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e Incremental innovation

As new molecular entity, new indication, new manufacturing technology, new fixed dose
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191 silatall/cldd yalf 7
192 Annex I

193 Documents needed for designation application

194 I- Administrative Documents:

195

196 1. Designation Application Form for Innovative Products
197 2. Payment receipt

198 3. Letter of authorization.

199 4. Declaration that all documents are true and accurate.
200

201  II- Scientific rationale & added value:

202  Applicants must provide strong scientific evidence for the innovative product and the innovation
203  category and added value of the product

204  The focus should be on clearly defining and demonstrating the innovative properties and potential
205 impact of the product within current treatment paradigms and the broader scientific and
206  technological landscape.

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

210  Explain why these differences are significant and what the broader implications of the innovation
211 are.

212 Outline the basis for the innovation and whether it is based on new understanding and insights into
213  the indication, drug development or medical fields in general.

214  Describe why patients need the product and what clinical unmet need, it addresses. Outline the
215  current standard of care and explain where your product fits within this landscape.

216
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217  III- Quality / CMC Part:

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

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

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

225 1. Product Control/ Control Strategy

226 At the designation stage, a fully validated commercial process is not expected. However, the
227  applicant must establish a preliminary phase-appropriate control strategy.

228  This strategy must:

229 - Identify initial CQAs.

230 - Define safety-critical specifications (e.g limits for impurities, degradation, dose dumping,
231 ).

232 - Demonstrate sufficient platform mastery to guarantee that the batches used in early clinical
233 studies are safe, consistent and reproducible.

234

235  Describe the knowledge that establishes that the type of dosage form selected, and the formulation
236  proposed are suitable for the intended use.

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

238 2. Drug Substance

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

242  The compatibility of the drug substance with excipients listed should be submitted. For products
243 that contain more than one drug substance, the compatibility of the drug substances with each other
244 should also be submitted.

(]
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245 3. Excipients

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

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

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

256  The information on excipient performance can be used, as appropriate, to justify the choice and
257  quality attributes of the excipient, and to support the justification of the drug product specification.

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

260 4. Drug Product:

261 4.1 Formulation Development

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

265  The summary should highlight the evolution of the formulation design from initial concept up to
266  the final design. This summary should also take into consideration the choice of drug product
267  components (e.g., the properties of the drug substance, excipients, container closure system, any
268  relevant dosing device), the manufacturing process, and, if appropriate, knowledge gained from the
269  development of similar drug product(s).

270 4.2 Stability

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

273
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299
300
301

IV- Safety & clinical plan

1. Clinical efficacy pathway

Applicant must select the one highest tier that applies to their submission:

Tier 1: pharmacokinetic bridge Only (Applicable to: Convenience FDCs, identical
systemic route changes).

Tier 2: Pharmacodynamic / surrogate bridge

Tier 3: Bridged Phase 3 clinical efficacy trial (Applicable to: new indications, new
local/mucosal routes, synergistic FDC, high risk ER).

Tier 4: Phase 3 Clinical Efficacy Trial

2. Non-clinical safety & toxicology pathway

Applicant must select all that apply based on their formulation and route:

Standard bridging toxicology: Appended are standard bridging toxicology studies
linking the test formulation safety profile to the reference product.

Advanced platform / ATMP / Encapsulated nucleic acids: Appended are comprehensive
biodistribution studies defining systemic dissemination, and GLP repeated-dose toxicity
studies incorporating targeted microscopic histopathological assessments of vulnerable
organs (e.g., heart, liver) to detect low-grade platform-induced inflammation.

New Local / Mucosal / Topical route: Appended are mandatory GLP local tissue
tolerance studies (for example 14-day mucosal irritation models) appropriate for the
specific new route of administration.

3. Specialized Clinical Safety and Justification Assessments

Applicant must select all that apply based on their product type:

Systemic absorption assessment (Mandatory for new local/mucosal routes). Appended is
a PK study to evaluate the safety of systemic drug spillover over the newly intended
continuous duration of exposure.
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303
304
305
306
307
308
309
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311
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313
314

315

316
317
318

319

320
321

322
323
324

325

326

327
328

329

- Exposure-response and Risk justification (Mandatory for Modified Release/Hybrids)
Appended is the scientific justification detailing the drug Therapeutic Window (safety
relevance), exposure-response curve steepness (efficacy relevance), and adverse event
severity profile to justify the selected Tier in Part A

- Formulation robustness assessment (Mandatory for Modified Release). Appended are
food-effect PK studies and in-vitro alcohol dose-dumping assessments.

- Drug-Drug Interaction (DDI): If your product contains more than one active ingredient,
please clarify if there is a drug-drug interaction between its active ingredients, including
references.

4. Dose regimen and dose interval

If your product contains more than one active ingredient, please clarify if they have the same
dosing interval and dose timing and rationale if different dosing interval or dose timing

5. Adherence to treatment guidelines

Provide a critical overview and summary of the existing standard of care treatments, their
limitations and how your product offers advantages. Clarify any benefits that this product
could bring to the healthcare system.

6. Supportive studies for your claimed Added value:

Provide a summary of the evidence presented to support your product. Examples of acceptable
documents include:

» Peer reviewed journal articles
* Clinical treatment guidelines
* Health economic reports

Including full-text references as pdf

V- Timeline plan:

Provide estimated timelines including pharmaceutical development, stability, non-clinical (if
needed), and clinical studies.

‘ 43 2023/388 o i madl) ¢l sall & st 1§ e s il ardasil) Gl
5%l & yeantid) il 2026

................................... 2

2026 /2 il / oY) S



