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The following elements are important to evaluate the plausibility and feasibility of an Adaptive Licensing approach, and we would appreciate if you could provide us with as much information as possible:
1. Product description

QUALITY: CMC 
Full description of Comparability Assessment results between the Cuban and Spanish product.
Responsible: M. Fresta, P. Hrabac


2. Does the drug hold sufficient promise to address an unmet need (e.g. based on convincing mode of action, impressive preliminary animal/human data)?

Physiology of EGF in wound healing, Epidemiology and  amputation rate in patients with standard and advanced wound care.
Preclinical Summary 
Responsible: A. Campana
Clinical Summary 
Responsible: L. Uccioli, C. Tomino, P. Hrabac
Overall assessment of safety  
Responsible: P. Hrabac, E. Erdeljic
Define desired SmPC  Regulatory, 
Responsible: C. Tomino


3. Initial indication sought: DFU TU3C (risk of amputation?)
a. What evidence would support a positive benefit-risk in the defined (sub-) population at the time of initial licensing, including surrogacy of early, pharmacodynamic endpoints?

EARLY AND PROGRESSIVE GRANULATION
Clinical data 
Responsible: C. Tomino, L. Uccioli 
Safety  from clinical trials and everyday use(PSURs) 
Responsible: E. Erdeljic, P. Hrabac

b. Please comment on the compatibility with the current regulatory framework for full marketing authorisation (MA), Conditional MA or MA under Exceptional Circumstances.

Conditional MA
Regulatory
Responsible: TBA
Please comment on what is the risk of failing to identify an important adverse effect based on early phase clinical trial data? 
Safety data analysis and Pharmacovigilance operations and structure at Cuban   site.
PSURs
Responsible: E. Erdeljic, P. Hrabac


4. Indication(s) subsequently sought (e.g. expansion to new indication/different subpopulation/different endpoints, or confirmation of efficacy in initial population). Highlight the possibility of iterative discussions along the progress of development.
a. What possibility there is to draw inferences from observational (non-RCT) data that are sufficiently reliable to support decision-making for regulators, payers and prescribers? Please give details on how you plan to gather Real World Data and use them to support expansion of the labelling. This is important for a good discussion in the framework of Adaptive Licensing. 

Work program: Set-up of patients registry, Treatment protocol, CRF.Pat i Real life data collection and comparison of the outcomes of patients treated with EGF vs those which receive only standard treatment
Responsible: C. Tomino, L. Uccioli, P. Hrabac, PRAXIS (+ ALL TEAM MEMBERS, as necessary)
In parallel the adaptive design clinical Phase II / III is to be performed for the completion of the full registration dossier. 
Informed consent, DSUR, insurance


b. What assurance of commitment from sponsor will there be to conduct further studies after the initial marketing authorisation. What is the feasibility of any required follow-on RCTs after initial Marketing Authorisation (‘loss of equipoise’; lack of willingness of patients to enrol in RCT);

Proposition:
Double blind, randomized, three arm study comparing EGF add on to standard treatment versus standard treatment alone (and placebo)                                                          or                                                                                                                              Double blind, randomized superiority study of treatment with EGF versus standard therapy 
Final study(es) design to be defined by PRAXIS. 



5. Please summarise the points above with a brief description of the development program and a tabular/chart outline of the program including regulatory and development milestones.


TBA


6. What is the level of confidence that definition and control of the population through regulatory tools will be achieved (e.g. registries, PASS, PAES, conditional Approval…). Please elaborate on how this will be implemented (e.g. adequate infrastructure for registry or e-health records).


Responsible: C. Tomino, P. Hrabac


7. How do you foresee to streamline the various regulatory processes involved in drug licensing into an integrated, prospectively agreed program? Input of downstream stakeholders (HTAs, ethical committees, patients, organisations issuing clinical treatment guidelines…) is fundamental. Please consider which stakeholders you wish to involve in the discussions. If it is too premature, you should at least outline what plans you have with respect of HTA considerations. A fine-tuned program aiming at both early licensing and early reimbursement is an important goal of adaptive licensing.

[bookmark: _GoBack]Learned societies to give input about the best current practices in therapy if DFU. Indication of the centres of excellence which will offer the therapy in EU countries. 
Patients associations to help in directing patients in need to the centres where the treatment will be offered.
HTA to analyse the cost effectiveness of the treatment across EU  where the new treatment is offered with emphasis on quality of life.


8. What is the level of confidence that prescriber behaviour will be as anticipated? (Risk of large share of off-label use, can this be mitigated by collaboration with payers?)

Implementation of the drug compliance against the actual sales
Only centres of excellence will offer the treatment. 


9. Any other questions or points the sponsor wished to address.


N/A
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