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INTRODUCTION

When the French National Health Authority (Haute Autorité de Santé or HAS) evaluates medications in France, it assesses their effectiveness, particularly if they have a
significant economic impact. The process begins with an optional meeting called a "pre-submission discussion,” which allows alignment between the industry and the
health agency on inifial ferms. Subsequently, after an inifial evaluation, a list of questions and clarifications could be provided by the Department for the Evaluation of
Access to Innovation (DEAI), the manufacturer has the opportunity to provide additional information during the tfechnical exchange phase, which represents the final
chance for the industry to submit supplementary data for evaluation. It should be noted that this phase is not mandatory and does not occur with every evaluation.

Following this, the DEAI undertakes a second phase of expertise and drafts a preliminary opinion. The latter is then submitted to the Commission for Economic Evaluation
and Public Health (CEESP) for approval. Once approved, the opinion is transmitted to the manufacturer for a potential contradictory phase, which may or may not take
place, and for the drafting of a final opinion.

During the drafting of the economic opinion, the CEESP can issue three types of reservations: minor, important, and major. These reservations play a role in negotiations
regarding the price of the medication with the Economic Committee tor Health Products (CEPS).
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OBJECTIVES

This research aimed to analyze the impact of questions raised during TE on the reservations in the final opinions.

METHODS

We conducted an analysis of final opinions published throughout the year 2022 with the aim of comparing the technical exchange questions and reservations obtained in
the publicly released final opinion reports. For each opinion, we tallied the number of minor, significant and major reservations. We meticulously examined the questions
profiles, categorizing them info six modalities: structuring assessment choices; modeling; identification, measurement, and valuation of utilities and costs; validation; and
results of the analysis, as well as sensitivity analyses.

Ultimately, we compared the question profiles with the reservation profiles and derived an analysis based on our observations.

RESULTS

Out of a total of 28 opinions published by the CEESP in 2022 were examined and  Figure 2 presents the different final opinions in relation to their number of questions
analyzed, 27 included an efficiency assessment. There was no assessment for the and the reservations obtained. The opinions for which no questions were asked
nirmatrelvir/ritonavir combination (Paxlovid®). Twenty-seven opinions had at least  were not presented In this figure.

one reservation, with eleven featured major reservations regarding the analysis.
Within this dataset, 19 opinions pertained to oncology, while the remaining 9
covered various other therapeutic areas.
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Figure 1. Distribution of Reservations According to Technical Exchange Questions

CONCLUSIONS

Upon analysis of CEESP opinions, it becomes evident that the effort invested during Technical Exchanges (TE) is crucial. This is underscored by the fact that a significant
porfion of questions asked during TE do not lead to reservations, parficularly in the realm of parametric choices. Most importantly, proactively justifying assumptions,
rigorously validating models, and addressing issues of transposability during the dossier development phase, well before submission, can potentially avert reservations that
might not even arise as questions during TE. This proactive approach to avoiding reservations holds the promise of optimizing price negotiation strategies.

This work also shows the importance of anficipating submissions, especially if the manufacturers want to avoid questions and reservations by incorporating real-world
evidence results in their dossiers (SNDS studies for example). Proactive steps in preparing for such submissions, including addressing potential issues related to data quality
and adequacy, can significantly enhance the evaluation process and further contribute to the optimization of price negotiation strategies.
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