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O1. Introduction

Timely access to rare and ultra-rare medicines remains a persistent challenge, largely due to the
complexity of health technology assessment (HTA) and reimbursement processes. Although both
England and Ireland have established structured evaluation frameworks, significant barriers continue to
impede the rapid reimbursement of treatments for rare and ultra-rare diseases.

This study presents a comparative analysis of HTAs conducted by the National Institute for Health and
Care Excellence (NICE) in England and the National Centre for Pharmacoeconomics (NCPE) in Ireland
for ultra-rare drugs (2013-present) and rare drugs between 2022 and 2025.

The key objectives of this research are:

« To identify and compare ultra-rare medicinal products evaluated by NICE and the NCPE between
2013 and 2025, encompassing the full operational timeframe of the Highly Specialised Technology
(HST) pathway.

« To compare rare medicinal products appraised by NICE and the NCPE during 2022-2025, examining
differences in evaluation outcomes, reimbursement timelines, and appraisal processes between the
two HTA agencies.

03. Irish Reimbursement Process

The key elements of the Irish reimbursement process, including the NCPE assessment and post-NCPE
phase, are outlined in Figure 1.

Figure 1: Overview of Irish reimbursement process
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04. NICE Reimbursement Process

The NICE have multiple reimbursement pathways for products:

« Single Technology Appraisal (STA) - Standard process for most applications.

* Highly Specialised Technologies (HST) (Ultra-Orphan) Pathway - Introduced to support access to
medicines for patients with ultra-rare diseases.

The STA process is NICE's standard approach for evaluating most new medicines and indications. It is
typically used for drugs intended to treat more common conditions and for which sufficient clinical and
economic evidence is available at the time of marketing authorisation.

The HST process is considerably longer than the STA process, with an average appraisal duration of
approximately 78 weeks (around 18 months).

Figure 2: NICE assessment process (for STAs)
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02. Methods

A retrospective, descriptive analysis of secondary data was conducted to compare reimbursement
processes and timelines for rare and ultra-rare disease therapies in England and Ireland (2013-
2025).For ultra-rare therapies, all NICE - HST appraisals were identified and cross-referenced with
corresponding NCPE assessments, as Ireland lacks a dedicated ultra-rare pathway.

For rare therapies, NICE guidance issued between 2022 and 2025 was cross-referenced with available
NCPE submissions. The rare or ultra-rare status of each therapy was confirmed using the Medicines
and Healthcare products Regulatory Agency (MHRA), European Medicines Agency (EMA), and
Orphanet databases. Key data like appraisal timelines, outcomes, and reimbursement decisions, were
manually extracted from the NICE, NCPE, MHRA, EMA, and Orphanet websites. All extracted
information was systematically compiled and analyzed using Microsoft Excel (Office 365).
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05. Results

Ultra-Orphan Drugs Assessments

As shown in Table 1, the NICE-HST programme demonstrated a substantially higher rate of positive
recommendations for ultra-rare disease therapies, with 93.3% (28/30) of submissions approved.

In contrast, the NCPE recommended 43.3% (13/30) of assessed ultra-rare therapies.

Moreover, 6 NCPE appraisals remain ongoing, and 11 therapies had not yet entered the Irish
reimbursement process.

Orphan Drugs Assessments

For orphan drugs, Table 1 shows that NICE’'s STA pathway approved 73.9% (51/69) of submissions,
whereas only 38.2% (26/68) of NCPE orphan appraisals resulted in a positive reimbursement
recommendation.

Additionally, 42 NCPE assessments are still ongoing, indicating longer decision timelines consistent
with findings from Table 1.

Overall, these results highlight significant disparities in appraisal outcomes and timelines, suggesting
that patients in Ireland may face delayed access to orphan and ultra-rare disease treatments compared
with those in England.

Table 1: Overview of NICE and NCPE Assessments

Recommended, Not Recommended, Ongoing, Terminated, Did Not Apply,

Total (n) n (%) n (%) n (%) n (%) n (%)

NICE - HST 28 (93.3) —(-) - (-)

NCPE - ultra rare 13 (43.3) —(-) —(-) 11 (36.7)

NICE - STA 51 (74) 7 (10.1) 11 (15.9) —(-)

NCPE - rare 26 (38.2) —(-) - (-) — (-)

Comparison of NICE and NCPE/HSE Timelines

Table 2 presents a breakdown of the assessments conducted by both the NICE and NCPE drugs. The
median appraisal time for ultra-rare drugs was 419 days under NICE-HST and 1,035 days under
NCPE. Although the NICE-HST group included an outlier (maximum 2,226 days), the mean duration
remained shorter (550 vs. 1,011 days).

For rare drugs, the median appraisal time was 446 days for NICE-STA and 717 days for NCPE, with
corresponding means of 494 and 647 days. Overall, both mean and median values indicate shorter
appraisal timelines under NICE compared to NCPE for both rare and ultra-rare drugs.

Table 2: Summary statistics (in calendar days) each group (For all reimbursed drugs)

Median (days) Mean (days) Min (days)  Max (days) Q1

NICE-HST

NCPE - ultra rare

NICE - STA

NCPE - rare

06. Conclusions

This study highlights notable differences in appraisal timelines for rare and ultra-rare drugs between
NICE and NCPE. Overall, NICE appraisals demonstrated shorter median and mean durations
compared to NCPE, indicating more efficient decision-making processes. The NCPE timelines,
particularly for ultra-rare drugs, were substantially longer, reflecting the complexity and resource
demands of evaluating treatments for very rare conditions.

These findings underscore the need for greater efficiency and transparency within appraisal systems to
ensure timely and equitable patient access. Strengthening collaboration between agencies and
adopting adaptive approaches such as managed access agreements, may help address current delays
while maintaining the robustness of economic evaluations.

In summary, addressing the identified challenges through system-level reforms is critical to ensuring
timely and equitable access to rare and ultra-rare drugs, ultimately improving outcomes for patients
with rare diseases in Ireland and beyond.
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