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Introduction: Disinvesting from rare disease therapies with persistent clinical uncertainties
after a managed entry agreement, may be necessary to ensure an equitable and sustainable
healthcare ecosystem. To minimise public controversy, communication about these
disinvestment decisions must be timely, transparent, and tailored to the needs of stakeholders.
This study develops a structured communication roadmap tailored to the Belgian context.
Special consideration is given to the various implications of a disinvestment decision, with
attention to the clinical, financial, ethical, psychological, and social implications of

disinvestment.

Methods: Three advisory board meetings were held with nine experts from academia, clinical
practice, health insurance funds, patient organisations, and the Belgian Drug Reimbursement

Committee. A targeted review of peer-reviewed literature, legal texts and policy documents
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informed the meeting guide. Meetings were transcribed verbatim and analysed using Nvivo 14

following grounded theory principles.

Results: Disinvestment should be grounded in evidence and communicated clearly,
pragmatically, and in a context-specific manner. The proposed five-step roadmap outlines the
roles, responsibilities, and timelines for key stakeholders. It also provides guidance for public
documents such as a lay summary of the health technology reassessment report and letters
intended for patients and the public. Collaboration among stakeholders is essential for
appropriate and timely communication to patients. Additionally, frequent touchpoints with
healthcare providers and patients throughout the managed entry agreement process can foster

greater acceptance of the final decision.

Conclusion: By employing evidence-based, transparent, collaborative, and adaptable
strategies, policymakers can improve the delivery of disinvestment decisions and maintain
trust among patients and the public. While developed for rare disease therapies in Belgium,

the principles and roadmap are transferable to other disinvestment decisions internationally.

Keywords: Orphan drug, rare disease, disinvestment, resource allocation, health technology

reassessment

Introduction

To ensure optimal utilisation of the pharmaceutical budget amidst constrained healthcare
resources, monitoring effectiveness and performance of commercialized drugs is imperative.
This is particularly relevant for rare disease therapies that have the potential to improve
morbidity and mortality but often enter the market with high costs and limited clinical evidence.
This is usually due to small patient populations, disease heterogeneity, and lack of adequate

alternative treatment (1-5).

To address affordability concerns and mitigate the financial risk of reimbursing high-priced
therapies with uncertain benefits, many health systems—including Belgium—increasingly
employ managed entry agreements (MEAs). MEAs enable temporary and conditional
reimbursement, coupled with confidential discounts and requirements for additional clinical or
real-world evidence (8,9). However, their use has raised concerns. Several studies have
highlighted that MEAs often fail to meet their contract terms, leaving clinical uncertainties

unresolved and price negotiations incomplete (10-14).
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In Belgium, MEA use has expanded rapidly, increasing from 13 new MEAs concluded in 2013
to 43 new MEAs concluded in 2023, with a cumulative total of over 183 MEAs established
between 2013 and 2023 (15). MEAs are typically introduced when the Belgian Drug
Reimbursement Committee (CTG/CRG) cannot reach consensus on reimbursement

conditions at the end of the appraisal process (see Box 1).

Box 1. Overview of the procedure for the HTA/reimbursement of rare disease therapies

in Belgium

In Belgium, a decision on the reimbursement of a health technology must be reached within
180 days following a manufacturer’s application (6). Throughout this process, technical experts
from the National Institute for Health and Disability Insurance (NIHDI) prepare HTA reports at
key milestones (day 60, day 90, day 120, and the final proposal on day 150) based on the
manufacturer's dossier and the conclusions of the Drug Reimbursement Committee
(CTG/CRM). These reports should be publicly accessible along with a letter detailing the

Minister of Health’s final decision, to ensure transparency of the process (7,8).

In such cases, the applicant negotiates confidentially with the Minister of Social Affairs and
Public Health to define the terms of the MEA. These agreements usually last up to three years,
after which the agreement is either extended, or a health technology reassessment (HTR) is
performed. If evidence remains insufficient to justify continued reimbursement at the
negotiated price, decision-makers may negotiate a new agreement—for example, including
larger (confidential) discounts on the list price or revise requirements for evidence generation.
Alternatively, the CTG/CRM may recommend that the Ministry of Health (MoH) discontinue the
conditional reimbursement through disinvestment (16,17). Though this is less common due to
the controversial nature of disinvesting treatments for rare diseases, which are often

associated with a large unmet need.

Disinvestment can be passive, for example by restricting reimbursement to certain subgroups
with demonstrated benefit (18). Examples include the implementation of subgroup restrictions
for ineffective anti-Alzheimer medications in France and Belgium (19,20) and the restricted
prescribing of duloxetine in Sweden due to concerns over its value in practice following the
availability of generic venlafaxine (21). However, this approach may be less suitable for orphan
drugs, as patients often have no effective alternatives. Another form of passive disinvestment
is the so-called ‘extinction scenario’, in which current (subgroups of) patients are allowed to
continue treatment, but no new patients are initiated. In Belgium, this approach was applied to

decitabine for acute myeloid leukemia patients with 20-30 percent blasts (22).
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An alternative strategy is active disinvestment (or delisting), which involves the complete
withdrawal of reimbursement for a disease therapy, requiring patients to pay the full cost if they
wish to continue treatment. In Belgium, passive approaches are more common for rare
diseases, whereas active disinvestment is avoided due to the lack of alternatives and the
emotive nature of rare diseases (23). A notable example occurred in the Netherlands, when
the College of Health Insurers recommended removing agalsidase alfa and alglucosidase
alfa—used to treat Fabry and Pompe disease, respectively—from the basic reimbursement
package. Despite an estimated incremental cost-effectiveness ratio (ICER) of €15 million for
alglucosidase alfa, the recommendation faced strong resistance from patients and physicians,

and disinvestment plans were ultimately halted (24-26).

Nonetheless, as healthcare systems in high-income countries face growing financial
pressures—driven in part by ageing populations—active disinvestment of orphan drugs may
become inevitable. This is to ensure the efficient and equitable allocation of resources to

treatments that provide demonstrable value.

Previous research highlights that effective communication with stakeholders—including
healthcare providers, payers, patients and industry—is critical for successful disinvestment
(27,28). In Belgium, a structured communication procedure exists only for ultra-rare diseases
reimbursed on a case-by-case basis (29). In these cases, an Orphan Drug College provides
an opinion on the individual prescription and reimbursement of the orphan drug (30). This
College is composed of physicians and specialists knowledgeable about a specific rare
disease (treatable by the orphan drug) and advisory physicians who are members of the
reimbursement committee (CTG/CRM) at NIHDI. They first deliver their opinion to the advising
physician of the health insurance fund, who then informs the concerned patient. For other rare
disease therapies, communication is often delayed, informal, or incomplete, leading to

confusion and, at times, public controversy.

To our knowledge, this study develops the first structured, context-specific communication
roadmap for disinvestment of rare disease therapies. This roadmap is intended for situations
in which the payer determines that the added value of a therapy—compared to the standard
of care—has not been sufficiently demonstrated (or is considered insufficient relative to its
additional cost). It seeks to address the clinical, financial, ethical, psychological, and social
dimensions of orphan drug disinvestment. Moreover, it provides practical tools to guide
communication with all stakeholders, especially patients and the wider public. While rooted in
the Belgian system, the proposed principles and tools are designed to be adaptable to other

jurisdictions with similar challenges in orphan drug disinvestment.
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Methods
Study design

This qualitative, exploratory study used stakeholder engagement to develop a structured
communication roadmap for disinvestment of rare disease therapies. We applied grounded
theory—an inductive methodology that facilitates the creation of frameworks based on
collected data (31)—to capture actionable insights from expert knowledge. Grounded theory
was chosen for its suitability in generating practical guidance for complex and sensitive

decision-making contexts, making it highly suited to the study’s objectives.
Study conduct

An advisory board was convened to guide the roadmap’s development. To prepare for the
board meetings, we conducted a targeted literature review of disinvestment cases and
strategies in healthcare, with a focus on rare disease therapies. Relevant peer-reviewed
studies, legal and policy texts, and grey literature were identified through targeted searches in

PubMed, Google Scholar, and snowballing. Search terms included synonyms for

non non non

"disinvestment," "delisting," "discontinuation," "reassessment," and "defunding." While not
systematic, this review provided essential foundations to inform the discussion points for the

meetings.

Three advisory board meetings (in Dutch) were held on December 14, 2022, and May 22 and
30, 2023. Feedback and insights from each meeting were integrated into subsequent
discussions. The first meeting took place in person at the KU Leuven Department of
Pharmaceutical and Pharmacological Sciences. The final two meetings were tele-conferences
to accommodate experts' schedules. Figure 1 outlines the roadmap development process and

the scope of each meeting.

The first meeting identified critical elements and values for effectively communicating
disinvestment decisions to rare disease patients. Moreover; it determined which stakeholders
should be involved, and at which stages, in developing and disseminating communication
materials. Building on the results of this first meeting, a preliminary set of recommendations
and a communication flow were developed and shared with participants ahead of the second

advisory board meeting.

The second meeting produced a preliminary roadmap that was tested in three fictional cases.
The third meeting validated the roadmap’s feasibility and practicality by discussing it in the

contextof two additional cases.
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Based on these discussions, we created a five-step communication roadmap with supportive

communication materials (see Supplementary Tables S1-S3) which include:

1) A template for the lay summary of the HTR report (Supplementary Table S2),
modelled after the health technology assessment (HTA) reports from the Dutch
Zorginstituut Nederland (ZIN) (32), the National Institute for Health and Clinical Excellence
(NICE) (33) and the German Institut fur Qualitat und Wirtschaftlichkeit im
Gesundheitswesen (IQWIG) (34).

2) A template for letters communicating the disinvestment decision to patients and the
wider public (Supplementary Table S3). It defines components to be included during e.g.
a patient consultation, a press release or the website of the national health authority.

3) A roles and responsibilities form for defining deadlines and stakeholders’
responsibilities (identify, inform, communicate and publish, see Supplementary Table
S3).

Participants

We purposively sampled experts with experience in the Belgian (orphan) drug reimbursement
process (35). Potential participants were identified through the investigators’ professional
networks, scientific publications, and official websites or social media (e.g. LinkedIn) of national
healthcare authorities. Experts were invited via email between 15 October and 30 November
2022.

The final advisory board included representatives from academia, health insurance funds,
clinical practice, and the CTG/CRM. Recruitment ensured at least one representative from

each stakeholder group and geographic diversity across Belgium.
Data analysis

The focus groups were moderated by the principal researchers and transcribed verbatim by
KU Leuven-affiliated co-workers. We followed the Qualitative Analysis Guide of Leuven
(QUAGOL) to guide the process of gualitative data analysis (36). The same researchers

analysed the transcripts independently, by performing a two-stage analysis.

In the coding stage, a predefined (complementary deductive) coding framework, based on the
specific study topics, was assigned to various text fragments. Additionally, inductive open
coding was applied for emerging themes such as ethical values and prerequisites for
disinvestment communication. Coding was performed in NVivo 1.7 by both researchers

independently.
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In the synthesis stage, the researchers compared their analyses to develop an overarching
code structure, which was used to detail the roadmap steps. The two principal researchers
then drafted the roles and responsibilities guide, lay summary template, and communication
letter template. The full research team reviewed and validated the roadmap, principles, guides,

and recommendations.
Ethical considerations

The research protocol was approved by the Ethical Committee (EC) Research University
Hospitals Leuven (14/10/2022, S66927). All participants provided written informed consent.
Participant anonymity was maintained unless explicit permission for attribution was given. Data

were handled confidentially throughout the study.
Results
Participant characteristics

Nine experts (four females and five males) participated in the advisory board meetings, of
whom four attended sessions twice (see Figure 1). All were Belgian senior-level professionals
with >10 years of experience in their respective fields, spanning academia, health insurance
funds, clinical practice, and prior roles at the National Institute for Health and Disability
Insurance (NIHDI, including the CTG/CRM).

Principles for a successful communication roadmap

During the meetings, experts identified several bottlenecks that could hinder a smooth
implementation of a communication roadmap—such as media controversies and inconsistent
messaging. These challenges were synthesised into key principles essential for ensuring

feasibility and effectiveness (see Table 1).

Currently, Belgium has no formal system for communicating the disinvestment of a rare
disease therapy that is conditionally or formally reimbursed by the NIHDI. Experts highlighted
that clinicians often learn about such decisions informally or through delayed communication
from manufacturers. Decision letters from the Minister of Health may provide only a brief
rationale, often without clear explanation of the evidence base. In some cases, patients first

learn of a drug’s unavailability from their pharmacist.
The five-step communication roadmap

The roadmap (see Figure 2) presumes that the competent authority or MoH formally
communicates a decision to withdraw reimbursement to the manufacturer. The roadmap also

presumes that the disinvestment decision is evidence-based and appropriate and therefore
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solely focuses on how the decision should be communicated. While the timelines are specific

to Belgium, the structure can be adapted to healthcare contexts of other jurisdictions.
Step 1: PREPARE — Compile the comprehensive HTR report

In Belgium, HTA reports are often available only upon formal request and may be difficult to
interpret, even for those familiar with the process. The justifications provided in these reports
are frequently unclear, lacking clarity in terms of language, scientific reasoning, and structure,

which further complicates their accessibility and usability.

The first step is therefore to produce a publicly accessible HTR report that consolidates all
relevant, non-confidential evidence and clearly explains the reimbursement committee’s
scientific conclusions. This report, prepared by NIHDI technical experts and tailored to the
public, follows a format like the European Public Assessment Report (EPAR) of the European
Medicines Agency (EMA) (37) which avoids excessive technicality while maintaining sufficient
detail. It aims to provide maximum clarity and transparency within the boundaries set by the
confidentiality of CTG/CRM deliberations and price negotiations. Manufacturers may provide
feedback on the draft. The compilation of this report should be completed within three days of

initiating the procedure.

Step 2: DISCUSS & COMPLETE - Develop the public summary and communication
guide

A NIHDI technical expert convenes a confidential multistakeholder meeting to prepare the
communication to physicians, the patients and the public. This step is best conducted as an
online, rather than face-to-face, meeting to enable the earliest possible discussion. The goal

of the meeting is to produce

(1) A public summary of the HTR report to the patient and public, including information
on alternative treatment options (see guide for drafting the HTR report in
Supplementary Table S1.

(i) A detailed communication letter for patients and the public (see guide for drafting
communication letters in Supplementary Table S2) and

(iii) A completed roles and responsibilities template, outlining actions, responsible
stakeholders and timelines for downstream communication and patient outreach

(see template in Supplementary Table S3).

The NIHDI technical expert—who coordinates the meeting—invites participants via email or

phone). All participants sign a non-disclosure agreement before the meeting to prevent
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premature leaks. The meeting requires the presence of various stakeholders, as detailed in
Table 2.

The duration of this meeting can range from an hour to half a day, depending on the complexity
of the arguments behind the decision and the characteristics of the patient group. The scientific
writer finalises the public summary within one day after the meeting; feedback from attendees
and approval from the MoH (or delegate, if the MoH was absent during the meeting) should be

obtained within three days. Final documents are circulated within five days of the meeting.
Step 3: INFORM — Prepare relevant stakeholders for patient contact

The public summary and communication letter are shared with physicians responsible for
informing patients, as well as with stakeholders who may be approached by patients (e.g.
health insurance funds, hospital pharmacists). The clinical expert (e.g. physician from the
expert centre, Council of Rare Diseases of Functional Hospitals, or College for Genetics and
Rare Diseases), who was present in the virtual meeting, informs the multidisciplinary team of
the reference centre, or, where not applicable, the treating physician. Simultaneously, the
NIHDI technical expert informs health insurance funds, the hospital and/or local pharmacists.
These parties should, above all, avoid confusion by providing appropriate and consistent
messaging to patients or refer them to their treating physician. This step runs in parallel with
Step 4 and should be completed within three days of finalising the public summary.

Step 4: COMMUNICATE—Inform affected patients

Depending on the size of the target population, different actors should be involved in personally
communicating the message to the concerned patient(s). In case of disinvestment in the form
of a cohort restriction, both patients who are already receiving therapy as well as de-novo or
formerly eligible patients—who will no longer be able to initiate the treatment - should be
informed. Patients already receiving therapy will be able to continue therapy, contingent on
signing a form specifying that the treatment is no longer recommended. The message must
be delivered empathetically by a trusted person, clearly stating that the treatment is no longer
effective or beneficial. It should also reassure the patient (and their caregivers or relatives) by
discussing alternative treatments and providing room for dialogue. Initially, this message
should be conveyed verbally, followed by the delivery of the public summary of the HTR report

(See supplemental guide).

For patient numbers below fifty, the message can be personally delivered during a consultation
with their treating physician (and the broader multidisciplinary team), who is responsible for
personally reaching out and inviting the patients for a consultation. However, for patient

numbers larger than fifty, it becomes logistically challenging to communicate the message to
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everyone in a timely manner. In this instance, the multidisciplinary team of the reference centre
and the patient organisation, if professional and well-organised, may invite concerned patients
to an explanatory session. This session could be hosted on a video conferencing platform
provided by NIHDI, or physical in the respective reference centre. If there is no reference centre
or patient organisation available, health insurance funds could alternatively organise such a
session, in conjunction with advising physicians (and treating physicians). This session should
conclude with a message urging patients to reach out to their treating physician for more
specific and detailed information and refer to the HTR report and public summary. This step
should occur simultaneously with step three and completed within one week of receiving the

written documents conveying the disinvestment decision.
Step 5: PUBLISH — Release public statement and supporting documents

NIHDI publishes an official public statement, together with the HTR report, the public summary
and communication letter to the patient, on an accessible and user-friendly NIHDI webpage.
The official statement is concise, factual, and written in non-technical language, specifying the
decision and effective date, the principal reasons for disinvestment in lay terms, and links to

the full HTR report and the public summary.

The webpage should be modelled after best-practice examples from the ZIN (The Netherlands)
and NICE (The UK and Wales) (32,33). Simultaneously, the HTR report and letter to the patient
are also shared with relevant patient organisations, national and regional agencies responsible
national drug registration, pharmacovigilance and medical information provision, such as the
Belgian Federal Agency for Medicines and Health Products (FAMHP) and the Belgian Centre
for Pharmacotherapeutic Information (BCFI), and with other healthcare bodies likely to receive
queries from clinicians or patients. A well-trained NIHDI spokesperson is appointed to answer
any media questions regarding the decision, ensuring that all public messaging is consistent
and accurate. Where possible, the timing of publication is coordinated so that patients receive

the information directly from their treating physician prior to media reporting.
Discussion

Several publications have described frameworks for prioritising healthcare interventions or low-
value care for disinvestment, de-adoption, or de-implementation (18,38-43). However, to our
knowledge, this paper is the first to present a comprehensive roadmap specifically for
communicating the disinvestment of rare disease therapies after conditional reimbursement.
A particular strength of the roadmap lies in the practical guides and templates—such as the
guide for drafting the public summary of the HTR report (see Supplementary Table S1), the

guide for drafting the communication to patients and the public (see Supplementary Table

10
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S2) and the roles and responsibilities template (see Supplementary Table S3). These were
developed bottom-up by a multistakeholder advisory board, which included patient
representatives. While the timelines and specific stakeholders identified in the roadmap (e.g.
the Orphan Drug College and the Council of Rare Diseases of Functional Hospitals) are a
projection specific to the Belgian context, the general principles (Table 1) and supporting tools

are transferable to other high-income countries with similar healthcare systems.

We also believe that our roadmap could be extended beyond pharmaceutical products to high-
cost drugs or other health technologies. For example, considering new EU quality control
regulations, which are believed to be so stringent that they may prompt manufacturers to
withdraw certain (orphan) medical devices from the market, our roadmap could provide

guidance for decision makers to inform patients about such market withdrawals (44,45).
Principles underpinning a successful communication roadmap

Given the growing number of conditionally approved rare disease therapies and increasing
concerns about the affordability of premium-priced biological medicines, there is a need for
clear and transparent communication to patients and the public (13). This study identified ten
basic principles for successful communication of a disinvestment decision. These principles
are likely to be applicable to the disinvestment of other health technologies in high-income
settings, given the methodology used to develop them.

First, our findings showed that the disinvestment process and its rationale must be structured,
evidence-based and transparent. These characteristics are consistently identified in the

literature as key facilitators of successful disinvestment strategies (18,27,38,39,42,46-52).

Second, fostering collaboration among key stakeholders—particularly clinicians and patients—
is crucial for gaining acceptance of disinvestment decisions. Stakeholders should be engaged
early and kept informed throughout the reassessment that precedes disinvestment
(18,38,39,42,46,48,50,51). Patient engagement is essential to improve the acceptability of the
decision (47,49). In the Belgian context, rare disease expertise centres play an essential role.
Although, there are currently eight such centres (53), they do not cover all rare diseases.
Expanding their role and coverage, possibly by centralising expertise per therapeutic area and
formalising responsibilities of key parties involved, could enhance the efficiency of
communication and stakeholder engagement. Such approaches would facilitate timely
inclusion of all relevant parties, reduce procedural delays, and minimise information leaks that

could fuel public controversy.

Third, a communication roadmap should be practical, context-specific (46), and customised to

the key parties affected by the decision (39,41). While we tested the feasibility and applicability

11
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of our roadmap in fictional cases, the heterogeneity of rare diseases requires flexible
implementation of the roadmap and case-by-case adjustments. For example, the roles and
responsibilities template (see Supplementary Table S3) should be expanded as needed to
include parties essential for specific cases. Future adaptations of the roadmap should also
incorporate tailored communication strategies for vulnerable populations, such as children and
individuals with cognitive impairments. In such cases, communication might be directed first to

their parents or primary caregivers.

Finally, a media response strategy should be built into the roadmap from the outset of
conditional reimbursement. Highly publicised disinvestment cases—especially those involving
treatments with no adequate alternatives—can generate strong media and public reactions.
While healthcare payers typically appoint a spokesperson, our guides (see Supplementary
Table S1, Supplementary Table S2, Supplementary Table S3) help ensure that the
message is clear and transparent, and that all stakeholders are prepared to respond

consistently to media queries.
Limitations

This study has several limitations. We aimed to include experts from countries with relevant
disinvestment experience and healthcare systems similar to Belgium. Of the 44 invited experts,
eight were from France, six from the Netherlands, and four from the Walloon region. However,
due to scheduling constraints in the post-pandemic period, only Belgian experts participated.
Similarly, although we initially had commitments from five experts per advisory board meeting,
last-minute cancellations resulted in smaller group discussions. Despite this, all major
stakeholder groups were represented, and the risk of Flemish over-representation was
mitigated by including experts active in national-level patient organisations and healthcare
decision-making. Furthermore, while the roadmap was developed with consideration for
vulnerable populations, time constraints during meetings prevented discussion of specific
cases involving these groups. Given the exploratory nature of this study, future research
should expand the advisory board to include a broader range of national and international

experts and pilot the roadmap in real-world disinvestment cases.
Conclusion

This study provides a comprehensive roadmap for communicating the withdrawal of funding
for rare disease therapies after conditional reimbursement. It also identifies core principles
essential for effective communication of disinvestment decisions. Although designed for the
Belgian context, the roadmap’s principles and tools can be adapted to other jurisdictions. By

applying evidence-based, transparent, collaborative, and adaptable approaches, policymakers
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can improve the communication of disinvestment decisions, ultimately benefiting patients,

clinicians, and the public.
Funding

This research was funded by the Scientific Research Foundation Flanders (FWO) (grant No.
GOB9819N).

Conflict of Interest:

The authors declare that the research was conducted in the absence of any commercial or

financial relationships that could be construed as a potential conflict of interest.
Contributions

KA, AB and SS conceived and designed the study. KA and AB led the design of the roadmap,
coordinated the multistakeholder advisory board meetings, and performed the primary data
collection and analysis. BG provided expertise on disinvestment practices. SS, IH, KC and YD
contributed to the study design, data interpretation, and critical revision of the manuscript. All

authors approved the final version for submission.
Acknowledgments

We thank all advisory board members for their time, insights, and constructive feedback
throughout the development of the communication roadmap. We are especially grateful to the
patient representatives for sharing their experiences and perspectives, which were invaluable
to ensuring the patient-centred nature of the roadmap. We also thank Marc Dooms for his
valuable insights and contributions throughout the entire study process, and Egbert de Groot
(ZIN) and Beth (NICE) for sharing useful links on their HTA scientific reports and

communication guidelines.
References

1. European Commission (EC). Inventory of Union and Member State incentives to support
research into, and the development and availability of, orphan medicinal products: state
of play 2015. European Commission (EC); 2016 p. 50.

2. Luzzatto L, Hyry H, Schieppati A, Costa E, Simoens S, Schaefer F, et al. Outrageous
prices of orphan drugs: a call for collaboration. The Lancet. 2018 Sept
1;392(10149):791-4.

3. Nicod E, Annemans L, Bucsics A, Lee A, Upadhyaya S, Facey K. HTA programme
response to the challenges of dealing with orphan medicinal products: Process

evaluation in selected European countries. Health Policy. 2019;123(2):140-51.

13

https://doi.org/10.1017/50266462326103444 Published online by Cambridge University Press


https://doi.org/10.1017/S0266462326103444

10.

11.

12.

13.

Statista. Average annual cost of orphan drugs per patient from 2014 to 2018 (in U.S.
dollars) [Internet]. Vol. 2022. 2019. Available from:
https://www.statista.com/statistics/373353/average-cost-for-orphan-drugs-per-patient-
per-year/

Blonda A, Barcina Lacosta T, Toumi M, Simoens S. Assessing the Value of Nusinersen
for Spinal Muscular Atrophy: A Comparative Analysis of Reimbursement Submission and
Appraisal in European Countries. Front Pharmacol. 2022 Jan 21;12:2844.

RIZIV. Termijn voor opname van innovatieve geneesmiddelen in de lijst van vergoedbare
farmaceutische specialiteiten: een gedetailleerd overzicht [Internet]. 2024 [cited 2025 Oct
3]. Available from: https://www.riziv.fgov.be/nl/statistieken/statistieken-van-
geneesmiddelen/termijn-voor-opname-van-innovatieve-geneesmiddelen-in-de-lijst-van-

vergoedbare-farmaceutische-specialiteiten-een-gedetailleerd-overzicht

Le Polain M, Franken M, Koopmanschap M, Cleemput I. Drug reimbursement systems:
international comparison and policy recommendations KCE reports 147C [Internet]. 2010
[cited 2020 Mar 18]. Available from: http://www.kce.fgov.be

Neyt M, Gerkens S, San Miguel L, Vinck I, Thiry N, Cleemput I. An evaluation of
managed entry agreements in Belgium: A system with threats and (high) potential if
properly applied. Health Policy. 2020;124(9):959-64.

Moes F, Houwaart E, Delnoij D, Horstman K. Collective constructions of ‘waste’:
epistemic practices for disinvestment in the context of Dutch social health insurance.
BMC Health Serv Res. 2019 Sept 5;19(1):633.

Pontes C, Zara C, Torrent-Farnell J, Obach M, Nadal C, Vella-Bonanno P, et al. Time to
Review Authorisation and Funding for New Cancer Medicines in Europe? Inferences
from the Case of Olaratumab. Appl Health Econ Health Policy. 2020 Feb 1;18(1):5-16.

Zampirolli Dias C, Godman B, Gargano LP, Azevedo PS, Garcia MM, Souza Cazarim M,
et al. Integrative Review of Managed Entry Agreements: Chances and Limitations.
PharmacoEconomics. 2020 Nov 1;38(11):1165-85.

Fens T, van Puijenbroek EP, Postma MJ. Efficacy, Safety, and Economics of Innovative
Medicines: The Role of Multi-Criteria Decision Analysis and Managed Entry Agreements
in Practice and Policy. Front Med Technol. 2021 Apr 28;3:629750.

Godman B, Hill A, Simoens S, Selke G, Selke Krulichova I, Zampirolli Dias C, et al.

Potential approaches for the pricing of cancer medicines across Europe to enhance the

14

https://doi.org/10.1017/50266462326103444 Published online by Cambridge University Press


https://doi.org/10.1017/S0266462326103444

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

sustainability of healthcare systems and the implications. Expert Rev Pharmacoecon
Outcomes Res. 2021;21(4):527-40.

Trotta F, Maria ;, Guerrizio A, Aurora ;, Filippo D, Cangini A. Financial Outcomes of
Managed Entry Agreements for Pharmaceuticals in Italy Key Points + Invited
Commentary + Supplemental content. JAMA Health Forum. 2023;4(12):234611.

MORSE Rapport [Internet]. RIZIV; 2024 [cited 2025 Sept 9] p. 163. Available from:

https://www.riziv.fgov.be/SiteCollectionDocuments/morse_report_2024.pdf

Belgian Health Care Knowledge Center (KCE). How to improve the Belgian process for
Managed Entry Agreements? An analysis of the Belgian and international experience.
KCE Report 288. 2017.

Makady A, van Veelen A, de Boer A, Hillege H, Klungel OH, Goettsch W. Implementing
managed entry agreements in practice: The Dutch reality check. Health Policy.
2019;123(3):267-74.

Parkinson B, Sermet C, Clement F, Crausaz S, Godman B, Garner S, et al.
Disinvestment and Value-Based Purchasing Strategies for Pharmaceuticals: An

International Review. PharmacoEconomics. 2015 Sept 8;33(9):905-24.

Radio-Télévision belge de la Communauté francaise. Supprimer le remboursement des
médicaments contre Alzheimer: ‘un pas trop loin’ selon Catherine Fonck [Internet]. Vol.
2022. 2019. Available from: https://www.rtbf.be/article/supprimer-le-remboursement-des-

medicaments-contre-alzheimer-un-pas-trop-loin-selon-catherine-fonck-10341138

Figaro L. Les médicaments anti-Alzheimer ne sont plus remboursés depuis ce mercredi
[Internet]. Vol. 2022. 2018. Available from: https://sante.lefigaro.fr/article/fin-du-
remboursement-des-anti-alzheimer/#:~:text=Depuis mercredi 1er aodt,1er juin au Journal

officiel

Godman B, Persson M, Miranda J, Ski6ld P, Wettermark B, Barbui C, et al. Changes in
the utilization of venlafaxine after the introduction of generics in Sweden. Appl Health
Econ Health Policy. 2013 Aug;11(4):383-93.

RIZIV. Aanvraag tot opname Weesgeneesmiddel Dacogen: gemotiveerd definitief
voorstel finaal 0154123101. 2020.

van de Wetering EJ, van Exel J, Brouwer W. The Challenge of Conditional
Reimbursement: Stopping Reimbursement Can Be More Difficult Than Not Starting in the
First Place! Value Health. 2017 Jan;20(1):118-25.

15

https://doi.org/10.1017/50266462326103444 Published online by Cambridge University Press


https://doi.org/10.1017/S0266462326103444

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

Zorginstituut Nederland. Advies alglucosidase alfa (Myozyme) bij de indicatie ‘ziekte van
Pompe’. 2012;2022(May 25th).

Zorginstituut Nederland. Aparte financieringsvorm voor middelen bij Pompe en Fabry.
2012;2022(May 25th). Available from:
https://www.zorginstituutnederland.nl/actueel/nieuws/2012/11/30/aparte-

financieringsvorm-voor-middelen-bij-pompe-en-fabry

Simoens S, Picavet E, Dooms M, Cassiman D, Morel T. Cost-effectiveness assessment
of orphan drugs: a scientific and political conundrum. Appl Health Econ Health Policy.
2013 Feb 18;11(1):1-3.

Maloney MA, Schwartz L, O’Reilly D, Levine M. Drug disinvestment frameworks:
Components, challenges, and solutions. Int J Technol Assess Health Care.
2017;33(2):261-9.

Rotteveel AH, Lambooij MS, van de Rijt JJA, van Exel J, Moons KGM, de Wit GA. What
influences the outcome of active disinvestment processes in healthcare? A qualitative
interview study on five recent cases of active disinvestment. BMC Health Serv Res.
2021;21(1):298.

Federaal Kenniscentrum voor de Gezondheidszorg. Beleid voor zeldzame ziekten en
weesgeneesmiddelen, KCE reports 112A. Federaal Kenniscentrum voor de
Gezondheidszorg; 2009 p. 138.

Denis A, Simoens, Steven, Fostier, Christel, Mergaert L, Cleemput I. Policies for Rare
Diseases and Orphan Drugs. KCE Reports 112C. 2009. (KCE reports 112C).

Corbin J, Strauss A. Basics of Qualitative Research: Techniques and Procedures for
Developing Grounded Theory. SAGE Publications Inc.; 2015. 456 p.

Zorginstituut Nederland. Orkambi®: van beoordeling tot vergoeding [Internet]. 2017 [cited
2023 Oct 16]. Available from:
https://www.zorginstituutnederland.nl/publicaties/publicatie/2017/10/26/orkambi-van-

beoordeling-tot-vergoeding

National Institute for Health and Clinical Excellence (NICE). Interim Process and
Methods of the Highly Specialised Technologies Programme Updated to reflect 2017
changes. NICE: National Institute for Health and Care Excellence; 2017 p. 1-15.

[A18-39] Lumacaftor/ivacaftor (cystic fibrosis) - Addendum to Commission A18-08
[Internet]. [cited 2024 Apr 5]. Available from: https://www.igwig.de/en/projects/al8-
39.html

16

https://doi.org/10.1017/50266462326103444 Published online by Cambridge University Press


https://doi.org/10.1017/S0266462326103444

35.

36.

37.

38.

39.

40.

41.

42.

43.

44,

45.

Palinkas LA, Horwitz SM, Green CA, Wisdom JP, Duan N, Hoagwood K. Purposeful
Sampling for Qualitative Data Collection and Analysis in Mixed Method Implementation
Research. Adm Policy Ment Health Ment Health Serv Res. 2015 Sept 6;42(5):533—-44.

Dierckx de Casterle B, Gastmans C, Bryon E, Denier Y. QUAGOL.: A guide for qualitative
data analysis. Int J Nurs Stud. 2012 Mar 1;49(3):360—71.

European public assessment reports: background and context | European Medicines
Agency [Internet]. [cited 2023 Oct 16]. Available from:
https://www.ema.europa.eu/en/medicines/what-we-publish-when/european-public-

assessment-reports-background-context

Niven DJ, Mrklas KJ, Holodinsky JK, Straus SE, Hemmelgarn BR, Jeffs LP, et al.
Towards understanding the de-adoption of low-value clinical practices: A scoping review.
BMC Med [Internet]. 2015;13(1). Available from: http://dx.doi.org/10.1186/s12916-015-
0488-z

Mayer J, Nachtnebel A. DISINVESTING from INEFFECTIVE TECHNOLOGIES:
LESSONS LEARNED from CURRENT PROGRAMS. Int J Technol Assess Health Care.
2016 Mar 10;31(6):355-62.

Grimshaw JM, Patey AM, Kirkham KR, Hall A, Dowling SK, Rodondi N, et al. De-
implementing wisely: developing the evidence base to reduce low-value care. BMJ Qual
Saf. 2020 May 1;29(5):409-17.

Esmail R, Hanson HM, Holroyd-Leduc J, Niven DJ, Clement FM. Identification of
knowledge translation theories, models or frameworks suitable for health technology
reassessment: a survey of international experts. BMJ Open. 2021;11(6):1-12.

Walsh-Bailey C, Tsai E, Tabak RG, Morshed AB, Norton WE, McKay VR, et al. A
scoping review of de-implementation frameworks and models. Implement Sci. 2021 Dec
1;16(1):1-18.

Kamaruzaman HF, Grieve E, Wu O. Disinvestment in healthcare: A scoping review of

systematic reviews. Int J Technol Assess Health Care. 2022;38(1).

Westermark K, Holm BB, Soderholm M, Llinares-Garcia J, Riviere F, Aarum S, et al.
European regulation on orphan medicinal products: 10 years of experience and future
perspectives. Nat Rev Drug Discov. 2011 May 1;10(5):341-9.

Dooms M. Orphan medical devices have come a long way. Orphanet J Rare Dis. 2023
Dec 1;18(1):1-4.

17

https://doi.org/10.1017/50266462326103444 Published online by Cambridge University Press


https://doi.org/10.1017/S0266462326103444

46.

47.

48.

49.

50.

51.

52.

53.

Elshaug AG, Watt AM, Mundy L, Willis CD. Over 150 potentially low-value health care
practices: an Australian study. Med J Aust. 2012;197(10):556—60.

Polisena J, Clifford T, Elshaug AG, Mitton C, Russell E, Skidmore B. Case studies that
illustrate disinvestment and resource allocation decision-making processes in health

care: a systematic review. Int J Technol Assess Health Care. 2013 Apr;29(2):174-84.

Soril L3J, Niven DJ, Esmail R, Noseworthy TW, Clement FM. UNTANGLING,
UNBUNDLING, AND MOVING FORWARD: FRAMING HEALTH TECHNOLOGY
REASSESSMENT IN THE CHANGING CONCEPTUAL LANDSCAPE. Int J Technol
Assess Health Care. 2018;34(2):212-7.

Lemos LLP de, Guerra Junior AA, Santos M, Magliano C, Diniz I, Souza K, et al. The
Assessment for Disinvestment of Intramuscular Interferon Beta for Relapsing-Remitting
Multiple Sclerosis in Brazil. PharmacoEconomics. 2018 Feb;36(2):161-73.

Embrett M, Randall GE, Lavis JN, Dion ML. Conceptualising characteristics of resources
withdrawal from medical services: a systematic qualitative synthesis. Health Res Policy
Syst [Internet]. 2020 Dec 1 [cited 2023 Oct 16];18(1). Available from:
https://pubmed.ncbi.nim.nih.gov/33115486/

Esandi ME, Gutiérrez-lbarluzea |, Ibargoyen-Roteta N, Godman B. An evidence-based
framework for identifying technologies of no or low-added value (NLVT). Int J Technol
Assess Health Care. 2020;36(1):50-7.

Mitchell D, Bowles KA, O’Brien L, Bardoel A, Haines T. Health care staff responses to
disinvestment-A systematic search and qualitative thematic synthesis. Health Care
Manage Rev. 2021 Jan 1;46(1):44-54.

RADIORG. Roundtable on Centres of Expertise for Rare Diseases Report of a
multistakeholder discussion. 2019;(October).

18

https://doi.org/10.1017/50266462326103444 Published online by Cambridge University Press


https://doi.org/10.1017/S0266462326103444

Phase 1.
Structuring & basic principles

Aim: Answering the who, what, how, when
and structuring the draft roadmap.

* Stakeholders

* Responsibilities

* Timelines

* Content

* Ethical values

Attendees (n=6): Pulmonary physician,
patient representative, sickness fund
representative!, pharma industry advocate?,
hospital pharmacist?, pharma consultant*

Case 1l

Disease-modifying treatment for
severe respiratory disease
(cystic fibrosis).

Disinvestment through an extinction
scenario. Treatment is more efficient
in specific subgroup but overall more
toxic than alternatives. Strong and
well-organised patient organization.

Figure 1. Overview of the roadmap development process and the scope of each meeting. Numbers in superscript indicate that the same expert participated in multiple meetings.
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Phase 2.
Refinement

Aim: Refining the draft roadmap based
on application to three hypothetical
cases

Attendees (n=6): Patient communication
specialist, patient representative,
sickness fund representativel, pharma
industry advocate?, hospital pharmacist3,
Drug Reimbursement Committee
(CTG/CRM) representative

v

Case 2

Gene therapy for
severe neurological disorder
(metachromatic leukodystrophy).

Active disinvestment due to high cost
and uncertain effectiveness.
No therapeutic alternatives.
No formal patient organization.

Phase 3.
Review

Aim: Walking through roadmap and
validating its feasibility.

Attendees (n=2): Policy maker (former
Minister of Health and Social Affairs),
Pharma consultant?

R L LR N L R R N R R RN R RN R R S 9

Y GITERTT

Case 3

Disease-modifying treatment for
severe blood disorder (sickle cell
disease).

Disinvestment through an extinction
scenario. Treatment is as efficient as
two alternatives but more toxic.
No formal patient organization.
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Do D3 D8

template on roles & timing

l PREPARE the HTR report DISCUSS & COMPLETE: Develop public summary of the
HTR report, written communication to patient and complete

INFORM: Disseminate the public summary of the HTR report and written
patient communication to those who convey message to the patient

NIHDI technical
expert

« Hospital/local
pharmacist

Treating physician or
multidisciplinary team
in expert center

Clinical expert

T=3 days

| COMMUNICATE the decision to the affected patients

NIHDI
technical
expert
Clinical expert
Manufacturer's NIhHP' | i
T=3 days representative te:x::r:ta
* Reference
center treating
physicians
+ Council for RD
Scientific Patient of functional
communication organization's hospitals
specialist/ representative or + College for
writer expert patient genetics & RD
Online meeting T=5 days
PUBLISH the summary of HTR report and patient communication letter |
NIHDI O
web designer Publication on NIHDI webpage
Shared with
NIHDI . Overa‘rcr:.mg patient
Coordinator organizations :
+ Regulatory and advisory health
agencies
Representative P
Publication of press release
— T=3 days

D21

A. If small patient group (<50 patients)

Treating physician/
multidisciplinary team
in expert center

In consultation _ /Ejigible/existing patients

(or parent, caregiver)

B. If large patient group

Video
teleconference

Reference center team
& professional patient
organization/
health insurance fund

Eligible/existing patients
(or parent, caregiver)

or in-person
info session

7| T=1 week

Figure 2. The five-step disinvestment communication roadmap. Abbreviations: D, Day; HTR, Health technology reassessment; MoH, Minister of Health; NIHDI, National Institute for Health and

Disability Insurance; RD, Rare disease; T, Time
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Table 1. Key principles for an effective communication roadmap for disinvestment of

orphan drugs

Principle 1. Manage expectations of patients early on

The physician should proactively inform the patient about the conditional availability of their
treatment from the start. Because treatments for rare diseases often involve significant
uncertainty and are initiated in highly vulnerable patient populations, including children, it is
crucial that physicians manage the expectations of patients, their parents, and other
relatives.

Principle 2. Ensure that the disinvestment decision is founded on appropriate data

It is essential that the decision made is based on the correct data. This also implies that the
conditions of the MEA are clear from the start. For instance, the (intermediate) outcomes
that are collected within the MEA should be relevant for clinical practice.

Principle 3. Foster an early dialogue between manufacturers and HTA agencies,
including patients and clinicians

This will broaden the support from the involved parties if a health technology is ultimately
defunded.

Additionally, a feedback loop should be established at multiple stages throughout the MEA
and following reassessments to ensure the timely communication of uncertainties related
to the real-world effectiveness of the orphan drug. This way, potential alternatives in the
event of delisting could be identified.

This approach can help mitigate the impact of delisting decisions and foster cooperation
from manufacturers in developing both the health technology reassessment summary and
written communication for patients.

Principle 4. Maximise transparency where possible

There needs to be sufficient transparency on the content of the MEA and the uncertainties
that it aims to answer. It is necessary to share information on which (intermediate) clinical
outcomes were reached. In addition, the reasons behind the decision need to be
communicated clearly and effectively towards all stakeholders.

Principle 5. Collaborate to convey a thoughtful and unified message

Throughout the process, it is crucial to leverage stakeholders effectively, ensuring their
involvement where they can provide the greatest value. For instance, strong patient
organizations, if present, should contribute to drafting public summaries and patient
communications.

The expertise of expert centres specializing in rare diseases should also be maximized.
These centres not only educate primary caregivers about care pathways but also enable
efficient and timely communication. Their multidisciplinary nature facilitates streamlined
coordination of downstream steps in the communication roadmap, such as the rapid
identification of all patients affected by a decision. Moreover, having a multidisciplinary
team—including clinicians, nurses, dieticians, and other professionals—ensures that
messages can be conveyed to patients through various channels, fostering a sense of
support and providing opportunities for clarification.
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Early alignment of all stakeholders is also essential. This can be achieved through the
multistakeholder meeting and drafting of the summary of the health technology
reassessment report (Step 2), ensuring a unified message when responding to questions
from patients, the media, or the broader public. Such alignment helps to reduce the risk of
controversy and ensures consistent communication.

Principle 6. Prevent information leaks ahead of official patient communication

To minimize the risk of controversy, it is essential to take proactive measures to prevent
leaks of information regarding the final decision to patients before the official
communication by their treating physician. To this end, all stakeholders involved in the
decision-making process, as well as participants in the multistakeholder meeting, should
be required to sign a non-disclosure agreement.

Principle 7. Maximise the efficiency of the steps

To further prevent leaks, it is crucial to minimize the number of steps in the communication
roadmap. Additionally, only the most relevant stakeholders should be involved at each
stage. For example, during the multistakeholder meeting (Step 2), participation should be
limited to those essential for defining roles and responsibilities and developing the
communication strategy. To facilitate efficient progression through the steps, online
meetings should be prioritized whenever possible and held as planned even if all
stakeholders are not able to attend. This avoids unnecessary delays while maintaining a
streamlined approach.

Principle 8. Consider a sufficient grace period in cases of delisting

In cases of complete delisting, implementing a grace period (of e.g. approximately one
year) can help mitigate potential controversies. This interval provides adequate time
between the decision and its implementation, ensuring stakeholders and affected parties
have sufficient opportunity to prepare for the transition and explore alternatives.

Principle 9. Provide sufficient resources to implement the communication roadmap

The reimbursement agency must have adequate human and financial resources to
manage workload, draft reports, and ensure timely execution of the communication
roadmap. This may include employing an in-house communication expert or hiring an
external consultant to oversee key tasks, such as drafting public summaries, patient
communication materials, and finalizing roles and responsibilities.

Principle 10. Tailor the roadmap to specific cases with special attention to
vulnerable groups

The roadmap must provide sufficient flexibility to accommodate the heterogeneity of
orphan drugs and patients (e.g. vulnerable groups such as children and those mentally
impaired). This with respect to the content of the communication materials and
responsibilities of involved stakeholders. As such, each case should be individually
discussed and tailored to its unique needs.

Abbreviations: HTA, health technology assessment; MEA, managed entry agreement
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Table 2. Stakeholders involved in drafting the disinvestment communication and their roles

Stakeholder

Responsibility

Additional notes

Government Official

Presents the HTR report and
explains the arguments behind the
disinvestment decision to other
stakeholders at the start of the
meeting.

Could be the NIHDI
technical expert responsible
for the HTR report, along
with a representative from
the Minister of Health’s
office in case the
disinvestment decision
deviates from the advice
issued by the CTG/CRM of
the NIHDI.

Manufacturer
Representative

Reviews and suggests changes to
the public summary.

Participates in discussions
to ensure accurate
representation of the
manufacturer’s position.

Clinical Expert on the
respective rare
disease

Identifies the rare disease patients
affected by the decision.

In Belgium, the expert is
ideally from the rare disease
reference centre, the
Council for Rare Diseases
of Functional Hospitals, or
the College of Genetics and
Rare Diseases. These
Centres, Councils, and
Colleges are tasked with
treating the patient group
and thus can identify the
rare disease patients to
whom the decision needs to
be communicated.

Patient
Representative or
Expert Patient

Provides input on the format and
content of the public summary and
written communication for patients.

Identified by the clinical
expert where relevant, or
through established patient
organisations, and offers a
patient-focused perspective.

Scientific Writer

Drafts the public summary and
guide based on discussions during
the meeting.

Can be an internal or
external contractor of NIHDI.

Abbreviations: NIHDI, National Institute for Health and Disability Insurance; CTG/CRM, Commissie

Tegemoetkoming Geneesmiddelen/Commission de Remboursement des Médicaments; HTR, Health

Technology Reassessment
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