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INTRODUCTION

* 95% of rare diseases have no FDA-approved therapy, and there are even fewer EMA-approved rare disease therapies

* Further, orphan medicines that receive EMA-approval often fail the reimbursement/health technology assessment (HTA) hurdle
« Reasons are complex and include difficulties in meeting payer evidence standards in the face of challenging data collection’

* Multiple groups have undertaken initiatives to examine and potentially address the underlying challenges to secure approval and
HTA/payer requirements. This research critically evaluates these groups and their activities

METHODS

» Atargeted literature review was conducted in May 2025 using a structured search strategy to identify academic, industry, and patient
organizations with publications, reports, and advocacy materials related to access challenges in rare diseases

* The approach combined both top-down and bottom-up searches via PubMed and Google to ensure comprehensive coverage and
identification of rare disease access-focused groups

* The aims and activities of each group were extracted into a spreadsheet in the context of 4 pre-specified pillars, derived from
ISPOR'’s Top 10 HEOR trends 2024-2025 and the ISPOR 2030 Strategic Plan: 1) Payer evidence standards, 2) Acceptability of real-
world evidence (RWE), 3) Patient centredness/voice in HTA, 4) Affordability of new healthcare innovations

* Each group was rated on recency of deliverables, quality / relevance to impact across the relevant pillar for rare diseases, and
likelihood of future activities planned

RESULTS

* The total number of identified groups was 21, with objectives distributed across the four pillars as follows: 5, 6, 11, and 8 groups
* The number of groups reporting recent (2024/2025) results/activities by pillar was only: 1/5, 2/6, 3/11, & 1/8, respectively (Figure 1)

* Majority (17/21) of these groups’ activities focus on awareness-building initiatives such as webinars, white papers, and reports on
challenges within pillars, rather than undertakings to specifically address/action identified challenges

* While some organizations have developed specific tools including frameworks/models to assess value of new therapies, educational
decision-making support resources, and RWE/data-collection tools, these all tended to be country and/or disease-specific, limiting
widespread usability (Figure 2)

» Current efforts are valuable but fragmented with regard to actionable solutions, leaving significant opportunity for novel and scalable
approaches to address key challenges

Figure 1: Identified group policy activities and gaps by pillar Figure 2: Resources developed to support HTA
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CONCLUSIONS

* Current gaps center on RWE acceptability and affordability, with patient voice in HTA still evolving despite ongoing initiatives

« Additionally, rare disease representation remains limited across all pillars, highlighting the need for targeted efforts to empower the
global rare disease community to navigate complex HTA processes and improve access to innovative therapies

* These gaps could potentially be addressed by a rare disease consortium focused on prioritizing challenges and developing innovative
solutions and policy recommendations to improve RWE acceptability, demonstrate value, and enhance access to therapies
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