerated development and assessment of innovative prophylactic vaccines for which there is a major public health interest.  Therefore, the PRIME proposal should acknowledge its applicability to both therapeutics and preventatives.
Proposed change: “The development of promising new therapeutic and preventive medicines to address unmet medical needs….”
	

	45
	
	Comment: It would be helpful if it were explicitly stated that one of the overall objectives of the scheme is to accelerate development and not only assessment. Acceleration can be achieved by using and encouraging innovative approaches to development (e.g. adaptive clinical trials and Adaptive Pathways) and would not imply a lowering of regulatory standards.  

Proposed change:   ‘…a scheme has been developed to reinforce early dialogue and regulatory support to stimulate innovation, optimise and where possible accelerate development and assessment….’    
	

	53-56
	
	Comment: As described, designating an MAA to an accelerated timetable occurs just prior to filing.  EMA intends for the PRIME scheme to ‘identify products fulfilling the criteria for accelerated review earlier’.  This is most welcome by EFPIA, EBE, and VE since early preparations for accelerated review help streamline the applicant’s filing process.  Many companies must coordinate submissions globally including the timing for Certificate of Pharmaceutical Product (CPP) dependent countries.  Companies must also plan for use of their resources globally (e.g., manufacturing preparations, IT dossier support, and regulatory responses to questions) in advance and the earlier the review procedure timelines are known, the more efficient the planning process becomes.  For example, if a product will be sourced for the global market from a manufacturing site in Europe, early knowledge about the potential timelines for site inspections and product approval can be helpful from a scenario planning perspective.

Considering that Accelerated Assessment (AA) and Conditional Marketing Authorisation (CMA) are key tools in the EU legislation to accelerate approval of medicines that address unmet medical needs, the PRIME scheme can assist in early identification and communication to the applicant of products likely to fulfil the respective eligibility criteria. 
Proposed change: ‘…but also to enhance the regulatory and scientific support on offer to these products through advice at key milestones in clinical and CMC development.’
	

	59-61
	
	Comment: The text suggests it is the early data from the new medicinal product that will help justify a major public health issue.  It would be valuable to have some clarification on the role of clinical and scientific data for the disease area of interest as this may constitute the primary source of justification to the definition of a major public health issue.
	

	68-73
	
	Comment: As mentioned under ‘General Comments’, data demonstrate that early advice from regulatory agencies increases the likelihood of a positive result for developing a new medicine.  Therefore, EFPIA, EBE, VE believe that the PRIME scheme should be available to all applicants at the time of proof of principle.  There are several other important incentives to assist SME product development such as a reduction of regulatory fees (Line 128) and availability of dedicated EMA expertise for query responses.  
Proposed change:
Delete 1st sentence on lines 68-70 –

“There is also value in opening the scheme to SMEs and applicants from the academic sector at an earlier stage as progressing to proof of concept stage is often a difficult step for these smaller actors with limited regulatory and medicine development experience.”
	

	86
	
	Comment: It should be noted that PRIME is available to both therapeutic and preventative medicinal products.
Proposed change: “The scheme aims to support therapeutic and preventive medicinal products of major public health interest and in particular from the viewpoint of therapeutic and prophylactic innovation (i.e. those which fulfil the accelerated assessment criteria).”
	

	87-88
	
	Comment: It is important to ensure that the criterion for PRIME of major public health interest will also apply to orphan drugs. Orphan drugs have been granted AA in the past and thus EFPIA assumes orphan drugs will not be, at the outset, excluded from the PRIME scheme.
	

	89-92
	
	Comment: For the justification of unmet medical need, it is important to compare the new treatment to current standard of care in Europe – independent of licencing status. The notion of “satisfactory method” similar to the orphan drug regulation is a formalistic requirement to compare the potential benefit of the new product to approved methods (the interpretation of “satisfactory” as per the orphan regulation). However, licencing status is much less relevant in order to determine medical need than current standard of care independent of licencing status. Including the “satisfactory method” definition will focus the discussion on approved medicines rather than defining the expected clinical benefit compared to current standard of care, which is the most relevant aspect for consideration.
	

	93-99
	
	Comment: EMA describes the eligibility requirements for PRIME as a product “should demonstrate the potential to address to a significant extent the unmet medical need for maintaining and improving the health of the Community; potential to bring a major therapeutic advantage to patients, through a meaningful improvement of efficacy…”  EFPIA also believes that this eligibility criterion is sufficiently detailed while still necessarily flexible.  

There may also be cases where it would be possible for a product to be eligible for PRIME through ‘meaningful improvement of safety’.  EMA seems to recognise this situation within the text (Annex, line 254).  Though, EFPIA, EBE, VE request that the main body of the reflection paper include this criteria for consistency and clarity. There could be a product that is expected to have similar efficacy to one already on the market, but with an expectation of an improved safety profile.  For example, an autoimmune therapy in development for a condition of patient need may have a very similar expected efficacy profile to a marketed product, but may have anticipated improvements in its safety/tolerability profile and thus should be considered for PRIME eligibility. 
Also, the PRIME initiative, and particularly this section, could benefit from referring to and suggesting inclusion of surrogate biomarkers and other intermediate endpoints, so as to accelerate development programmes. 

Proposed change: 
· Alignment and reference with the interpretation in the revised guideline on conditional marketing authorisation. 
· Expand eligibility criteria statements to include situations of meaningful improvement of patient safety. 
· Suggest additional words within text: potential to bring a major therapeutic advantage to patients, through a clinically meaningful improvement of efficacy or of the benefit-risk balance …

· Include a reference to the current EMA mechanism to qualify biomarkers and other drug development tools (Qualification of Methodologies for Drug Development; EMA/CHMP/SAWP/72894/2008).
	

	98
	
	Comment: Since in the case of prophylactic medicinal products, including vaccines, the main expected impact is prevention, we propose to amend the text as follows.
Proposed change: “Prevention, onset and duration of the condition, or on ….”
	

	113-118
	
	Comment: EMA describes the types of information about PRIME applicant requests that it will list in its monthly reports.  EFPIA, EBE, VE appreciate EMA’s acknowledgement of the importance of communicating program metrics.  However, if there’s a therapeutic area with only one or a few products in development (i.e., ultra orphan condition), releasing a product’s ‘therapeutic area’ along with its ‘phase of development’ may allow for deduction as to the product’s status and company’s identity.  This may be particularly pertinent for a product that was not accepted into the PRIME scheme.  Therefore, EFPIA, EBE, VE believe that only summary information and data should be released within the monthly reports.
Proposed change: EMA should simply make available summary PRIME metrics such as total number of requests, numbers of requests granted/denied and percentage within different general therapeutic areas.
	

	126-127
	
	Comment: See also general comment.

Proposed change: In early stages of development, following demonstrated proof of principle, focusing on but not limited to SMEs and applicants from the academic sector.

Comment: To meet the goal of the PRIME initiative, the innovative clinical development of drugs eligible for PRIME needs to be aligned by a new concept, faster-paced manufacturing process development. Therefore, the possibility of gaining agreement on CMC development plans at the earlier stages should be listed among the benefits of PRIME and should be included in the bullet points.

Proposed change: add a separate bullet point for CMC development, as follow: 

· Scientific advice (with fee reductions for SMEs) on the overall clinical development plan and at major development milestones, with the potential to involve multiple stakeholders (e.g. Health Technology Assessment (HTA) bodies, patients)

When applicable, scientific advice on innovative CMC development approaches, which otherwise have the potential to delay the availability of the drug and equal out the benefit of PRIME designation” 
	

	126-140
	
	Comment: It would be helpful to add the possibility of gaining agreement on CMC development plans at the earlier stages listed among the benefits of PRIME in the included bullet points.
	

	128-130
	
	Comment: EMA notes the need to involve multiple stakeholders including HTA bodies. EFPIA, EBE, VE support that iterative steps on scientific advice should allow involvement of HTA bodies building upon the current parallel scientific advice established by EMA. This will be key for the ultimate success of the scheme and Member States should ensure HTA bodies will have the resources to contribute to the discussion.
Also in terms of stakeholder engagement, EMA, FDA and PMDA should develop regular mechanisms for an exchange on scientific discussions.  The use and operation of PRIME should be monitored, and further opportunities for global cooperation explored and implemented as experience is gained. This will be paramount for global development considerations.
	

	132
	
	Comment: The early appointment of the CHMP/CAT Rapporteur is a welcome feature of the PRIME scheme.  It will be important  however  that the selection criteria for Rapporteurs is highly robust and based on an appropriate level of skill and experience not just in the therapeutic area but also in assessment of highly innovative products and developments in areas of high unmet medical need (e.g.  Prior experience of products authorised via Accelerated Assessment, Conditional Marketing Authorisation or other tools).  The success of PRIME is particularly dependent upon the rapporteur.

Proposed change: Early appointment of CHMP/CAT Rapporteur (based on objective criteria and methodology and experience of assessment of products in areas of high public health need).  
	

	140
	
	Comment: There is a need for flexible and less formal advice by rapporteur/ co-rapporteur in addition to iterative scientific advice steps.  Particularly, when considering situations where it will be important for a product developer to understand the current regulatory thinking before it makes a decision and full involvement of the SAWP/ CHMP is not yet needed. Examples of such situations: 

· Potential compliance issue or safety signal where a product developer requires a more rapid decision than the formal SA route

· New technologies not covered by guidance (e.g., drug-device combination) that are beyond the stage of ITF advice, but directly before the product developer will make a development decision
· Other emerging issues where a product developer needs advice (e.g., for Ebola or new clinical rating scales).
It is understood that such possibilities for additional flexible guidance may impact resources at the level of EMA and the agencies. Consequently, it is understood that this additional option will be applied to well justified situations.

Proposed change: “ - flexible and informal advice by rapporteur/ co-rapporteur in well-justified situations should be possible.”
	

	145-149
	
	Comment: EMA’s proposal states, “The Rapporteur will support the development by directing applicants towards the EMA scientific advice on data requirements for the future MAA…”  The intentions of this statement would benefit from further clarification.

Proposed change: We suggest the text of the PRIME proposal could be amended as follows: 
“The Rapporteur will support the development by directing applicants towards the EMA scientific advice on data requirements for the future MAA.  Scientific advice may also be used to examine whether the investigational product and development plan might qualify for a Conditional Marketing Authorisation. The Rapporteur may raise sponsor awareness of alternative early access tools where relevant (e.g., parallel EMA/HTA advice, adaptive pathways) to facilitate timely access to patients.”
	

	150-157
	
	Comment 1: While much of the attention of PRIME support may be on clinical development, it will be necessary for chemistry, manufacturing and control (CMC) and quality aspects to be considered within PRIME along with the clinical development plans.  

Comment 2: limiting interactions to formal SA by the SAWP/CHMP may be too restrictive for the PRIME scheme in which flexibility to have timely, face-to-face dialogue is needed.  SA interactions for Day 40 could occur more timely via teleconference or videoconference.

Proposed change: “This support will be channelled mainly through scientific advice by the SAWP/CHMP where the applicant will be able to discuss the detailed development plan and the design of pivotal studies. Two coordinators from SAWP will be appointed to each procedure, in line with current practice. If appropriate, and in order to guarantee appropriate input in discussions on the chemistry, manufacturing and control development of a compound with a PRIME designation, a quality expert will also be included. Wherever possible, one of the SAWP coordinator will be appointed from the same delegation as the Rapporteur in order to facilitate continuity in support and sharing of knowledge gained throughout the development. It will be possible for the applicant to have interactions with the SA coordinators and Rapporteur via TC or VC if necessary.”

	

	162-165
	
	Comment: EMA describes its encouraging expectation for ‘intensive guidance…to lead to better informed development plans…aiming overall to ensure patients access to these promising medicines in the shortest possible timeframe’.  EMA does not mention the types of data that it will collect internally to measure how the program is functioning to realise this goal.    
There should be a thorough review and possible adjustments to the PRIME scheme after several years of experience.  Also, through its PRIME experience, EMA will certainly uncover novel approaches to SA, engagement of stakeholders and regulatory procedures.  EFPIA, EBE, VE encourage EMA to consider which of these regulatory ideas and tools may be more broadly applicable to all MAAs.

Proposed change: EFPIA, EBE, VE suggest that EMA note the PRIME experiential data that it will collect, the metrics that will be important, the frequency by which it will analyse the data, and the stakeholder input needed once the program becomes operational.  
	

	167-168
	
	Comment: It would be helpful if the Agency would specify and clarify the “regular checkpoints” it envisions. 
	

	178-183
	
	Comment: EMA notes that “PRIME support may be withdrawn if emerging data were to show that the criteria are no longer met”.  EFPIA, EBE, VE understand the need to maintain regulators’ flexibility; however, EMA should also clarify that withdrawal of PRIME will not be based on having another similar product (e.g., same mechanism, target) achieving PRIME status or authorised for marketing.  If this was not to be the case, the development of the ’leading’ candidate could be delayed / terminated with the consequence that the availability of a suitable treatment for patients could be delayed as an unintended consequence of another product receiving a PRIME designation in the particular disease area first.
Further, appreciating that the eligibility status of a product may change over time, if EMA considers that an initial PRIME designation no longer applies, there should be a process for the applicant to discuss this with EMA before a final decision is taken.  The applicant may have generated new data and/or information since it submitted its initial PRIME application, which could impact EMA’s final decision.

Proposed change: 
A discussion process should be envisaged with the applicant prior to a final decision on withdrawal of a PRIME designation.
	

	192
	
	Comment: In cases where products have already received a similar designation(s), there should be tick boxes within the application for the applicant to note other pertinent designations such as for U.S. Breakthrough Therapy and Japan SAKIGAKE.  This may be helpful also to EMA when considering global information sharing across agencies.
	

	198
	
	Comment: In Annex 1, EMA describes the content to be submitted as a justification by the applicant for inclusion within PRIME. In order to streamline the application process and to reduce unnecessary administrative burden, it should be possible for Sponsors to easily reuse or refer to existing documents (such as the Investigator’s Brochure for a summary of available data, Orphan drug applications for justification of unmet need, etc.). The future PRIME application template should mirror as much as possible the structure of these and other existing documents.  
	

	198-292
	
	Comment: The Annex 1 of the document is mainly referring to treatments. 
Proposed change: To ensure the applicability of the document to prophylactic medicinal products, including vaccines we propose to replace the words ‘treatment(s)’ by ‘treatment(s) or prevention(s)’ in Annex 1.
	

	225-229
	
	Comment: The paper refers to ‘robust data package’ and to the ‘strength of evidence to support justifying major interest from the point of view of public health’.  In early stages of development, the evidence package will be somewhat limited and may include short-term or surrogate outcomes only.  Based on the proposal, it is not clear whether there will be allowances for different data requirements if there is significant unmet medical need that the investigational product may fulfil. Although some flexibility should be maintained, we expect that guidances would be developed with some suggestions of expectations for appropriate descriptions of strength of evidence, for example, ensuring the level of uncertainty in the data of treatment benefit is quantified,  Within the scheme, noting the use of modelling and simulation may be useful to show the potential benefits if using a short-term or surrogate endpoint and how this may translate to address the significant unmet medical need.
	

	237ff, 260 ff
	
	Comment: For applicants to be able to select appropriate products for submission to PRIME, further clarification of the criteria for “proof of principle” will be most helpful, e.g., through examples.  More clarification will help enhance efficiency of the scheme both for regulators and for applicants.
Proposed Change: Question and answer guidance should provide further insight into EMA’s expectation on acceptable cases for submission at “proof of principle”.
	

	246
	
	Comment: Since in the case of prophylactic medicinal products, including vaccines, the main expected impact is prevention we propose to amend the first sentence as follows.
Proposed change: “…. indicate substantial improvement in patients or in the case of prophylactic medicinal products, including vaccines, indicate substantial potential to prevent disease.”
	

	249-253
	
	Comment: One absolute key factor for PRIME to work most effectively is the preliminary clinical evidence needed to be designated with PRIME status. The current text suggests that an endpoint used to demonstrate activity should “[predict] an effect on associated morbidity, mortality or progression”. Of note, in many cancer studies -both early and proof of concept studies – there may not be any meaningful information on these endpoints due to low numbers of participants, uncontrolled settings, or last line populations. Thus, the current text should include surrogate endpoints as well as other means by which to demonstrate the treatment effect – such as response to prior treatment vs current treatment – and the nature of the population treated.
Further, there are some therapeutic fields, e.g. neurodegenerative diseases, with high unmet medical needs where currently there is neither established surrogate or other intermediate endpoint nor pharmacodynamic marker that strongly suggest the potential for a clinically meaningful effect.  In order to avoid a de facto exclusion of these therapeutic fields from the PRIME scheme, alternative data should be considered for assessing eligibility to the scheme.

Proposed change: “Established surrogate, other intermediate endpoint or pharmacodynamic marker that strongly suggest the potential for a clinically meaningful effect can also be used to justify eligibility for PRIME support. Exceptionally, for therapeutic fields with high unmet medical needs and where such surrogate or markers have not yet been established, applicants may propose alternative data in their eligibility request.”
	

	299
	
	Comment: Having submitted a PRIME request, a company will receive a response 40 days following the start of the procedure (i.e., SAWP 1 meeting).  Efforts should be made to expedite the process and minimise any delays.  
Also, additional logistical details would be appreciated within EMA’s PRIME guidances such as will applicants be required to submit a Letter of Intent and be invited to a Pre-submission meeting? Will there be a (formal) validation of the PRIME request prior to start of the clock?
	


Annex 1: Overview of EU’s PRIME, U.S.’s Breakthrough Therapy, and Japan’s SAKIGAKE Processes
	
	PRIME1
	Breakthrough Therapy

	SAKIGAKE


	Qualifying Criteria and eligibility
	Demonstrate potential to address to significant extent unmet medical need for maintaining and improving the health; potential to bring a major therapeutic advantage to patients, through a meaningful improvement of efficacy 
	Treat a serious or life threatening disease or condition and provide preliminary clinical evidence indicating a potential for substantial improvement over existing therapies on one or more clinically significant endpoints
	Products that are innovative treatments, have prominent effectiveness in treating the targeted disease, applicant is willing to carry out early development and submit the authorisation application in Japan, and target a serious disease with a significant effect on life

	Qualifying definitions

	Unmet Medical Need: No satisfactory method of diagnosis, prevention or treatment available or, even if such a method exists, in relation to which the medicinal product concerned will be of major therapeutic advantage to those affected [also, reference CMA definition , pg. 7 4.1.2.C]

	Serious Condition: disease or condition associated with morbidity that has substantial impact on day-to-day functioning. Whether condition is serious is matter of clinical judgment
	Serious illnesses: Serious disease with a significant effect on life or with persistent symptoms (which make it difficult to carry out life in Society), for which a curative or established therapy is not available.

	Engagement with regulators
	Intensive guidance including early and ongoing scientific advice on the development plan with involvement of multiple stakeholders; Early appointment of CHMP/CAT Rapporteur; Initial kick-off meeting
	Increased communication and guidance from FDA during development and review; cross-disciplinary project lead assigned to the FDA review team; increased involvement of senior managers and experienced review staff
	Prioritizing consultation with shortened waiting times for clinical trial consultation; substantial pre-application consultation; Assigned manager as PMDA concierge 

	Submission efficiencies
	Scientific advice on key decision points/issues for the preparation of MAA
	Submission of portions of an application (Rolling Review)
	Likely prioritised review

	Timing of request submission
	SMEs and academic sector before proof of concept stage (i.e., proof of principle stage); other applicants at the proof of concept stage
	With Investigation New Drug application (IND) or after; ideally before end-of-Phase II meeting
	At the earliest possible time, when applicant can demonstrate substantial improvement over conventional therapies in early clinical trials (e.g., phase 1 or 2a trials)

	Scope of products
	Not available for extensions of indications (i.e., Type II variations)
	No restrictions on applicability to new indications if eligibility criteria is met [check]
	

	Regulatory response time to request
	40 days from the start of procedure (SAWP 1 meeting)
	Within 60 calendar days of receipt of request
	Application period

	Review timeline implications
	If confirmation of eligibility for accelerated assessment, then 150 days
	Could be eligible for priority review (i.e., 8 months) if supported by clinical data at the time of submission; to date, all approvals with BT designation have received priority review
	Six months from submission to approval (versus the 12 month target for standard products)

	Public information on PRIME designation
	Monthly report with summary information such as therapeutic area, the type of data, development phase, and type of applicant
	Summary information on the numbers of Breakthrough requests received and granted 
	


� Reflection paper on a proposal to enhance early dialogue to facilitate accelerated assessment of priority medicines (PRIME) (EMA/CHMP/57760/2015)


� EU Medicines Agencies Network Strategy to 2020: Working together to improve health (EMA/MB/151414/2015)


� In these comments, EFPIA uses the clinical trial development milestone nomenclature of ‘proof of principle’ rather than historical terminology of phase 1 or ‘first in man’ studies.  Similarly, ‘proof of concept’ is used rather than the traditional phase 2 terminology. 


� For example, EMA implemented the concept of rapid SA for Ebola therapeutics and could be a complementary SA approach for PRIME. 


� Kaplan W. Priority medicines for Europe and the world – 2013 update.  WHO; 9 July 2013. ISBN 978 92 4 150575 8.


� Causes of death – standardised death rate, EU-28, 2012 (per 100 000 inhabitants); Eurostat (online data code: hlth_cd_asdr2); Death rates are based on average levels for both males and females.


� Analysis Group (2013) Innovation in the Biopharmaceutical Pipeline: A Multidimensional View. http://www.


analysisgroup.com/uploadedFiles/Publishing/Articles/2012_Innovation_in_the_Biopharmaceutical_Pipeline.pdf/


� Hofer MP, et al. Impact of scientific advice from the European Medicines Agency. Nature Reviews Drug Discovery. Vo 14, May 2015: 302-3.


� Food and Drug administration. Independent Evaluation of FDA's First Cycle Review Performance – Retrospective Analysis Final Report Text. Available at: http://www.fda.gov/ForIndustry/UserFees/PrescriptionDrugUserFee/ucm119469.htm. [Accessed 2 Nov. 2015].


� Combination products are medicines that include more than one individual active substance.  The individual active substances may each already be authorised, not authorised, or a blend of authorised and not authorised products.


� Likewise, the Agency’s PRIME efforts should not delay the evaluation of products not eligible for PRIME, which should experience timely access to regulatory procedures, as usual.


� Note: SA should also cover IVD’s, biomarkers, and administration devices.  Especially considering that emerging classes of medicines (e.g. biotherapeutics and ATMPs in immune-oncology) all have a series of associated biomarkers and administration devices.  


� EMA/691788/2010 Rev. 7; points 20 and 21.


� Disruptive Innovation - Considerations for health and health care in Europe; October 2015; http://ec.europa.eu/health/expert_panel/opinions/docs/011_disruptive_innovation_en.pdf [accessed 13 November 2015]


� Although the MAA review remains focused on Quality, Safety and Efficacy aspects, we fully welcome EMA initiatives to stimulate and coordinate HTAs’ involvement in the PRIME process.


� Food and drug administration. Guidance for industry. Expedited program for Serious Conditions-Drug and biologics. Available at: http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidances/ucm358301.pdf. [Accessed 2 Nov. 2015].


� Strategy of SAKIGAKE. http://www.mhlw.go.jp/english/policy/health-medical/pharmaceuticals/dl/140729-01-01.pdf. June 2014 [accessed 5 Nov. 2015]


� Differences  are appropriately based on Country/Region differences in underpinning legislation.


� CMA consultation draft guideline [EMA/CHMP/509951/2006, Rev. 1] definition of unmet medical need, 4.1.2.C, pg. 7.
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