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PRIME eligibility request – Applicant’s justification 
<(Invented) Name> 

	Product information
	

	Active substance (INN or common name or company code):
	

	Substance type:
	<Chemical> <Biological> <Advanced therapy>

	Description of the product & mechanism(s) of action
	

	Therapeutic indication:
	

	Applicant:
	

	RPI number/EMA number:
	


It is strongly recommended to address all elements outlined below (whenever applicable) with an upper limit of 30 pages.
1.  Background information
Background information on the disease
[Outline main features of the disease and current standard therapy, referring to relevant publications. Also, the applicant should include an overview of other developments ongoing in the disease to be treated]
Background information on the product

[Provide a brief description of the product, its mechanism(s) of action and rationale for the use of the medicinal product in the condition]
Development status

[Provide information on the development status of the product on quality, nonclinical and clinical aspects.
Only high level overview is to be presented in this section. Details of the nonclinical and clinical data supporting the present PRIME eligibility should be included in section 2.2.
A brief summary of planned investigations/studies can also be included here.]

Regulatory status

[Describe the worldwide regulatory strategy for the product’s approval, indicating planned type and timelines of marketing authorisation application (MAA).

Indicate whether scientific advice has been previously requested from the CHMP, national or non-EU agencies(e.g. FDA). 
If the product has received Orphan Drug Designation (ODD) related to the intended indication, state the orphan condition, the criteria on which the ODD was based and, if applicable, the development plan to support significant benefit demonstration.
In case there are orphan medicinal products authorised or under assessment for a condition related to the therapeutic indication proposed, please explain also plans to support similarity assessment and, where applicable, any claim for derogation from market exclusivity (e.g. clinical superiority demonstration).
For ATMP only: Indicate if the product has received ATMP classification.
Indicate if the product already has an EMA decision on a PIP or waiver, covering the disease / condition, specifying the EMA decision number.

Indicate if the product has been granted or denied support through other development support scheme at national or global level.

2.  Applicant’s justifications and claim of major public health interest
2.1.  Unmet medical need

2.1.1.  Epidemiology

In general, the justification will be more convincing if based as much as possible on epidemiological data about the disease and outcomes (e.g., life expectancy, symptoms and duration, health-related quality of life) specific to the precise target population for which the claim of unmet medical need is made. The claims could be substantiated e.g., from published literature or registries or healthcare databases. 

Where relevant, the unmet medical need should be described separately for different indications or subpopulations.
2.1.2.  Available treatments 

A description of the available diagnostic, prevention or treatment options/standard of care (SOC), including all relevant treatment modalities, e.g., medicinal products used in clinical practice (whether approved or not), devices, surgery, radiotherapy should be included. The effect of available methods should also be described together with a description of how the medical need is not fulfilled by the available methods, i.e. this should include a discussion on the limitations of the current options/standard of care which are aimed to be addressed with the proposed product.
2.2.  Supporting evidence

[In this section, the applicant should discuss the potential of the medicinal product to address to a significant extent the unmet medical need.

The extent to which the medicinal product is expected to address the unmet medical need (as described in the above bullet point) is essential to its eligibility for PRIME support. should include a description of the medicinal product’s observed and predicted effects, their clinical relevance, the added value of the medicinal product and its impact on medical practice.  

It is noted that a new mechanism of action or a technical innovation per se, without any data, may not necessarily represent a valid argument for justifying major interest from the point of view of public health.

In case authorised treatments or established methods exist, the expected improvements should be discussed through a critical review comparing authorised or clinically established treatments and the proposed product.]
The applicant will need to discuss the strength of evidence to support justifying major interest from the point of view of public health, for example, the available evidence to establish that the product has the potential to fulfil an unmet medical need. The description of the strength of evidence should include a brief outline of the main available evidence on which the applicant bases its claim of addressing a major public health interest.

The applicant should present its assumptions of potential benefit(s) and these should be plausible and where possible based on a sound understanding of the product’s pharmacology and relationship of pharmacological effects to clinical outcome. 
In addition to any data on clinical efficacy or activity, a summary of all available safety data obtained in the nonclinical and clinical setting should be included in the request. 
If the product is under development for other conditions, a very brief description of any relevant supporting data should be included but this should be clearly separated from the data which relates directly to the condition which is the subject of the PRIME request.

Clinical stages of development (Proof of concept)

In order to access the breadth of regulatory support during the clinical stages of development, the potential promising activity of the medicinal product should be based on proof of concept in man to justify that clinical benefit can be expected. 

· Entry to the scheme for the majority of products is therefore expected to be at stages of the development where the strength of evidence would typically be based on clinical response and safety data in patients in the targeted indication (i.e. generated in exploratory clinical studies) substantiating the product’s potential to address to a significant extent the unmet medical need by providing a clinically relevant advantage for patients. 

· Preliminary clinical evidence should indicate substantial improvement in patients in the targeted indication (in comparison with existing methods when those exist). The appropriateness for access to the PRIME scheme is judged on a case by case basis and depends on the magnitude of the treatment effect the duration of the effect and the relevance of the observed clinical outcome. Relevant clinical outcomes generally refer to an endpoint that predicts an effect on associated morbidity, mortality or progression of the underlying disease. Established surrogate or pharmacodynamic markers that strongly suggest the potential for a clinically meaningful effect may be used to justify eligibility for PRIME support. 

· While indirect comparison to historical control or to existing methods is not prohibited, a risk of important bias is inherent in this type of comparison. Therefore, these should be adequately substantiated in order to allow reliable inferences to be drawn. Particularly, sufficient information on the patient population (e.g. baseline characteristics, concomitant medications) and methodology from both the applicant trials and external datasets should be included in the justification to enable a reasonably robust conclusion on the magnitude of the treatment effect.

· In case of ATMPs, the applicant should discuss considerations specific to this type of product such as long-term persistence, tumorigenicity, immunogenicity, functionality, biodistribution, shedding and excretion, persistence, long-term ectopic engraftment, as applicable.

· In general, it will be difficult to justify eligibility to the PRIME scheme on safety aspects alone during the development, as the safety profile of a medicinal product is usually fully characterized only after a medicinal product is placed on the market. Nevertheless, this may be justified, on a case-by-case basis, where safety is a major limiting factor in whether a patient can receive the full benefit of existing treatment or where safety issues of existing treatments are known to severely limit the patient’s quality of life.

Early stages of development (Proof of principle)

Medicinal products in early stages of development could also access the PRIME support scheme based on nonclinical data and very early clinical data showing the promising activity of the medicinal product. Entry at this early stage will be exceptional and directed to provide SMEs and applicants from the academic sector with advice on tests and trials to support confirmation of eligibility through to later clinical phases of development.

· At this stage, the most important criterion will be the convincing scientific concept and the magnitude of the observed effect in non-clinical studies supported by indicators of relevant exposure and of an acceptable/proportionate safety in early clinical studies. The observed effect must be sufficiently large and/or of long duration in order for the medicinal product to be eligible for the PRIME scheme.

· Relevant in vitro and in vivo data in appropriate preclinical models should be submitted, with their relevance discussed where possible in the context of the use with other products known to be successfully developed for the condition. If available, established in vivo models for the condition should be preferably used. Unless adequately justified, in vitro evidence alone will generally not be considered sufficient evidence to support eligibility to PRIME support. 

· A new pharmacological target or mechanism of action will not, in and of itself, be viewed as sufficient to justify PRIME support. 

· In case of ATMPs, the animal models and their relevance in terms of pharmacodynamics, pharmacokinetics/distribution and toxicology needs to be discussed. 
· When available, discussion of the results obtained with the product compared to those obtained with comparators should be provided to substantiate the major advantage in the diagnosis, prevention or treatment of the condition applied for. The preclinical data should be discussed in full even if preliminary results from first administration to humans are available. 

· The applicant should also present results from the first in human studies, in which the product should have shown acceptable exposure and tolerability to support further progress of development in clinical phases. Sufficient information on pharmacokinetic and exposure data should be included to justify that sufficient exposure can be achieved so that the proof of principle may translate into man. In case of ATMPs, it is acknowledged that PK data may not be available (e.g. for cell based products).
2.2.1.  <Nonclinical data>
In addition to the above general points, the applicant should provide a brief overview of nonclinical data with focus on pharmacodynamics data (in vitro and in vivo in relevant animal models when available). This should preferably be presented as tables and figures, with relevant comments. A summary of the main toxicity profile including the duration of studies together with exposure data (where applicable) that are commented on in relation to the exposure targeted in patients.

2.2.2.  <Clinical data>

In addition to the above general points, the applicant should present a brief description of the design of the study(ies), treatment(s) and patient population (numbers, relevant baseline characteristics, disease severity) or healthy volunteers to be provided. When applicable, main PK characteristics should be summarised. 
If applicable, efficacy results should be clearly presented in different cohorts (e.g. by dose level, or key baseline disease/patient characteristics relevant for the proposed target indication) and the results should be discussed with regard to their clinical relevance and biological plausibility in the proposed target population.

Serious/treatment emerging adverse events should be summarised in a tabular format. 
2.3.  Overview of next steps in the development and expected benefits of PRIME

[This section should include a brief outline on the future plans regarding the preclinical and clinical development; future studies should be easily distinguishable from studies already performed or ongoing. 
Planned interactions with regulatory authorities and health and technology assessment bodies should also be summarised here.

In the case where a product is already advanced in its development programme (e.g. pivotal trial ongoing and for which scientific advice has been received), the applicant should further elaborate on the remaining development or post-authorisation activities for which PRIME would bring benefits.]
2.4.  Conclusion and claim of major public health interest

[Provide a brief conclusion summary justifying the criteria (unmet medical need, potential to significantly address the unmet medical need and supportive evidence) are met to support claim of major public health interest.]
3.  References
[Provide a list of references used in the request by author and year – All cited references should be submitted with the justification in a separate zip folder.]
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