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Abstract
Background: New cancer drugs with increasing costs and uncertainties in clinical trial evidence are being approved and funded faster. Coverage with evidence development (CED), using real-world evidence (RWE), has the potential to help manage drug costs and address uncertainties in evidence. A national CED program in Canada may facilitate patient access to new drugs while assessing clinical performance and value for money to support final funding decisions. Descriptions of Canadian and international CED policies using RWE to support final funding decisions are limited.
Objectives: This Environmental Scan aimed to identify the use of CED for drug funding in Canadian and international jurisdictions, describe the components of various CED programs in which RWE is generated to support decision-making, and report on the limitations of CED.
Methods: To complete the Environmental Scan, we identified CED programs where RWE was used to support decision-making. We searched Embase and various health-related websites, from 2007 to 2024. Search terms related to CED, funding, decision-making, and RWE were applied. Data were extracted on article information, jurisdiction, CED policies, RWD collection, and RWE generation. We reported on which jurisdictions have applied CED, the processes for drug funding and RWE generation during the CED period, and the limitations of CED experiences.
Results: We identified the use of CED agreements in 13 jurisdictions. Variation in the CED components and processes were observed between jurisdictions with limited transparency in the details of CED agreements. Performance-based or outcome-based agreements and/or financial agreements are used as part of CED agreements to support risk-sharing between payers and manufacturers. Limitations of CED include a lack of defined outcomes to support final funding decision-making, entry and exit criteria, project timelines, and feasibility of data collection and evidence generation to address uncertainties.
Conclusion: This Environmental Scan highlights the variation in how CEDs are applied between jurisdictions as well as the limitations of using RWE to inform drug funding decisions. CED supports risk-sharing and evidence development, but challenges related to implementation, transparency, and decision-making criteria have been documented. Lessons learned from international experiences can be leveraged to explore the development of a robust Canadian CED model.
Background
Health technology assessment (HTA) committees play an important role in helping payers manage access to expensive new drugs, particularly when evidence of clinical effectiveness and cost-effectiveness is minimal and the pressure to accelerate funding is high. In Canada, provincial drug coverage and reimbursement policies are established following HTAs by the Institut national d'excellence en santé et en services sociaux (INESSS) in Quebec and Canada’s Drug Agency (CDA-AMC) in the remaining provinces and territories.1,2 During HTAs, a drug’s clinical effectiveness and cost-effectiveness are assessed based on a review of the submitted evidence, which is summarized to support informed decision-making by policy-makers.3 In cases where the clinical evidence or cost-effectiveness is uncertain, CDA-AMC may issue a recommendation to reimburse with conditions (e.g., price reduction required to make the therapy cost-effective).
Reimbursement recommendations with conditions are common across many jurisdictions and are similarly based on uncertainties in the clinical effectiveness and cost-effectiveness data submitted. Uncertainties in clinical trial data can be a consequence of suboptimal trial design, limited follow-up time for clinical and cost-effectiveness outcomes, and the inclusion of patients that are not comparable to real-world populations.3 Public funding agencies have sought to facilitate patient access to these drugs by funding them through managed entry agreements (MEAs).4,5
“MEA” is an umbrella term that encompasses a variety of agreements between manufacturers and payers aimed at increasing and accelerating patient access to novel therapies while meeting conditions specific to each agreement.5 MEAs can be financial agreements or performance-based agreements.4,5 Financial agreements, such as rebates, price caps, and price-volume agreements, aim to address uncertainties around the financial impact of a drug by reducing its cost.4,5 Performance-based agreements aim to address uncertainties around the performance or clinical benefit of a drug and can include outcomes-based agreements (OBAs), coverage with evidence development (CED), and payment by result. Payers agree to reimburse the cost of a drug when evidence is submitted demonstrating the drug has achieved clinical end points set out in the terms of the agreement.4,5 Performance-based agreements often include a financial agreement component to support risk-sharing of high drug costs between manufacturers and payers.4,5
In the case of CED, an interim funding period is the set time during which a drug receives temporary public funding, allowing patients to access the drug while clinical effectiveness and/or cost-effectiveness data are collected on patients receiving the drug.4,5 Data collected during the interim funding period are used to generate clinical trial evidence or real-world evidence (RWE) to support assessments of the drug’s performance at a later date. RWE, generated with real-world data (RWD), may be described as “evidence generated from multiple types of data, collected from multiple sources, aggregated, shared, and often reaggregated in multiple sectors of the health care system.”6,7
In recent years, Canada has made advancements in accelerating access to cancer drugs through various initiatives. Most relevant to CED is the introduction of CDA-AMC’s Time-Limited Recommendations and the pan-Canadian Pharmaceutical Alliance (pCPA)’s Temporary Access Process (pTAP).8,9 These programs launched in 2023 to expedite the listing of drugs, fulfilling an unmet need. In these cases of CED, the manufacturer is expected to submit updated phase III trial data to CDA-AMC to obtain a final funding recommendation. Both programs are meant to be evaluated with the potential to expand this recommendation category and negotiation process to additional drugs, potentially where phase III data will not be available or where phase III data still have uncertainties. Additionally, bilateral agreements between the federal and provincial governments in Canada are facilitating access to drugs for rare diseases (DRD) with the expectation that RWE is used to support further decision-making about DRD.10,11
Developing a national approach could be strengthened by examining existing CED programs both within Canada and in countries around the world where RWE is used to support funding decisions. There is limited literature describing jurisdictional CED polices and the use of RWE to support final funding decisions. Consequently, the objectives of this Environmental Scan were to identify the use of CED for drug funding in Canadian and international jurisdictions, describe the components of various CED programs in which RWE is generated to support decision-making, and report on the limitations of CED.
Methods
An Environmental Scan was conducted to identify and describe CED programs implemented in Canada and in international jurisdictions. To ensure a comprehensive search was undertaken, multiple evidence sources were searched. Table 1 presents a list of all evidence sources and key websites.
In consultation with a research librarian, a database-specific search strategy was designed for Embase using a combination of the following terms with the Boolean operators (“and” and “or”): evidence building, evidence development, coverage with evidence, managed entry, managed access, agreement, and outcome. Searches were limited to the English language and to results published within the past 17 years (from 2007 to November 2024). The scan started in 2022, and a 15-year look-back period for sources was established based on expert input. The scan was updated in November 2024, resulting in a period of 2007 to November 2024 to capture relevant sources. The database search was not limited to any specific jurisdiction but was limited to articles in English. To ensure a comprehensive search strategy was developed, the inclusion of terms related to RWE, drug funding, and decision-making concepts was too restrictive, and thus these concepts were omitted from the final search strategy. The Embase search strategy is presented in Appendix 1.
To locate grey literature and white papers, we also conducted a web-based search using the Google search engine and reviewed key organizational websites (e.g., for the National Institute for Health and Care Excellence [NICE]) for potentially relevant literature. Google searches and organizational website searches were conducted using a combination of the key search terms presented in Table 2 and the jurisdictions of interest. Seven jurisdictions of interest were selected through consultation with HTA experts. RWE, drug funding, and decision-making concept terms were included in the grey literature searches as they increased the accuracy of the searches.
Study Selection
Articles were identified using a 2-phase screening approach: phase 1 for title and abstract screening, and phase 2 for full-text screening. All articles identified from the electronic database search were imported into Microsoft Excel for the removal of duplicate articles and screening.
Title and abstract screening was conducted by 3 reviewers: CM, AB, and MG. Articles were classified as potentially relevant based on the study selection criteria outlined in Table 3. All 3 reviewers independently reviewed the same randomly selected 12 abstracts to ensure accuracy and transparency in the selection of relevant abstracts. Discussions were held to achieve consensus on the 12 trial abstracts, and the final inclusion decision was documented in the Excel abstract screening document.
A full-text review of the articles selected for inclusion from title and abstract screening was conducted by CM. CM reviewed the reference lists of articles to identify additional potentially relevant articles for inclusion.
CM reviewed the first 5 pages of the Web-based search results from Google and key organization websites for relevant grey literature. The search terms used to identify relevant grey literature were documented in a Microsoft Excel spreadsheet. Grey literature was included if it met the study selection criteria outlined in Table 3.
Data Extraction
A single reviewer extracted data from included studies with respect to general study information, program characteristics, and program structures and operations. Appendix 2 presents a sample data extraction form for articles, reports, and web pages included in the scan.
Data Synthesis
Extracted data were summarized by jurisdiction to provide a description of the structure and operations of jurisdictional CED programs. The results presented are organized by CED program structural and operational themes. The intent with this organization is to demonstrate high-level trends and variation in CED program structures and operations among jurisdictions.
Results
This scan identified 70 articles describing the structure and operations of CED programs in 12 countries (13 jurisdictions), including Australia, Belgium, Canada (2 jurisdictions: Alberta and Ontario), France, Germany, Ireland, Italy, the Netherlands, Scotland, Sweden, the UK, and the US (Figure 1). The search strategy in Embase produced 852 relevant abstracts, of which 121 articles (14%) underwent full-text review, and data were extracted from 37 articles (4%). The grey literature scan resulted in full-text review for 105 articles and data extraction for 33 (31%) of 105 articles.
Figure 1: Study Selection Process (PRISMA Diagram)
[image: Figure 1 presents a PRISMA diagram of the articles identified from Embase, published between 2007 and 2024 (N = 852), and articles identified through a grey literature search (N = 105). Among the 852 articles from Embase, 121 (14%) underwent full-text screening and 37 (4%) were included in the Environmental Scan. Among the 105 articles identified through a grey literature search, 105 (100%) underwent full-text screening and 33 (31%) were included in the Environmental Scan. Conference proceedings, inaccessible articles, and duplicate articles were excluded. Ten articles were identified through reference screening. Seventy articles were included in the Environmental Scan.]
PRISMA = Preferred Reporting Items for Systematic Reviews and Meta-Analyses.

CED Common Terms
The MEA nomenclature varies between jurisdictions. Literature on agreements from Belgium, Canadian jurisdictions, France, Germany, the Netherlands, Scotland, Sweden, the UK, and the US refer specifically to CED or evidence-building agreements.12-38 Literature on agreements from Australia, Ireland, and Italy use the term MEAs while describing CED agreements as funding agreements with conditions to provide additional evidence to support final funding statuses.12,17,19,39-43
CED Objectives
The objective for CEDs is common across all jurisdictions: enable patient access to new drugs and indications while generating clinical and/or cost-effectiveness evidence to address uncertainties and support final funding recommendations.4,12-15,19,20,22-24,26,31,44-52 In Belgium, France, and Italy, an additional objective of CED agreements is to improve forecasting and limit the budget impact of high-cost drugs.4,31,49
CED Framework
Across jurisdictions, there appears to be a common framework for funding drugs with CED agreements. Common elements within the framework include having processes for health system partner engagement, drug selection, RWD collection, RWE generation, establishing financial terms and duration of interim funding, and making a final funding decision. (Figure 2). Each jurisdiction may approach these aspects differently. The various approaches are discussed in further detail in the next sections. Table 4 details CED characteristics and frameworks by jurisdiction.
Figure 2: CED Framework
[image: Figure 2 presents the common elements of CED including categories for drug selection, RWD collection, RWE generation, financial agreements, and final funding status, as identified from the 13 jurisdictions included in this scan. Drug selection involves HTA recommending funding with conditions; manufacturer submission of a funding request with a CED proposal, including details of RWD collection and RWE generation plans and timelines; and collaboration between manufacturers and payers to develop a CED agreement. RWD collection plans detail the source of RWD and the partner responsible for the cost and collection of RWD. RWE generation plans detail the partner responsible for the cost of and generation of RWE and RWE reporting timelines throughout the CED process. Financial agreements are determined for the interim funding period and may change when the final funding status of the drug is determined. Financial agreements may include price reductions, price-volume discounts, rebates, and repayments. RWE generated during CED is included in the final HTA review and may support a decision to implement long-term drug funding. Uncertainties identified in the final HTA review may result in long-term drug funding being denied.]
CED = coverage with evidence development; HTA = health technology assessment; RWD = real-world data; RWE = real-world evidence.

Drug Selection
Funding agreements with CED components are most common when a drug receives a conditional funding recommendation by regional or national HTA agencies and/or ministries of health (Figure 2). Uncertainties in initial evidence identified through HTAs can be addressed with additional data collection and evidence generation. Such evidence generation can be completed during interim funding periods as part of a CED agreement.12,14,17-27,31,32,34-37,40,41,43,44,46,49,51,53-57
A drug with a conditional funding recommendation requiring additional evidence generation has to meet defined inclusion criteria to be considered for CED in most jurisdictions. Common themes of criteria include uncertainties in clinical-effectiveness and/or cost-effectiveness evidence; addressing a disease with high, unmet clinical need; feasibility of collecting additional data; and ability of collected data to generate evidence to address uncertainties during a prespecified period.4,15,21,49,58,59 In Ontario (Canada), France, Germany, and Sweden, 1 CED program inclusion criterion is the use of RWD collection during interim funding to generate additional evidence.15,18-21,31,49,53,60 CED agreements have been established for oncology drugs,46,52 CAR T-cell therapies,12,17,19 orphan drugs,12,43 and DRD.4,18 In the UK, separate CED programs have been established: the Cancer Drug Fund (CDF) for oncology drugs and the Innovative Medicines Funds (IMF) for non-oncology drugs.23,37,61 Drugs considered for funding with CED agreements must meet medical technology designations including “innovative status” in Italy, “ultra orphan drug” in Scotland, or “reasonable and necessary” in the US.12,17-19,26,27,43
Drug Funding
We identified national and regional governments that are responsible for paying for drugs funded with CED agreements. In Australia, Ontario (Canada), Ireland, Italy, Scotland, and the UK, national departments or ministries of health provide funding to national or regional drug funding programs that are responsible for organizing and providing reimbursements of drug costs to hospitals that administer treatments.12,15,17-21,13,26,28,31,32,34-37,39-41,43-45,48,54,56,57,62-65 Countries including Belgium, France, the Netherlands, and Sweden have statutory national health insurance programs that receive funding from national health service departments and are responsible for organizing and distributing drug cost reimbursements to hospitals.4,13,18,21,28,48,59 In Germany and the US, health insurance organizations determine which drugs will be funded with CED agreements. Only patients with health insurance organized by these organizations are eligible to receive CED-funded drugs.18,21,40,50,60 In the US, these health insurance organizations include the Centers for Medicare & Medicaid Services (CMS) and private insurance companies.40,50,66,67
RWD Collection for RWE Generation
Processes for and funding related to RWD collection and RWE generation for CED programs vary across jurisdictions and may differ across drugs and indications. When it comes to RWD, the 2 primary sources appear to be prospective data and health care administrative databases. Prospective data collection starts when a patient is approved to receive a funded drug, and it can continue throughout the interim funding period.49 Registries and observational studies were the most frequently identified tools for prospective data collection.40,58 Web-based registries can be created specifically for CED-funded drugs, as is the case with Italy’s Italian Medicine Agency (Agenzia Italiana del Farmaco [AIFA]) registries.12,18,21,43 Alternatively, existing registries collecting data on the patient population of interest may be used, as is the case with the UK’s Systemic Anti-Cancer Therapy (SACT) datasets. SACT datasets capture data on patients with a particular disease or receiving a specific therapy and are organized and maintained by the National Cancer Registry Analysis Service at Public Health England.4,12,17-19,21,38,40,54,68,69 Administrative health databases are another source for RWD and can be the sole source for data or combined with prospective data collection. In Ontario (Canada), data from administrative databases are combined with prospective data collection to generate supporting evidence.15 CMS guidance notes that RWD can come from patients enrolled in prospective clinical studies or through disease registries that can be linked with claims data.67,69-71
In France, new clinical trial data must be accompanied by RWD from disease registries, electronic medical records, or claims databases.4,12,20,59 Germany’s Federal Joint Committee (Gemeinsamer Bundesausschuss [G-BA]), requires that data be collected to produce comparative evidence resubmitted at the end of interim funding.18,21 In Ontario (Canada), the Netherlands, and the UK, CED programs set out the source and method of data collection to generate additional evidence.4,15,23,25,32,54 The UK’s CDF and IMF programs require data collection agreements and commercial access agreements. The data collection agreement details the end points that must be reported to address identified uncertainties in clinical effectiveness and/or cost-effectiveness, and the commercial access agreement details the cost of drugs and any risk-sharing conditions.26-30,68,72,73 In the UK, drugs funded through the CDF must demonstrate whether data collected in the SACT datasets can be used for evidence generation.4,32,54,56,61,68 Data for evidence generation may also come from Blueteq data, Public Health England data, established disease registries, market share data, or chart review.4,12,17,19,35,37,38,54,57,72
Across jurisdictions, it is common for the manufacturer to be responsible for setting up and carrying out the data collection methods.4,12,18,19,21,22,25,28,30,40,44,53,58,60,63,67 In Australia, France, Germany, Italy, the Netherlands, Scotland, and Sweden, the manufacturer is responsible for funding data collection through real-world studies. In Belgium, the UK, and the US, the funding source and organization of data collection vary by each funded drug and may be the responsibility of the manufacturer, the payer, or both partners.4,12,13,18,21,28,35-37,40,48,56 In Italy, manufacturers are responsible for providing financial support for AIFA registry data collection with help from the Italian Ministry of Health and National Health Service.12,18,20,21,43,45,46 In Belgium, the manufacturer provides funding for data analysis processes.12 Ontario (Canada) was the only jurisdiction identified where RWD collection through the Ontario Health Provincial Drug Reimbursement Programs, is consistently paid for by the payer (i.e., Ontario Ministry of Health).15
Financial Agreements
Following the announcement of a conditional funding agreement with a CED requirement, the manufacturer, market authorization holder, funder, and payers will typically collaborate to develop the funding agreement. Risk-sharing may be used in addition to the CED requirements, as identified in Australia, Belgium, France, Ireland, Italy, the UK, and the US.12,13,19-21,28,30,35,37,40-43,45,46 We identified common requirements as part of agreement schemes across jurisdictions. For example, Australia, Belgium, France, Italy, and the US require manufacturers to provide full or partial refunds for patients who do not achieve outcomes specified before funding, regardless of approval for long-term funding at the end of interim funding.4,13,23,28,39,45,49,58,59
During interim funding periods, CED agreements may have a set price per volume or maximum budgetary amount, both of which can be reviewed at the end of interim funding. After final HTA review, the long-term price or budget cap can be altered along with the eligibility criteria of the drug, depending on the generated evidence. We identified price alterations in Australia, France, Germany, Italy, and the UK.18,20,21,40,46,49,58,59,63 In Germany, the manufacturer can be penalized with a price reduction for not generating agreed-upon evidence by the end of the set interim funding period.19,21,48 In Italy, drug payments are provided at set intervals, with the final interval payment being withheld until the manufacturer provides the additionally generated evidence.4,21,45,48
Final Funding Status
At the end of the interim funding period, the generated RWE is usually reviewed by the HTA agency and funder to determine if the uncertainties identified in the initial HTA are addressed and whether the terms of the CED agreement are met.18,19,21 The manufacturer is typically the group required to submit evidence generated to address clinical and cost-effectiveness uncertainties identified by the HTA agency during the initial funding review.15,17,25,32,35,37,49,50,53,54,58,62 In Belgium, preliminary evidence reviews are conducted 6 months before the end of the interim funding period to determine whether the CED agreement should be terminated or prolonged for a maximum of 1 year.13,31 In the US, the CMS requires evidence generated during CED to be publicly available in peer-reviewed journals or in online registries of clinical studies as part of their final review for funding.67,71,74 Based on the outcome of the HTA reassessment, the drug may be recommended for long-term drug funding through standard reimbursement processes or an end to funding altogether, with the final funding decision determined by the national or regional ministry or department of health.4,12,15,17,18,20,21,23,25,31,37,41,45,48,49,53,54,59,71,75 Long-term funding for the drug may not be agreed upon if the terms of the CED agreement have not been met or if the generated evidence does not address clinical and/or cost-effectiveness uncertainties.
System Partners Involvement
Parties involved in CED agreements include the manufacturer, payer, funder, HTA advisory committees, clinicians, pharmacists, patients, patient organizations, health professionals, health economists, and consumer representatives. HTA advisory committees responsible for reviewing and summarizing clinical and cost-effectiveness evidence at initial assessments and reassessments may consist of clinicians, health professionals, pharmacists, and health economists.18,58 Advisory committees of clinicians with expertise on rare diseases are involved in evidence review during HTAs of highly specialized technologies in the Netherlands and the UK.18 In France, Germany, Sweden, and the UK, patients and patient organizations are involved during CED negotiation and final decision-making.12,17-19,21,23,31,32,34-37,41,42,51,54,56,57,60,76 Representatives — including clinicians, nurses, pharmacists, hospitals, universities, and disease registry organizations — may be involved in the CED agreement, depending on data collection processes.19,35,39,58
In the UK, CED agreement oversight committees include NICE employees, NHS England employees, clinicians, patient organization representatives, manufacturer company representatives, and NHS data custodian representatives.35,72 Oversight committees and task forces have the following responsibilities: to support determination of appropriate outcome measurements for evidence generation during initial CED negotiations; during interim funding periods, to regularly review submitted evidence to ensure the data collection is progressing on track; and to support issues related to analysis planning, access to treatment service issues, clinical assessment issues, and safety issues as signalled by patients and/or clinicians.31,35,72
Interim Funding Period Duration
The length of interim drug funding periods varies between CEDs. We noted that most CED interim funding periods range from 1 to 5 years (Table 4).4,12,17-20,22,23,32,34,35,44,45,54,66, Some jurisdictions set the same length of funding for all drugs or set drug-specific periods of funding based on the length of time needed to collect data and generate additional evidence. The length of interim funding to support sufficient data collection and evidence generation is estimated by the partners involved in arranging the CED agreement.12,15,20,21,40,46,49,71
CED Limitations
Common limitations were identified among jurisdictions with experience conducting CED. CED programs lacked clearly defined entry and exit criteria, exit plans, deliverables, and project timelines. Such issues were noted to have an impact on programs’ abilities to successfully make decisions about funding by the end of interim funding periods, leading to overspending.4,22,23,25,29,66,70,76,77 We identified limited transparency in the details of CED agreements and the accompanying financial terms. Specifically, there was limited information available related to evidence-generation plans, how evidence was used at the end of interim funding to support a final funding decision, how drugs were priced in the interim, and drug eligibility criteria.4,13,18,49
CED agreements that rely on RWD collection and RWE generation are faced with high resource demand to set up and maintain data collection platforms or access existing data. Where data are prospectively collected, health care providers must devote additional time and resources to RWD collection.4,13 The use of RWD captured from administrative health data sources or registries may result in limited length of follow-up of patients, resulting in immature data that do not address uncertainties in clinical benefit and cost-effectiveness. The use of existing data sources and registries can limit the cohort identification, comparator populations, and study end points.25,54 Additionally, RWE limitations of CED were identified as contributing to overspending and uncertainties persisting at the end of interim funding periods.4,13,18,21-23,49,51,58
Discussion
This paper identified and described CED agreements applied in 13 jurisdictions that leverage RWE to address uncertainties in evidence submitted as part of HTAs. We reported on the processes of drug selection for CED agreements, RWD collection and RWE generation, financial agreements tied to CED, determination of final funding status, health system partner engagement, and limitations of these CED agreements. The findings of our scan demonstrate variation in the structure of CED agreements and limited transparency on the eventual outcomes of whether and how RWE supports a final funding decision.
CED Agreement Variation
Variation between CED agreements may be driven by several factors, including types of drugs selected, RWD availability, financial agreements, health care delivery structure, and information sharing. Drug selection results in a particular treatment population, and this can impact CED terms. Drugs targeting rare diseases with low annual patient volumes may require extended length of interim funding to allow for appropriate data collection and evidence-generation timelines. Patient population sizes can also impact RWE generation plans, including the end points that can be assessed and whether comparative evidence assessments can be conducted.
RWD availability and accessibility may also be a source of variation between CED agreements. Depending on the required data, prospective data collection and/or administrative health data sources may be leveraged. Where the use of RWD is not possible due to availability and accessibility limitations, CED agreements may have to rely on phase IV clinical trial data, which are out of scope for this Environmental Scan.
Variation in the type of financial agreements applied during CED was identified. We noted the use of refunds, interval payments, price alterations and reductions, price per volume agreements, and budget caps applied with CED agreements. However, the availability of agreement details in the literature and sources included in our scan were limited, likely due to the confidential nature of financial agreements.
Additional variability was identified among different health care system structures, and this impacted both the CED terms and financial agreements. For example, decentralized health care systems may require support from all regions to engage in CED and collaborate on RWD collection and RWE generation, whereas centralized systems may have more direct access to and consistency across data elements within jurisdictions. With regard to funding RWD collection and RWE generation, the responsibility may shift between the payer and drug manufacturer, depending on a jurisdiction’s health care system. Single-payer systems and universal health care payers may have more straightforward access to administrative health data, which could increase their involvement in data collection plans, funding, and RWE generation as compared to systems with private health care coverage options. Single-payer systems and universal health care payers should also have access to claims data for their entire jurisdiction’s population, increasing the generalizability of evidence generated with the data.
Finally, restricted availability of and access to information on how CED agreements are established and structured may lead to further variation. CED agreements may be similar between jurisdictions, but details on patient eligibility, RWD sources, clinical-effectiveness and cost-effectiveness end points, financial agreements, and CED outcomes are limited. This limits what other countries can learn about CED and how to apply it in their own jurisdictions.
CED Agreement Transparency
This Environmental Scan also revealed the extent of missing information related to the outcomes of CED agreements using RWE (i.e., the eventual funding decisions). This limits the ability to evaluate the benefit of CED and determine whether future applications of CED are appropriate. Kang et al. and Morel et al. conducted reviews of the UK’s CDF final appraisal documents and reported limited use of RWE to support final funding decisions.48,54 RWE from SACT databases was reviewed as part of the final funding review for 15 CDF drugs, of which only 5 reviews used RWD for parametric purposes and 2 of the 5 reviews used RWD for primary end points.54 The CDF program provides annual activity reports detailing the number of MEAs under the program and reappraisals following interim funding by NICE. As of January 2025, NICE had conducted reappraisals of 39 drugs funded through the CDF program, of which 34 received recommendations for long-term funding, 2 were not approved for long-term funding, 2 did not proceed due to lack of evidence submitted by the drug manufacturers, and 1 had a withdrawn product licence.78 Reappraisal meeting documents for 1 of the 2 drugs not approved for long-term funding — pembrolizumab — are available online and describe the RWE included in the reassessment.79 However, the details that went into these final funding recommendations remain limited. RWE to support CED may remain infrequently used for final decision-making if limited transparency into CED agreements and their outcomes persists. Knowledge-sharing among jurisdictions may increase the likelihood of using RWE for CED, as it can save time when selecting drugs, establishing financial terms, developing analysis plans, and evaluating evidence.
An exception to the noted transparency around CED agreements was the CMS in the US. The CMS makes several CED guidance documents, reviews of CMS processes, and final funding decisions following CED available, intended for use by all system partners. Further, the CMS website lists therapies funded with CED and includes details of clinical trials and RWE studies planned and under way to support final funding decisions. Final decisions are posted online with descriptions of evidence used to inform the final funding decisions.67,71,74 The weight of RWE in contributing to a final funding decision remains unclear; however, the degree of transparency of the CMS’s CED processes and final reviews provides a fine example for other jurisdictions.
Overcoming Limitations
The high variation in and limited transparency of jurisdictional CED programs do not negate the potential benefits of CED and opportunities for using RWE to support accelerating access to drugs where there is a high unmet need and/or limited evidence. Still, criticisms of CED and strategies to address these criticisms must be discussed.
A drawback of CED from the payer perspective is its potential to encourage manufacturers to present preliminary evidence with uncertainties to HTA organizations, thereby securing interim funding, shifting the risk to payers and patients. A further criticism is that manufacturers may not feel committed to providing data for evidence generation that is required per the agreement if they are receiving funding upfront.13,17,18 CED, however, may enable HTA agencies and payers to have more oversight into the quality and robustness of data collection and evidence generation.30 For example, CED agreements can stipulate regular data review or evidence-sharing during interim funding periods, with interval payments paid to the manufacturer upon receipt of data or evidence.4 Outcome-based or performance-based agreements may help ensure continued evidence generation and promote risk-sharing if manufacturers are required to provide repayments or discounts for not achieving agreed-upon outcomes.21,25
Another limitation of CEDs is the lack of clear entry and exit criteria, as was the case with the UK’s original MEA process, which led to its reorganization and introduction as the CDF in 2016.54 Clearly defined entry criteria, deliverables, exit plans, reporting intervals, data sources, and project timelines should be set to ensure programs achieve their goals, maintain transparency, and avoid overspending.4,22,23,25,29,66,70,77 Research questions, objectives, and end points needed to address uncertainties must also be clearly identified to avoid resource wastage and meet evidence-generation goals.4,22,25,26,29,49,54
A limitation of CED specific to countries with decentralized health care systems — such as Canada, Italy, and Spain — is the potential for inequitable access to drugs funded with CED agreements between regions, provinces, and/or territories. Maintaining national organization of drugs funded with CED agreements supports patients and clinicians by ensuring patients in all jurisdictions have equitable access to the same therapies.34 National organization of funded drugs should include data collection plans that allow for data sharing and comparison across jurisdictions to increase the generalizability and potential validity of study outcomes. National disease registries have been implemented in Italy (AIFA registries) and Spain (Valtermed registries), despite their decentralized health care systems, to support MEAs. In Italy, AIFA registries have been established for a number of years to support OBAs and CED.12,18,21,43 Spain’s Valtermed registries were more recently established (in 2019) and, to our knowledge, have only supported OBAs.80,81 The existence of these registries not only allows for generated RWE to be more representative of patients across a country but for national funding decisions to be applied across all jurisdictions and to ensure equitable access to publicly funded drugs.
Early planning and partner engagement during the development of CED agreements can improve their success and mitigate the previously noted limitations. An appropriate mix of system partners — such as HTA representatives, clinicians, payers, patients, patient representatives, methodologists, and manufacturer representatives — should be included throughout the entire CED process. CED member roles should be clearly defined to ensure system partners achieve and are accountable for their responsibilities.13,30,66,76
CED is often viewed as costly due to the resource use and population-level data collection processes.4,13 The cost to set up and maintain data collection platforms and the time required to collect data, often by clinicians, may be barriers to implementing CED. Exploring the use of routinely collected data that can support CED may eliminate costly prospective data collection. While time- and resource-intensive, CED agreements to expand patient access to and confirm value of costly therapies is justified if the added resource demands can be minimized or well placed. System partners must collaborate to identify the specific circumstances in which CEDs may be cost-beneficial. For example, establishing drug-selection criteria and a clear mechanism to renegotiate or delist a drug can provide added assurances that the health system and patients may benefit. The cost may prove to be a worthwhile investment if generated evidence demonstrates clear clinical benefit; identifies safety concerns; leads to price renegotiations; or, in cases where clinical benefit is not identified, leads to delisting of drugs.
Opportunities for Canada
In the last several years, Canada has made advancements in accelerating access to cancer drugs through various initiatives. Health Canada joined Project Orbis in 2019, led the by FDA in the US, with the goal of accelerating access to promising new treatments through streamlining regulatory reviews.82 In 2025, the pCPA implemented the Early Negotiation Process (ENP) to support Canadian provinces and territories in expediting public listing of Project Orbis drugs after negotiation.83 Ontario also implemented the Funding Accelerated for Specific Treatments (FAST) pilot program to expedite the listing of Project Orbis drugs.84 Most relevant to CED was the establishment of the TLR pathway by CDA-AMC8 and pTAP by the pCPA.8,9
Faster regulatory pathways may result in submissions that lack mature outcomes data or long-term evidence of a drug’s benefit and financial impact. The development of novel access pathways given evidence limitations provides an opportunity in Canada to incorporate RWE into drug funding decisions. Ontario (Canada) has already demonstrated success using RWE to facilitate CED through the Ontario Health (Cancer Care Ontario) Evidence Building Program. The Evidence Building Program has used RWD and RWE to support final funding decisions for 2 drugs. Cheung et al. explored the feasibility of using RWD from administrative health data sources in Alberta (Canada) to support OBAs for oncology drugs.85 The findings demonstrated that it is feasible to leverage OBAs using Alberta (Canada) RWD with little additional data outside of what is available in administrative health data sources.85 There is an opportunity to learn from current and past experiences with the goal of implementing a CED program that uses RWD and RWE to facilitate expedited access to promising new therapies.
Limitations
This Environmental Scan had limitations. The approach was pragmatic and, as such, relevant literature may have been missed and thus not included in this scan. Details about jurisdictional CED agreements may have been missed or not presented if jurisdictions limited the availability or accessibility of information about their CED agreements, or if information was not provided in English.
Conclusion
This Environmental Scan sought to identify CED programs globally, specifically where RWE is generated to support decision-making. Programs were identified in Canadian and international jurisdictions, and we described the various components and discussed the limitations of these CED programs. Many countries use CED agreements to fund drugs where there are uncertainties in submitted evidence. Variation exists in the CED components and processes between jurisdictions, and limited transparency into CED details has an impact on what can be learned from jurisdictions that have already applied CED. Increased CED policy-planning within jurisdictions and sharing between jurisdictions can contribute to improved efficiencies and sustainability in health care systems.
Jurisdictional experiences with and lessons learned from their CED programs can be leveraged to explore the development of a robust Canadian CED model. Given the increasing pressure to accelerate funding, CED may provide an opportunity to enable earlier patient access to promising, expensive therapies while assessing value and benefit to support long-term funding decisions.
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Appendix 1: Tables
Please note that this appendix has not been copy-edited.
Table 1: Sources of Research Evidence
	Source of research evidence
	Source

	Electronic databases
	Embase

	Grey literature, organizations
	Google Search Engine
Australian Government website – Australia
Canada’s Drug and Health Technology Agency, now Canada’s Drug Agency – Canada
Canadian Provincial Government websites
Centers for Medicare & Medicaid Services – US
Gemeinsamer Bundesausschuss – Germany
Health Services Executive – Ireland
National Health Care Institute – Netherlands
National Institute for Health and Care Excellence – UK

	Additional sources
	Reference lists of included articles


Table 2: Web-Based Concepts and Search Terms, and Jurisdictions of Interest
	Concepts
	Search terms

	Coverage with evidence development
	Coverage with evidence
Coverage with evidence building
Coverage with evidence development
Access with evidence development
Managed access
Managed entry agreement
Evidence-based agreement
Outcomes-based agreement

	Jurisdiction of interest
	Australia
Canada
Germany
Ireland
Netherlands
UK
US


Note: Singular and plural forms of terms searched.
Table 3: Study Selection Criteria
	Item
	Response options

	Is the article written in the English language?
	Yes
No

	Is the program exclusive to human patients receiving drugs as part of CED programs?
	Yes
No

	Is the program for medical drugs that have been approved for use by national department of health and health policy?
	Yes
No

	Is the program currently active or was active and has been retired?
	Yes
No

	Are drugs funded under CED program publicly funded during evidence generation?
	Yes
No

	Does the program require evidence generation to address uncertainties in effectiveness, safety, and cost-effectiveness of funded drugs?
	Yes
No

	Does the evidence process generated require the use of RWE studies?
	Yes
No

	Is the RWE used for evidence generation to support policy and practice?
	Yes
No


CED = coverage with evidence development. RWE = real-world evidence.
Table 4: Jurisdictional CED Agreement Characteristics and Processes
	CED feature
	Jurisdiction

	Australia

	Program name
	MAP, originally referred to as Managed Entry Scheme

	Year of first drug funded with CED
	2004, MAP officially started in 201139

	Type of therapy funded with CED
	Oncology therapies, expensive therapies39,40

	Determination of CED agreement and terms
	MAP may be recommended by Australian HTA agency or Australian government of health or may be initiated by manufacturer after being denied funding with initial evidence submitted. The conditions set in the MAP funding agreement are discussed between the PBAC, Australian Government Department of Health and Aging Care, and manufacturers. PBAC may provide support to the manufacturer in terms of clearly defining areas of uncertainty within their submitted evidence, and specific requirements to address the uncertainties.39,44,58,65

	Length of interim funding
	Approximately 4 years44

	Drug funding source
	Public funding administered through PBS.26,28,39,40,44,62,63,65,75

	RWD sources and responsible party or parties
	The manufacturer is responsible for real-world data collection via CED specific registry. Administrative health service data sources may also be used. Nontrial data may only be used to support economic evaluations.21,28,30,40,44,58,63,65

	RWE sharing at end of interim funding
	Additional evidence will be shared with PBAC for their review at time points specified in the prefunding MAP deed of agreement. At the end of the MAP funding period the manufacturer will prepare a resubmission package with evidence generated during the funding period to address initial uncertainties.58,62

	Financial agreements applied with CED
	The manufacturer may be required to provide a refunds or rebates due to differences in an observed and predicted outcome.39,58

	End of CED period outcomes
	Change in PBS listing price is dependent on outcomes submitted at the end of the MAP funding period. PBAC reviews the additional evidence and makes a funding recommendation regarding the permanent funding of a drug through the PBS. The funding recommendation may include a change to the policy eligibility criteria or drug list price.21,44,63

	Belgium

	Program name
	Not available

	Year of first drug funded with CED
	201031

	Type of therapy funded with CED
	CAR T-cell therapies, orphan drugs, drugs for rare diseases, oncology therapies4,12,31

	Determination of CED agreement and terms
	The INAMI CTG/CGM may determine that the reimbursement requested by the manufacturer does not align with their requirements for agreeing to fund a drug and/or identify uncertainties in the submitted evidence and provide a recommendation to fund with conditions. The manufacturer or INAMI – CTG/CGM can suggest funding with CED and work together with the Minister of Social Affairs and the Minister of Budget to define the terms of the CED agreement. The manufacturer must submit proposed CED to the INAMI – CTG/CGM and Minister of Social Affairs and the Minister of Budget for their approval and acceptance of the CED agreement.12,13

	Length of interim funding
	1 to 3 years, exceptions can be made to length of interim funding by drug12,13,48

	Drug funding source
	Public funding through INAMI12,13

	RWD sources and responsible party or parties
	Manufacturer or INAMI is responsible for funding and the organization and maintenance registries to collect data on patients receiving drugs in CED program. If observational studies are conducted for RWE generation the funding and conduct of the studies is the responsibility of the manufacturer.4,12,13,48

	RWE sharing at end of interim funding
	The manufacturer is responsible for funding data analysis regardless of which system partner was responsible for funding and organized the data collection.12

	Financial agreements applied with CED
	During interim funding the financial agreement details the price and reimbursement terms for the drug. Risk-sharing models can include refunds on a prespecified amount of the manufacturer’s turnover for the drug, refunds on all or part of the difference between the estimated and observed drug expenditures, price reductions on other drugs from the manufacturer that are already receiving reimbursement, or refunds on the difference between the proposed price of the drug and its value corresponding to the value determined through cost-effectiveness evaluation as part of the CED agreement.13

	End of CED period outcomes
	The manufacturer prepares and submits the generated evidence to the INAMI – CTG/CGM at the end of the interim funding period. Six months before the end of the interim funding period the INAMI – CTG/CGM reviews the available evidence to determine whether the CED agreement can be met or if further evidence is required to meet the agreement terms, in which case interim funding may be extended up to 1 year. In cases where the evidence generated through additional data collection does not address uncertainties identified before a drug being funded through CED, reimbursement for a drug can be withdrawn. In cases where the additional evidence addresses initial uncertainties, the drug may be reimbursed through standard reimbursement processes with potential changes to the eligibility criteria for patients able to receive the drug. Final funding decision is made by the Minister of Social Affairs and the Minister of Budget.13,31

	Alberta (Canada)

	Program name
	Coverage with Evidence Development Agreement

	Year of first drug funded with CED
	Not available

	Type of therapy funded with CED
	Not available

	Determination of CED agreement and terms
	After reviewing a manufacturer’s submission for reimbursement, the Alberta Ministry of Health can invite the manufacturers to submit an RFPLA through a CED agreement. The request will be reviewed, and a recommendation made to the Ministry of Health by an expert committee tasked with evaluating drugs. The CED agreement includes a conceptual or clinical framework and propose study design must be developed including a plan for evidence dissemination at the end of the funding period.14

	Length of interim funding
	Not available

	Drug funding source
	Public funding through Alberta Health14

	RWD sources and responsible party or parties
	Prospective data collection as part of cohort study40

	RWE sharing at end of interim funding
	Not available

	Financial agreements applied with CED
	Not available

	End of CED period outcomes
	Not available

	Ontario (Canada)

	Program name
	EBP

	Year of first drug funded with CED
	201115,52

	Types of therapy funded with CED
	Oncology drugs15,52

	Determination of CED agreement and terms
	The oncology DAC is responsible for putting together a submission for a drug to be funded through the EBP with help from EBP representatives. The submission details the rationale for funding the drug through the EBP, adherence to the EBP criteria, and a proposal for data collection and analysis of end points. The submission is reviewed by the Ontario Provincial Drug Program, Ontario Health - Cancer Care Ontario, and an expert advisory committee. If the submission satisfies the inclusion criteria and demonstrates high priority, it will be provided to the Executive Officer for their review. Submissions will be accepted for the EBP or rejected and returned to the oncology DAC with details of the submission’s limitations.15,52

	Length of interim funding
	Not available

	Drug funding source
	Public funding through Ministry of Health Ontario Public Drug Programs - EBP15,16,52

	RWD sources and responsible party or parties
	RWD from administrative health data sources is used. Prospectively collected data of patients enrolled in the EBP is captured at enrolment and set intervals during the interim funding period by health care providers. Data collection is drug specific. The collection of real-world data is funded by the Ontario Ministry of Health as administered by the EBP.15,52

	RWE sharing at end of interim funding
	The EBP a submits a report to the Executive Officer of the Ontario Public Drug Programs to facilitate a final funding decision.15,52

	Financial agreements applied with CED
	Not available.

	End of CED period outcomes
	Drugs may receive continued funding through the New Drug Funding Program following interim funding through the EBP or be delisted.15,52

	France

	Program name
	Innovative Medicines Action Plan59

	Year of first drug funded with CED
	201518

	Types of therapy funded with CED
	CAR T-cell therapies, orphan drugs, drugs for rare diseases, cancer therapies12,17,19

	Determination of CED agreement and terms
	HAS Agency Transparency Committee reviews initial reimbursement requests and requests that the manufacturer provides additional evidence in the form of real-world comparative studies that rely on the collection of RWD. The data must be collected over a predefined long period of time to address uncertainties in a drug’s effectiveness, safety, and utilization. A protocol must be drafted with support from HAS. The HAS Agency Transparency Committee upon making this request will recommend the drug be funded through a CED agreement to meet the requirements of their request. The Ministry of Health is responsible for the final decision to interim funding with a CED agreement. Depending on the agreement, the manufacturer may be requested to agree to cover the cost of the funded drug in patients who do not demonstrate predefined outcome responses.17-20,86,87

	Length of interim funding
	Varies by drug, can be as long as 7 years12,18,20,49

	Drug funding source
	Public funding through the French National Health Insurance System28

	RWD sources and responsible party or parties
	Additional data are collected through established or newly created disease registries. Registry data collection is typically facilitated through disease registry organizers. Clinical trial data can also be used to generate additional evidence but should be complimented with real-world data. Real-world data are used in observational studies to address uncertainties. The manufacturer is responsible for funding additional data collection.12,17-20,59,86

	RWE sharing at end of interim funding
	The manufacturer is responsible for creating a submission to inform the HAS Agency Transparency Committee review of the additional data and reimbursement recommendation.17

	Financial agreements applied with CED
	Most agreements include a price-volumes agreement which are monitored by CEPS. Interval payment may be applied with patient outcomes achieved. Manufacturers supply drug up to a maximum budgetary amount and repay the national health insurer for additional revenue above the maximum.21,28,49,88

	End of CED period outcomes
	The price of the drug may remain the same if the generated evidence is able to demonstrate the claims effectiveness of the drug. Funds may be held in escrow until evidence generated during interim funding is provided for final review. In the case were the claimed benefits were not demonstrated, the price of the drug may be reduced and the manufacturer required to pay for the cost of the drug for patients that did not demonstrate predefined outcomes or pay back the difference between the cost of the drug during the interim funding period and the new lower price.28,49,59,87

	Germany

	Program name
	Not available

	Year of first drug funded with CED
	Not available

	Types of therapy funded with CED
	CAR T-cell therapies, drugs for rare diseases, cancer therapies18,19

	Determination of CED agreement and terms
	The IQWiG reviews the evidence submitted by the manufacturer at the time they are seeking reimbursement for a drug. The IQWiG summarizes and provides the evidence to the G-BA, joint public health agencies, which reviews the summarized evidence and may recommend CED due to uncertainty in the evidence of the drug’s benefit.19,21

	Length of interim funding
	Up to 7 years21

	Determination of CED agreement and terms
	Public funding through the German Health insurance (public GKV insurance or private PKV insurance). Drugs funded with CED agreements are reimbursed through health insurance organizations. Thus, only patients with health insurance organized by companies that participate in the CED agreement will be able to receive the drug. Participating PKVs must agree to the collection of data for evidence generation. The health insurers will reimburse the manufacturer for the cost of the drug during the CED interim funding period. In the agreement, the G-BA sets the time period for data collection which may vary between drugs. G-BA requires that only comparative evidence be submitted for review at the end of the interim funding period.18,19,21,60

	RWD sources and responsible party or parties
	The manufacturer is responsible for setting up a registry to collect data to address uncertainties as identified in the GBA’s review and recommendation. Data from new registries created per CED agreement or established disease registries is used for prospective observational studies. The manufacturer is responsible for funding and organization of data collection.18,19,60

	RWE sharing at end of interim funding
	The manufacturer is required to submit generated RWE at prespecified time points as outlined in the CED agreement.18,21,49

	Financial agreements applied with CED
	Drugs are freely priced for 1 year until national pricing agreements have been negotiated. The manufacturer and participating health insurers negotiate the price of the drug during the interim funding period, the price of the drug may be influenced by G-BA review of the initially submitted evidence. Financial agreements can include interval payments, rebates, price-volumes agreement, or payment caps.19,21,48,88

	End of CED period outcomes
	The manufacturer may be penalized, such as the price of the drug being reduced, if they are not able to generate evidence by the end of the interim funding period or the evidence does not demonstrate added value. Evidence may be submitted at prespecified intervals during the funding period for G-BA to review and potentially apply price changes.18,21

	Ireland

	Program name
	Managed Access Protocols through Medicines Management Programme41

	Year of first drug funded with CED
	Not available

	Types of therapy funded with CED
	Expensive drugs, orphan drugs, CAR T-cell therapies, cancer therapies.41,42

	Determination of CED agreement and terms
	The HSE makes a reimbursement recommendation to the HSE Executive Management Team with the help of the National Centre for Pharmacoeconomics. The HSE Executive Management Team makes a final reimbursement to apply a health technology management strategy of funding with conditions to address uncertainty in the manufacturer’s submitted evidence. HSE and the manufacturer establish CED agreement protocols and outcomes to support reimbursement.42

	Length of interim funding
	Not available

	Drug funding source
	Public funding through HSE, national publicly funded health care provider administered by the National Cancer Control Programme.12,41

	RWD sources and responsible party or parties
	Routinely collected administrative health data may be used for evidence generation. Prospective data collected by health care providers for patient enrolled to receive drug funded with CED agreement12,42

	RWE sharing at end of interim funding
	Not available

	Financial agreements applied with CED
	Not available

	End of CED period outcomes
	HSE uses generated evidence generated to confirm long-term funding.42

	Italy

	Program name
	Italian conditional reimbursement scheme

	Year of first drug funded with CED
	200517

	Types of therapy funded with CED
	CAR T-cell therapies, orphan drugs, drugs for rare diseases, cancer therapies12,17,19,43

	Determination of CED agreement and terms
	AIFA is responsible for reviewing the initial evidence submitted by the manufacturers and identifying and describing any uncertainties in a drug’s effectiveness and/or safety. Based on the review, AIFA may recommend a drug be funded with conditions, possibly including a performance and/or financial-based agreement. Payment-by-results financial agreements may be applied where reimbursements are only provided of patients whose disease responds to treatment and the manufacturer may be required to partially or fully refund the drug costs in patients whose disease does not respond to treatment. Additionally, the manufacturer may receive interval-based payments based on evidence submitted which demonstratives clinical improvement in patients.4,12,17,19-21,28,43,45,46,48

	Length of interim funding
	Varies by drug

	Drug funding source
	Public funding through Italian National Health Service, funds allocated to which are responsible for directly reimbursing hospitals which use the drug.17,18,20,21,28,43,45,48

	RWD sources and responsible party or parties
	Data are collected through the national AIFA registries that can be already established or can be created for a newly funded drug. The data collected through the AIFA registries is used for prospective observational studies. Data in the AIFA registries come from administrative clinical data collected by physicians at participating hospitals. The MFR may be responsible for providing funding to support the collection of data for their evidence generation through the AIFA registries. The Ministry of Health and National Health Service may also support the AIFA registries. The AIFA registries are data custodians for data collected and housed in AIFA registries.12,17,18-21,23,43,45,46,48

	RWE sharing at end of interim funding
	Not available

	Financial agreements applied with CED
	The manufacturer may be required to repay the payer at internals or at the end of interim funding.4,21,45,48

	End of CED period outcomes
	AIFA reviews the submitted additionally generated evidence and makes a long-term funding recommendation to the NHS. For cases of financial uncertainty, the manufacturer may need to demonstrate they have met a specified financial target by the end of the interim funding period. After the end of interim funding, AIFA may decide to fully fund the drug at the same price during the interim funding period, or the price of the drug may be altered for example to bring it down to a comparable cost to similar types of drugs.12,20,21,23,43,45

	Netherlands

	Program name
	Dutch Coverage with Evidence Development program

	Year of first drug funded with CED
	200631

	Type of therapy funded with CED
	Orphan drugs, drugs for rare diseases, expensive drugs, oncology therapies12,22,24,31,47,48

	Determination of CED agreement and terms
	An initial reimbursement submission package is provided to the ZIN and NZa, which comprise the Dutch Health care Insurance Board, appraisal committee which reviews the clinical, safety, and cost-effective evidence. ZIN provides recommendations for reimbursement to conditions to the Dutch Ministry of Health. The manufacturer must submit a proposal for how additional evidence would be generated during the interim CED funding period as part of meeting the criteria for a CED agreement. ZiN may provide methodological guidance to the manufacturer to support CED planning. During review of the drug for funding through a CED agreement, the Dutch Health care Insurance Board will provide input on the feasibility of completing and appraising the additional evidence within the 4-year funding period. The Dutch Ministry of Health is responsible for the final reimbursement decisions. Payment-by-performance may be applied as part of the agreement.12,22-25

	Length of interim funding
	4 years22

	Drug funding source
	Public funding from Dutch Ministry of Health. Reimbursement to hospitals for cost of drug is provided by Dutch Health care Insurance Board.22

	RWD sources and responsible party or parties
	Data can be collected through the use of national disease or treatment registries and through prospective cohort studies. The manufacturer is responsible for funding data collection during the 4-year CED period. The manufacturer is responsible for the organization of data collection which can include coordination of collection through pharmacies, academic hospitals, and universities4,12,23-25,47

	RWE sharing at end of interim funding
	At 6-month intervals, progress meetings are held to review collected data and ensure the study is progressing to meet the 4-year funding end date. At the end of the funding period the manufacturer submits a package to ZiN with the additional clinical and/or cost-effectiveness evidence required to address initial unceratinties.12,22-25

	Financial agreements applied with CED
	Adaptive pricing may be applied.25

	End of CED period outcomes
	At the end of the 4-year interim funding period, the Dutch Health care Insurance Board reviews the generated evidence and provides a recommendation to the Ministry of Health for its future funding. The Ministry of Health may accept a drug for funding without conditions and move it to the national statutory funding package. If funded, the funding indication may be updated per the Dutch Health care Insurance Board’s recommendation. Alternatively, if the drug does not provide evidence to address initial uncertainties funding can be withdrawn.12,22-25,51

	Scotland

	Program name
	Not available

	Year of first drug funded with CED
	Not available

	Type of therapy funded with CED
	CAR T-cell therapies, orphan drugs, and rare diseases.17,18

	Determination of CED agreement and terms
	The manufacturer submits their initial evidence to the SMC who is responsible for a HTA of the clinical, safety, and cost-effectiveness evidence. Drugs that meet the criteria for drugs for rare diseases or orphan drugs may be recommended for a CED agreement (sometimes referred to as the Patient Access Scheme) per the SMC’s recommendation.18

	Length of interim funding
	≥ 3 years17,18

	Drug funding source
	Public funding through the Scottish National Health System.17,18

	RWD sources and responsible party or parties
	The manufacturer is responsible for the cost of data collection through disease registries.18

	RWE sharing at end of interim funding
	Not available

	Financial agreements applied with CED
	Not available

	End of CED period outcomes
	The outcome of SMC’s re-review is to make a funding recommendation for the drug funded with a CED agreement. The outcome of the review can be to accept the drug for routine public funding, to accept the drug for routine public funding but with restricted use of the drug (detailed in the final reimbursement acceptance documents), or to not routinely fund the drug.17,18

	Sweden

	Program name
	Not available

	Year of first drug funded with CED
	Not available

	Type of therapy funded with CED
	Oncology drugs, orphan drugs, and drugs for rare diseases18,46

	Determination of CED agreement and terms
	The national TLV conducts a review of the initial evidence submitted and may suggest a CED agreement to address uncertainties in the clinical or cost-effectiveness of a drug. TLV typically makes a recommendation based on the cost-effectiveness of a drug. The manufacturer must agree to collect real-world data on the drug during the interim funding and submitted generated evidence for review by TLV at the end of the interim funding period. The TLV may work with regional councils and manufacturers to negotiate the terms of the CED, or the regional councils may work directly with the manufacturer to negotiate terms. If regional councils work directly with the manufacturer, their government funding from the national Department of Health will be reduced the following year in an effort for the Department of Health to maintain uniform national pricing policies. TLV may aid the manufacturer in developing the data collection protocol if assistance is requested. The Swedish central Department of Health and TLV negotiate with the manufacturer a price for the drug during the temporary funding period. Payment-by-results may be applied tying payment to the manufacturer submitting evidence of patients achieving prespecified outcomes.4,20,21,31,48,49,53

	Length of interim funding
	Not available

	Drug funding source
	National health insurance is provided by the Department of Health to all citizens. Regional and municipal governments are responsible for financing and delivering care.4

	RWD sources and responsible party or parties
	Data for evidence generation may come from claims data, disease/patient registries, or as part of prospective observational studies. The manufacturer is responsible for funding data collection and obtaining data access.4,31,49,53

	RWE sharing at end of interim funding
	The manufacturer provides a resubmission package for the TLV, including a new economic model.49,53

	Financial agreements applied with CED
	Pricing may be set for the interim funding period with possibility to renegotiate at the end of interim funding.20,31,46,49,53

	End of CED period outcomes
	The TLV may recommend stopping funding for a drug that does not demonstrate anticipated clinical or cost-effectiveness outcomes or recommend funding for a drug that demonstrates cost-effectiveness.20,31,49,53,87

	UK

	Program name
	CDF, IMF

	Year of first drug funded with CED
	Cancer Drug Fund began in 2010 with an update in 2016. Innovative Medicines Fund first introduced in 2022.23,37

	Type of therapy funded with CED
	Cancer Drug Fund: oncology drugs, CAR T-cell therapies, orphan drugs. Innovative Medicines Fund: noncancer drugs.23,37

	Determination of CED agreement and terms
	NICE is responsible for reviewing the initially submitted request for funding and making a recommendation for funding the drug with conditions if the identified uncertainties can be addressed through additional evidence generation. NICE must review the submission and provide their support for funding through the CDF/IMF. The Department of Health, through National Health Service (NHS) England, provides a final decision whether or not to fund the drug through the CDF/IMF. The manufacturer and payer agreements have 2 components, a DCA and CAA. The DCA details the end points that must be reported on with additional evidence to address identified uncertainties in clinical or cost-effectiveness areas. The CAA details the cost of the drug and any risk-sharing conditions. As part of the DCA and CCA, funding for the drug may be conditional on the ability of the generated evidence to demonstrate specific end points or provide a discount on the price of the drug if the end point is not met. The DCA may specify that additional data collection is accomplished through SACT datasets. The CAA will provide an outline for the evidence sharing during the interim funding period at regular intervals. The CDF/IMF oversight group will regularly meet to review submitted evidence to ensure the data collection is progressing on track, and to support in issues of analysis planning, access to treatment service issues, clinical assessment issues, and safety issues as signalled by patients and/or clinicians21,32,35-38,54,57,72,73

	Length of interim funding
	2 to 5 years18,32,34,35,54,68

	Drug funding source
	NHS England32,34,35,54

	RWD sources and responsible party or parties
	Data for additional evidence generation may come from SACT datasets, Bluteq dataset, Public Health England datasets, established disease registries, market share data, or chart review. NHS Digital is responsible for the data collection, compiling, quality review, and analyses using SACT datasets. SACT datasets are funded through NHS England. Additional funding and organization for data collection may be provided by the manufacturer, or the price of the drug as set by the manufacturer may take into consideration resources requirements for data collection if outside manufacturer funded clinical trials.4,12,17,19,35,37,38,54,57,68,69,72

	RWE sharing at end of interim funding
	At the end of the interim funding period the manufacturer is responsible for providing NICE with a submission package summarizing the additional evidence generated through data collection.35,36,54,72

	Financial agreements applied with CED
	The CAA details the cost of the drug and any risk-sharing conditions. The price of drug will be submitted by the manufacturer and should take into consideration the uncertainties of the drug and the NHS England resources that will be required for additional data collection. Discounts, interval payments, and rebates may be applied as part of the financial agreement.32,35,36,88

	End of CED period outcomes
	NICE reviews the additionally generated evidence and can recommend the drug to be funded through routine NHS England funding pathways or may recommend not to continue funding. NICE may recommend continued funding if the end points related to original uncertainties have been provided and the level of cost-effectiveness of the drug is acceptable. The cost of the drug may be adjusted based on the cost-effectiveness analysis outcomes. NHS England provides a final say on whether they will provide routine funding for a drug and at what price.4,17,20,35-37,54

	US

	Program name
	Coverage with evidence development

	Year of first drug funded with CED
	Initial guidance in 2005, revised guidance in 200627,50

	Type of therapy funded with CED
	Drugs covered through The CMS or private insurer.26,27,40,50,66

	Determination of CED agreement and terms
	CMS and the Agency for Health care Research and Quality conduct health technology assessments of cancer drugs to determine what drugs should be funded through CMS and could be included in private insurance plans. CMS makes the recommendation to fund a drug with conditions through a CED agreement. CMS provides 2 types of funding agreements for CED drugs: 1) Coverage under study protocol, where the initial submitted evidence does not provide adequate information to confidently accept the drug for full funding without the incorporation of additional data collection, and (2) Coverage with appropriateness determinations, where a drug meets the definition of “reasonable and necessary” but there are uncertainties in its safety and/or effectiveness among use at the population level or within a clinic setting, or if inclusion of the drug would significantly alter patient management. For CAD funding additional data collection is also needed to ensure the drug is appropriately administered in setting outlined in the National Coverage Determination (set by CMS). Funding is only available for patients who agree to data collection. An outcomes-guarantee agreement may be added to the CED agreement conditions whereby the manufacturer would be responsible for refunding all or a portion of the cost of the drug for patients that do not demonstrate benefit by a set period of time.26-30

	Length of interim funding
	Specific per drug, usually determined by amount of time to collect necessary data40,50

	Drug funding source
	CMS or private insurer.26,27

	RWD sources and responsible party or parties
	Additional evidence can be generated through the collection of data from prospective clinical studies or disease registries. Funding for data collection may be shared by the manufacturer and CMS. CMS may provide support to disease registries for which data are required to address uncertainties The registry data will be linked with Medicare claims data to support cost-effectiveness evidence generation. At the end of the funding period, CMS is the data owner and custodian.4,26,28,40,69-71,77

	RWE sharing at end of interim funding
	Even if the study does not produce evidence for its primary outcome, the data collection must be completed and available data be submitted for HTA review by CMS.50

	Financial agreements applied with CED
	Discounts and rebates may be applied.4,21

	End of CED period outcomes
	As part of CMS considering ending the interim funding, generated evidence should be published in a peer-reviewed journal or available in online registries of clinical studies. CMS will consider the following factors when determining whether to end data collection:
	The collected data are sufficient to address uncertainties in the original funding decision

	Robust, strong evidence of added health benefits are published in a peer-reviewed journal

	There is a lack of evidence supporting added health benefit in the long-term

	There is unacceptable safety signals beyond those already identified and published in peer-reviewed journals.


Continued funding may be provided for the drug or denied at the end of the data collection period after CMS conducts a review of the generated evidence.71


AIFA = Agenzia Italiana del Farmaco; CAA = commercial access agreement; CAR = chimeric antigen receptor; CED = coverage with evidence development; CEPS = Comité Economique Des Produits De Santé; CDF = Cancer Drug Fund; CTG/CGM = Commission for Reimbursement of Medicines; CMS = Centers for Medicare & Medicaid Services; DAC = Drug Advisory Committee; DCA = data collection agreement; EBP = evidence building program; G-BA = Gemeinsamer Bundesausschuss; GKV = Gesetzliche Krankenversicherung; HAS = Haute Autorité de santé; HSE = Health Service Executive; HTA = health technology assessment; IMF = Innovative Medicines Fund; INAMI = National Institute for Health and Disability Insurance; IQWiG = Institute for Quality and Efficiency in Health Care; MAP = managed access program; NHS = National Health Service; NICE = National Institute for Health and Care Excellence; NZa = Nederlandse Zorgautoriteit; PBAC = Pharmaceutical Benefits Advisory Committee; PBS = Pharmaceutical Benefits Scheme; PKV = Private Krankenversicherung; RFPLA = Request for Product Listing Agreement; RWD = real-world data; RWE = real-world evidence; SACT = systemic anti-cancer therapy; SMC = Scottish Medicines Consortium; TLV = Tandvårds-och Läkemedelsförmånsverket; ZIN = Zorginstituut Nederland.
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	((coverage adj3 evidence adj3 (development or building)).ti,ab,kw.

	((coverage or access) adj3 evidence adj3 (development or building)).ti,ab,kw.

	(managed adj1 access).ti,ab,kw.

	(managed adj3 entry adj3 (access or agreement)).ti,ab,kw.

	((evidence or outcome*) adj3 based adj3 agreement)).ti,ab,kw.
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	Limit 6 to (English language and yr=”2007-Current”)
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Table 5: Sample Data Extraction Form
	Category
	Subcategory
	Data item

	General study information
	Author/Organization

	Publication year/Year of last update

	Title

	Publication type

	Source

	Program characteristics
	Program characteristics
	Jurisdiction

	Program name

	Program types

	Program objectives

	Number of years active

	Key program components

	Participant/Health technology characteristics
	Patient population, if applicable

	Type of health technology, if applicable

	Results
	Program structure
	Criteria for inclusion of drug in program

	Source of funding for drugs

	Funding decision-making process

	Length of funding period

	Program system partner roles

	System partner engagement process

	Program operations
	Manufacturer agreement structure pre‑evidence generation

	Type of RWD

	Source of RWD

	Collection of RWD

	Party responsible for conducting RWE analyses

	Party responsible for funding data collection

	Evidence sharing process

	Manufacturer agreement structure after evidence generation

	Program objective achievement

	Limitations of program and lessons learned

	Any other relevant information relating to the program structure and operations


HTA = health technology assessment; RWD = real-world data; RWE = real-world evidence.
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Table 6: Sources Included in Environmental Scan, Identified Through Web-Based Searches and Embase Database
	In-text citation
	Title
	First author
	Publication year
	Article type or online source
	Jurisdictions where CED discussed

	4
	Performance-based managed entry agreements for new medicines in OECD countries and EU member states: How they work and possible improvements going forward
	Wenzl M.
	2019
	Online report
	Belgium, Italy, Sweden, the Netherlands, France, Australia, UK, US

	12
	Implementing Outcomes-Based Managed Entry Agreements for Rare Disease Treatments: Nusinersen and Tisagenlecleucel
	Facey K.
	2021
	Review
	Belgium, UK, Scotland, the Netherlands, Ireland, Italy, Australia, France

	13
	How to Improve the Belgian Process for Managed Entry Agreements? An Analysis of the Belgian and International Experience
	Gerkens S.
	2017
	Online report
	Belgium

	22
	Innovations that reach the patient: Early health technology assessment and improving the chances of coverage and implementation.
	Van Harten W.
	2016
	Discussion
	The Netherlands

	23
	Pricing and Reimbursement Experiences and Insights in the European Union and the United States: Lessons Learned to Approach Adaptive Payer Pathways
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An Environmental Scan of Funding Programs
Leveraging Real-World Evidence to Support

Funding Decisions

Caroline Murioz, Jessica Arias, Alayna Brown, Mitali Garg, Scott Gavura

Abstract

Background: New cancer drugs with increasing costs and uncertainties in clinical trial evidence are being approved
and funded faster. Coverage with evidence development (CED), using real-world evidence (RWE), has the potential
to help manage drug costs and address uncertainties in evidence. A national CED program in Canada may facilitate
patient access to new drugs while assessing clinical performance and value for money to support final funding
decisions. Descriptions of Canadian and international CED policies using RWE to support final funding decisions
are limited.

Objectives: This Environmental Scan aimed to identify the use of CED for drug funding in Canadian and
international jurisdictions, describe the components of various CED programs in which RWE is generated to support
decision-making, and report on the limitations of CED.

Methods: To complete the Environmental Scan, we identified CED programs where RWE was used to support
decision-making. We searched Embase and various health-related websites, from 2007 to 2024. Search terms
related to CED, funding, decision-making, and RWE were applied. Data were extracted on article information,
jurisdiction, CED policies, RWD collection, and RWE generation. We reported on which jurisdictions have applied
CED, the processes for drug funding and RWE generation during the CED period, and the limitations of CED
experiences.

Results: We identified the use of CED agreements in 13 jurisdictions. Variation in the CED components and
processes were observed between jurisdictions with limited transparency in the details of CED agreements.
Performance-based or outcome-based agreements and/or financial agreements are used as part of CED
agreements to support risk-sharing between payers and manufacturers. Limitations of CED include a lack of defined
outcomes to support final funding decision-making, entry and exit criteria, project timelines, and feasibility of data
collection and evidence generation to address uncertainties.

Conclusion: This Environmental Scan highlights the variation in how CEDs are applied between jurisdictions as
well as the limitations of using RWE to inform drug funding decisions. CED supports risk-sharing and evidence
development, but challenges related to implementation, transparency, and decision-making criteria have been
documented. Lessons learned from international experiences can be leveraged to explore the development of a
robust Canadian CED model.






