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Since the implementation of the EU Orphan Regulation in 2000, the Committee for Orphan Medicinal Products at the European Medicines Agency has been evaluating the benefits of proposed orphan medicines vs. satisfactory treatment methods. This type of evaluation is foreseen in the Orphan Regulation as the orphan designation criterion called the “significant benefit.” In this article, based on 20 years of experience, we provide a commentary explaining what is considered a satisfactory method of treatment in the context of the EU Orphan Regulation and for the purpose of the assessment of significant benefit. We discuss the challenges posed by continuously changing clinical practise, which is associated with the increasing number of treatment options, evolving nature of medicinal therapeutic indications and our understanding of them.

Keywords: orphan designation, satisfactory methods of treatment, significant benefit, orphan regulation, committee for orphan medicinal products


DEFINING A SATISFACTORY METHOD OF TREATMENT

According to the European Union (EU) Orphan Regulation (1), a candidate medicine can be awarded an orphan status if it fulfils a set of defined criteria. The medicine must be intended for the treatment, prevention, or diagnosis of a disease that is life-threatening or chronically debilitating. The medicine must either target a disease affecting no more than 5 in 10,000 persons in the EU or be unlikely to generate sufficient returns to justify the investment needed for its development. In addition, if a satisfactory method of diagnosis, prevention or treatment of the condition concerned exists, the medicine must be of significant benefit to those affected by the condition. The eligibility of a candidate medicine to orphan designation (OD) is assessed by a dedicated Committee for Orphan Medicinal Products (COMP) at the European Medicines Agency (EMA).

The requirement to show that a product for which an OD is applied will be of significant benefit to those affected by the orphan condition in cases where other satisfactory methods exist is a unique criterion in the EU Orphan Regulation framework. The concept of significant benefit has been discussed previously in a number of publications (2, 3). The need to demonstrate significant benefit is of particular importance as it may be effectively gatekeeping in nature (e.g., blocking new products from obtaining a designation or preventing incentives such as the 10 years of market exclusivity due to lack of adequate comparative data).

Therefore, to provide further information, in this article we aim to explain what constitutes a satisfactory method of treatment. This naturally depends on the specific rare disease the medicinal product intends to diagnose, prevent, or treat. The evaluation needs to be performed both at the initial stage of OD and when reviewing maintenance of orphan status at the time of marketing authorisation (MA). The assessment at the time of OD is made early in the medicine development, often at the stage of non-clinical studies (4, 5), whereas the assessment at maintenance stage takes place after the medicine receives a positive opinion from the Committee of Human Medicinal Products (CHMP) at EMA following a positive benefit/risk assessment.

To demonstrate significant benefit, an assessment is conducted by the COMP based on data provided by the applicant and established evidence from the public domain. The assessment concerns the new product vis-a-vis relevant comparators currently used in Europe for the treatment of the proposed orphan condition. The COMP considers the standard of care in identifying appropriate comparators and the target patient population suitable for the analysis of significant benefit.

MA is granted if the benefit/risk balance is positive (6). Medicines authorised for a given indication throughout EU based on such positive benefit/risk balance are considered as satisfactory within the meaning of the Orphan Regulation (1). Medicinal products may be deemed as being authorised in the Community via either a national, decentralised or centralised procedure, hence authorised in a single, several or all member states (7, 8). The definition of a satisfactory method of treatment is based on a reference to the terms of the MA as described in the Summary of Product Characteristics (SmPC) (7, 8). Therefore, medicinal products which are authorised for the treatment of the disease as such or, at the very least, the same set of essential symptoms associated with the disease, can be considered as satisfactory methods of treatment (7, 8). A product that is administered or applied outside of the approved SmPC (used “off-label”) should not be considered a satisfactory method according to the Orphan Regulation (8). Similarly, medicines applied under hospital exemption would not be considered satisfactory (8). This is because hospital exemption is typically given under exclusive physician's responsibility for a medicine that is not used or produced routinely, and where the benefits and risks associated with such therapy are not well-known.

In some cases, a medicine may be taken into account when it is authorised for a broader patient population than the targeted orphan condition. Examples include older products such as corticosteroids or antiepileptics with broad labels and use in many diseases. In addition, medicines may have different national authorisations, and hence different indication wording in the SmPC at national level. It suffices, however, that the condition (or a set of essential symptoms) in question is mentioned in the approved SmPC in one member state for it to be considered as a satisfactory method of treatment for the purpose of an OD.

Moreover, in some disease areas, a non-pharmacological therapy can be considered a satisfactory method if there is public and widespread consensus among clinicians in the field as to the value of such treatment (e.g., surgery, radiotherapy, diet etc.). As an example, diet in the case of phenylketonuria is considered satisfactory due to its high level of efficacy in the treatment of the disease. In exceptional cases, medicines prescribed for individual patients in the hospital (commonly known as the “magistral formulas”) may be considered as satisfactory treatment if they are well-known and safe and this is a general practise in the EU (8).

The meaning of the word “satisfactory” should not be confused with similar concepts, such as “efficacious,” each word bearing a different regulatory meaning. The word “efficacious” refers to the efficacy or effectiveness of the product in a particular condition. However, the fact that a medicine is not curative or fully effective does not imply that it is not considered “satisfactory” from a regulatory point of view as long as the benefit/risk balance is deemed positive.



CASES OF CHALLENGING DECISIONS AND LESSONS LEARNT

Despite the guidance from the European Commission (EC) (7, 8), there are cases when the decision on whether a medicine can be considered satisfactory can be challenging. An example of such a “grey area” are medicines which treat well-characterised and serious symptoms of a disease (e.g., antiseizure medications (ASMs) or immunosuppressants). For example, most ASMs are authorised for treatment of specific seizure types, like e.g., focal seizures, generalised tonic-clonic seizures, myoclonic seizures, etc. However, only few medicines are approved for specific conditions where these various types of seizures typically manifest and, therefore, different ASMs are used. As such, ASMs which are treating characteristic set of symptoms of the disease could potentially be considered as a satisfactory method for the purpose of the significant benefit assessment.

The situation can also be challenging when authorised medicines for various reasons are no longer used or have just recently been approved. In the first instance, there might be change in current clinical practise making a comparison to an old and unused product irrelevant; in the latter case, the product may be “too new” to allow for a comparative analysis in the context of a significant benefit discussion. In both cases, the approved medicines must be captured in the description of the standard of care. In case of recent approval of a new medicine for treatment of the same condition, it is still expected that a new medicine shows significant benefit vs. the one recently approved (9).



EXISTING METHODS OF TREATMENT

It is of great importance for the COMP to capture all existing methods of treatment across the EU. On occasion, significant differences are noted across member states regarding medicines in their licencing, terms of MA, availability and patient access. While the authorisation and specific label are to be taken into consideration, the availability and access fall outside of the COMP remit. The most complete standard of care and publicly available guidance on how authorised medicines are used are considered for the purpose of assessing an application for an OD. It should be noted that there might be a difference in the list of satisfactory methods discussed at time of initial OD and when reviewing maintenance of orphan status at time of a MA stage when the standard of care may have evolved. In order to ascertain the existence of satisfactory methods at the time of an orphan maintenance stage, there must be a full overlap of therapeutic indications and patient populations between the candidate and the authorised medicinal product(s). If the therapeutic indication covered by the candidate is broader than that of the authorised medicinal product(s), then the latter will not be considered satisfactory for the purpose of the significant benefit assessment (10).

The task of comprehending the current EU standard of care becomes increasingly more complex due to continuous addition of new authorised medicines for orphan conditions, as this leads to notable changes in how patients are managed. This applies specially to “crowded” therapeutic areas such as seen in oncology, where many treatment options exist but their clinical use in practise is not well-structured and standardised. Management of multiple myeloma can be mentioned as an example to illustrate the difficult task of developers and regulators in proper contextualisation of the therapeutic effects observed [see recent Orphan Maintenance Assessment reports on Blenrep (11) and Nexpovio (12)].



THE AIM OF MAXIMUM TRANSPARENCY

It is the aim of the COMP to make publicly available documents transparent and informative, for the purpose of sharing evaluations with all stakeholders that could be interested in comparisons vs. standard of care. That said, it should be noted that the definition of satisfactory methods used by the COMP might be different compared to the standard of care considered relevant for a clinician managing individual patients or suitable for an individual HTA. These stakeholders often focus on national treatment standards or the most commonly used treatment options and may have different inclusion criteria when it comes to treatment methods.



CONCLUSIONS

In conclusion, significant benefit is a unique European criterion which needs to be evaluated by the COMP at initial OD and at time of MA. Significant benefit is assessed based on comparative data between the new product and all existing satisfactory methods of treatment. An authorised medicine for a given condition based on a positive benefit/risk balance is considered a satisfactory method. Such medicines are easy to identify when comparing the proposed medicine to authorised medicines with similarly worded therapeutic indications. A number of special considerations have been mentioned above, which are discussed by the COMP on a case-by-case basis. There may be discrepancies between the standard of care and a set of comparators considered for significant benefit, because not all medicines in use are approved for the same indication and not all non-pharmacological methods may be included. The list of comparators may also differ at initial OD and at time of MA, because of restricted wording of the approved therapeutic indication at MA, or because more satisfactory treatments were authorised after the granting of the initial OD. If in doubt, an applicant may always inquire with the EMA to receive appropriate regulatory guidance. However, a comprehensive description of the standard of care based on treatment guidelines and a comparative discussion are always recommended. Following the spirit of the EU orphan legislation, dedicated research of all medicines for specific rare diseases is encouraged and may be rewarded with the orphan incentives whenever significant benefit has been clearly demonstrated over existing satisfactory methods of treatment.
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