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BACKGROUND

The possibility of regulation by lump-sum envelopes (capped total revenue amount) was introduced in the framework agreement of September 25, 2008, with the initial intention of regulating orphan drugs. Such
agreements also offer the possibility of securing a prescription framework, when the fields of reimbursement is restricted or indication(s) extended in a short timeframe.

OBJECTIVE METHODS

A retrospective study of medicines with a first indication negotiated by the CEPS between 2014 and 2023 was performed. We focused on the drugs, which presents a reimbursement at
least Iin one indication and a clawback agreement in particular the ones with a LSE. The research was conducted on the clawback payment file, held by the CEPS. Health products
presenting a clawback agreement made by LSE for 2021, 2022 and 2023 with a payback rate exceeded 80% above a specified amount were included in the analysis. For each years,
revenues and rebates were reported, as well as the activation rate and the contribution rate. LSE can be used for regulatory purposes, where an envelope is set aside to treat a defined
number of patients (mainly orphans), or for security purposes. The latter are not intended to be activated and are used to prevent off-label prescribing. An analysis was carried out to
identify the variables influencing the activation of the LSE. The variables analysed were the orphan status of the drug, the type of LSE, the presence of a joint remittance mechanism,
the clinical added value, the revenue range and the therapeutic area.

The analysis aimed to
describe the contribution
of lump-sum envelopes
(LSE) to the regulation
of healthcare drugs by
the CEPS.

RESULTS

When LSE is combined with another rebate mechanism, the latter is applied to the net revenue of the

LUMP-SUM ENVELOPES IN THE LANDSCAPE OF REGULATION first rebate, thus justifying a lower activation and contribution in comparison to LSE as unique rebate
mechanism.
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33.33% and 39.35% of the identified products have seen their capping reached in 2021, 2022 and 2023
contributing in €0.09B, €0.12B and €0.17B of remittance. This represents around 2% of the total
contribution of regulated drugs for both years.
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KEY FACTORS INFLUENCING THE ACTIVATION OF LUMP-SUM ENVELOPES

The activation of LSE was investigated as of 2022, assessing whether each drug had been activated at least once during the period from 2014 to 2022. Drugs registered in 2023 were excluded to mitigate bias
from the average activation delay typically observed in the second-year post-registration. Although a Cox regression analysis, which accounts for time, was considered, it was excluded due to the introduction of
new entrants each year, leading to a substantial amount of censoring. The dependent variable, defined as whether the LSE were activated, is binary, allowing an assessment of each drug's status at the time of
observation. A series of explanatory variables were tested using logistic regression to analyze their impact on the likelihood of LSE activation.
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CONCLUSION

Lump-sum envelopes account for only a minority of clawback agreements, as they do in terms of performance and contribution reviews. The analysis showed that the activation of LSE is depended on the orphan

status of the drug. This aligns with the intention to regulate orphan drugs through LSE, where an envelope is assigned to a defined volume. The introduction of LSE for non-orphan drugs is primarily aimed at risk
management. The trend toward an increasing yield rate of non-orphan drugs may, beyond these two scenarios, indicate a growing frequency of an uncertain factor that could involve an increase in sales volume
related to variations in dosage or treatment duration. This may also reflect an intent to introduce regulatory capping for non-orphan drugs. However, these agreements are tending to be more widely used and
accepted by the companies as they provide both security and predictability.

Abbreviations: ASMR: clinical added value; CEPS: French healthcare product pricing committee; LSE: lump-sum envelope; RM: rebate mechanism
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