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Annex I

List of Documents needed for designation application

1I- Scientific rationale & added value:

Applicants must outline the basis for the innovation and provide strong scientific evidence
supporting the innovative product, the innovation category and the added value of the product.
Describe why patients need the product and what clinical unmet need is addressed. Outline the
current standard of care and explain where your product fits within this landscape.

A detailed description of the novel aspects of the product is required, highlighting its differences
from existing treatments for the specified indication. Rational choice of the reference product
(comparator) should be provided if applicable.

1I- Quality / CMC Part:

The applicant should include the needed information to reflect manufacturing mastery and a
robust control strategy based on the applicant's own data.

In this section, the applicant should describe the evidence that establishes that the type of dosage
form selected and the formulation proposed are suitable for the intended use. This section should
include sufficient information in each part to provide an understanding of the development of the
drug product and its manufacturing process.

Summary tables and graphs are encouraged where they add clarity and facilitate review.

1. Product Control/ Control Strategy
At the designation stage, a fully validated commercial process is not expected. However, the
applicant must establish a preliminary phase-appropriate control strategy.

This strategy must:

- Identify initial CQAs.
- Define safety-critical specifications (e.g limits for impurities, degradation, dose dumping,
)
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- Demonstrate sufficient platform mastery to guarantee that the batches used in early
clinical studies are safe, consistent and reproducible.

2. Drug Substance

In this section, the applicant should provide the characterization, physicochemical and biological
properties of the drug substance that can influence the performance of the drug product and its
manufacturability.

3. Excipients

In this section, the applicant provides the excipients chosen, their concentration, and the
characteristics that can influence the drug product performance (e.g., stability, bioavailability) or
manufacturability. This should be discussed relative to the respective function of each excipient.

This should include all excipients used in the manufacture of the drug product, whether they
appear in the finished product or not (e.g., processing aids).

Compatibility of excipients with other excipients, where relevant (for example, combination of
preservatives in a dual preservative system) should be established. The ability of excipients (e.g.,
antioxidants, penetration enhancers, disintegrants, release controlling agents) to provide their
intended functionality and to perform throughout the intended drug product shelf life should also
be demonstrated.

Information regarding the use of novel excipients, their quality and safety information should be
properly provided.

4. Drug Product:

4.1 Formulation Development
The development of the formulation, including identification of those attributes that are critical to
the quality of the drug product, taking into consideration intended usage and route of
administration.

The summary should highlight the evolution of the formulation design from initial concept up to
the final design. This summary should also take into consideration the choice of drug product
components (e.g., the properties of the drug substance, excipients, container closure system, any
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relevant dosing device), the manufacturing process, and, if appropriate, knowledge gained from
the development of similar drug product(s). The compatibility of the drug substance with
excipients listed should be submitted. For products that contain more than one drug substance,
the compatibility of the drug substances with each other should also be submitted.

4.2 Stability

Include physical and chemical stability testing demonstrating the stability-indicating capacity of
the methods.

III- Non-clinical & Clinical part

This should specify the following aspects

1. Non-clinical safety & toxicology information based on the formulation and route

2. Clinical studies according to the drug development program, including efficacy and any
specialized clinical safety.

3. Dose regimen and dose interval.

4. Critical overview and summary of the existing standard of care treatments, their
limitations and how the submitted product offers advantages clarifying any benefits that
this product could bring to the healthcare system.

5. Supportive studies for the claimed added value that include a summary of the evidence
presented to support the product. (e.g. peer reviewed journal articles, clinical treatment
guidelines and health economic reports)

1V- Timeline plan:

Provide estimated timelines for the proposed development program including pharmaceutical
development, stability, non-clinical, and clinical studies, as appropriate.
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