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BACKGROUND & METHOD

Gene and cell therapy-based medicines are expensive, and are often developed to treat rare diseases on a global scale.

Organisations in place for marketing approval and reimbursement negotiations somewhat differ in Europe and in the United States of America (USA). In the European Union, the European Medicines
Agency (EMA) is in charge of assessing marketing authorisation (MA) dossiers filed by Advanced Therapy Medicinal Products (ATMPs) developers, with a view for centralized authorisation in GMP
conditions, and commercialization on EU markets. On the basis of the EMA’s recormmendations, the European Commission then grants or not a marketing approval for defined indication(s), that can be
later on extended to additional indications when the MA holder provide additional data. In the USA, the Food & Drug Administration (FDA) is in charge of both assessing and granting marketing
authorisations for “Advanced Therapies” (corresponding to ATMP in the EU).

There is a global perception that market access is restrained by long delays and insufficient reimbursement of these complex medicines. In order to mitigate these difficulties, measures have been
taken that promote early-contacts between developers /| pharma representatives and regulators, with a view to speed up the marketing authorisation process, especially for ATMP [ Advanced
Therapies.

Research has been conducted on both the EMA and FDA websites as well as in the literature in order to identify opportunities to interact with these two regulators at the same time. Beyond the possibility
to meet representatives of both the EMA and FDA during congresses, a specific procedure called ‘EMA-FDA Parallel Scientific Advice’ exists and allows to obtain feedback from these two regulators on
scientific issues and regulatory requirements during the development phase of a medicine when both the European Union and the United States markets are targeted by medicines’ developers for
future marketing authorisation applications and potential commmercialisations. Initiated as a pilot in January 2005, its success leads to its indefinite extension.
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The procedure is clearly defined regarding who can apply, how to submit a request, what are its steps and timetable, and general principles adopted by both the EMA and FDA provide useful guidance
to understand this procedure. A 5-year review of this procedure used a Gene therapy medicinal product with an EU and US orphan designation as a case study.
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an alignment between EMA and FDA, but it allows to optimize
medicines’ development and to avoid unnecessary testing due to a
deeper understanding of regulatory requirements and an early
dialogue with regulators. ATMP, especially where they meet unmet
medical needs, appear as good candidates for this procedure.

In that context, in 2024, a Committee of the National Academies of MAIN REFERENCES
Sciences, Engineering, and Medicine recommended the FDA, EMA and
other stakeholders to conduct an impact assessment of this program
and plan for improvement including:

- EMA & FDA, General principles EMA-FDA parallel scientific advice
(human medicinal products), July 2021
- EMA, EMA-FDA Parallel Scientific Advice (PSA) Timetable

+ “Reasons (real and perceived) for continued underuse of the PSA - FDA, Procedures for Parallel Scientific Advice with European Medicines

A 5-year review of this program, conducted by Thor et al, 2023 shows program and address the issues identified; Agency (EMA), Center for Biologics Evaluation and Research, SOPP
positive views from regulatory staff involved: + Information-gathering on sponsor experience with PSA regarding 8001.6, V.5, Effective Date, 12 Jcrnuory 2023
= Expansion of their thinking the practical considerations (e.g., resources, location) for large and - FDA & EMA Webinar, FDA-EMA Parallel Scientific Advice (PSA) Program
= Opportunities to discuss how to address common challenges, small companies to participate in PSA; and Event Material, March 16, 2022

especially in therapeutic areas with difficult issues and limited < Incentives that encourage use of the PSA program earlier in * National Academies of Sciences, Engineering, and Medicine. 2024.

experience development (i.e, prior to enrolling patients in trials); Regulatory processes for rare disease drugs in the United States and
= Exploration of alternative or innovative approaches + Metrics for assessing the impact of the PSA program; and European Union: Flexibilities and collaborative opportunities.

Washington, DC: The National Academies Press.

= Added value to the advice given to the applicant  Criteria and goals for demonstrating improvement of the PSA https://doi.org/10.17226/27968; Chapter 5, FDA and EMA Collaboration
program with established timeframes over a 5-year period” 0. 223 - ' ’ ’
But there is a low uptake of the progrc;m (National Academies of (National Academies of Sciences, Engineering, and Medicine, 2024) . Tiworé Vetter T Marcal A Kweder S. EMA-EDA Parallel Scientific Advice:
Sciences, Engineering, and Medicine, 2024): o ' ' L . ‘
. 37re uesgtis receivged between 2017 and 2021 (70% accepted) To date, we have not found any information regarding an ongoing Optimizing Development of Medicines in the Global Age. Ther mnO\j
g 0 P impact assessment of this procedure. Regul Sci. 2023 Jul;57(4):656-661. doi: 10.1007/s43441-023-00501-9.
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