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Background

Orphan drugs (ODs) face challenges demonstrating clinical value due to limitations in clinical trial design. In Europe, some health technology assessment (HTA)
agencies have developed OD-specific frameworks/considerations. Joint Clinical Assessment (JCA) seeks to ensure consistent evaluation of the clinical evidence
and reduce duplication of work, ultimately leading to faster and more equitable access to innovative health technologies. Currently, no OD-specific framework has
been publicly disclosed for the implementation of JCA on ODs from 2028 onwards. This may cause some complications to address the unique challenges
assoclated with rare diseases. This research aims to identify OD frameworks used at national level and explore challenges related to the JCA implementation In
ODs using the current JCA framework.

Methods

National HTA websites and ISPOR website were screened, as well as supplementary desk research, between 2018 and 2024 to identify OD frameworks currently
being used by national HTA agencies Iin Europe. The search included the following search terms: "HTA framework or consideration”, “orphan drugs”, “HTA
assessment of orphan drugs” in combination with country names. The EUnetHTA and European Commission Websites were explored to identify any OD-specific
considerations in the existing publicly available JCA framework.

Results

We identified two European countries with formal framework for ODs The current JCA framework for drug assessments does not include specific
assessment (Germany and Scotland), and three countries applying special considerations for OD assessment [11,12]. Any additional criteria in accordance

considerations (England, France, Sweden) (Table 1). with the national HTA framework that may relate to ODs (e.q., disease rarity,
N | | | | severity, unmet medical need) should be considered at national level at the
Table 1. Summary of ODs specific considerations in EU countries appraisal stage [13]. How JCA outcomes will be integrated into national OD

assessments remains unclear. We summarized potential implications related to
the lack of the clear OD framework at JCA level, Iin both, clinical-benefit and
cost-effectiveness driven countries (Figure 1).

Country & OD-specific Key decision

Key rules or considerations for ODs .
driver

HTA body framework

« Additional benefit proven if total annual sales

Germany does not exceed €30 million . L.
G-BA/ Yes . Lower statistical significance levels may be Clinical value Figure 1. Implications of JCA current framework
IQWIG [1-3] accepted (e.g., 10% for p-value) __ : __ :
. Surrogate endpoints accepted Clinical benefit as key decision driver
« Single-arm trials often accepted Implications

* For ultra-ODs, following an initial assessment if a
criterium for ultra-OD is met (1 in 50,000), the
drug will be available 3 years on the NHS while
additional evidence to be collected

* Risk of reassessment at national level due to different criteria for the clinical assessment for
ODs (e.g., lack of acceptance of single-arm trials, acceptance of surrogate endpoints)
 Reimbursement delays possible as national agencies may request additional data beyond

Scotland/ _ _ _ Cost- JCA requirements for ODs (e.g., RWD, natural history data)
SMC [4.5] Yes * Following _that perl_od, S_MC will re-assess the effectiveness * Negative JCA outcome due to lack of OD assessment framework may drive negative
drug and final advice will be published perception and impact negative decisions especially in countries without OD considerations
* For ODs and ultra-ODs, process may involve
PACE, allowing patients/clinicians to influence Recommendations
decision making, considering factors like impact « Conduct early dialogue between manufacturers and both JCA and HTA agencies with
on patient QoL and effects on family or carers specific OD considerations, as well as engagement with SMEs with relevant experience on
OD assessments, can support the planning of relevant evidence generation and to
« Single-arm trials often accepted understand potential discrepancies in requirements
* Under the HST process*, there is greater « Develop strategic plan for potential national reassessments and additional data requests
England consideration on disease nature, impact on Cost-
NICE No patients and caregivers, and available treatment effectiveness
[6,7] options; a higher cost per QALY is also accepted Cost-effectiveness as key decision driver
* Acceptance of higher degree of uncertainty under
both, STA and HST processes Implications
_ _ . * Uncertainty related to the effect of JCA outcomes on the decision making in countries
France « Severity of dls_ea.f.e and unmet therapeutic need applying OD-specific cost-effectiveness criteria
LAS NG are general criteria favorable to ODs Clinical value - Delay in time to market due to additional time needed to incorporate the JCA outcomes into
8.9] e Surrogate enc_jpomts may be accepted if no other C-E models (e.g., JCA-identified subgroups)
treatment options available . Additional data may be required to bridge gaps between JCA clinical evaluations and
_ _ national economic evaluations
Sweden « Single-arm trials pften accepted cecommendations
TLV NG . Surroggte e_ndpomts may be accepte_d Cost- _ | | | | |
» Accepting higher cost per QALY, or higher level of effectiveness « Conduct strategic planning for economic modelling early in the product lifecycle and early
[8,10] uncertainty in economic evaluation C-E model development, aligned with JCA timelines, to facilitate JCA outcome integration

and identify key drivers and potential weaknesses for the pricing of ODs
ldentify potential data gaps between JCA and country-specific requirements for C-E models,

* It has restrictive eligibility criteria and a lot of ODs are assessed under STA: Single technology appraisal processes; Abbreviations: G-BA: Gemeinsamer and plan pOSt-IaunCh data CO”eCtIOn Strategy to Support these

Bundesausschuss (The Federal Joint Committee); HAS: Haute Autorité de Santé (French HTA agency); HTA: Health Technology Assessment; IQWIG: Institute for Quality Design Innovative pricing models (e.g., outcome-based ag reements)
and Efficiency in Health Care; NICE: National Institute for Health and Care Excellence; PACE: Patient and Clinician Engagement; OD: Orphan drug; QALY: Quality-
adjusted life year; QoL: Quality of life; SMC: Scottish Medicines Consortium; TLV: Tandvards- och lakemedelsformansverket (The Swedish Dental and Pharmaceutical
Benefits Agency)

Abbreviations: C-E: Cost-effectiveness; HTA: Health technology assessment; JCA: Joint clinicalassessment; OD: Orphan drug; RWD: Real-world data;
SME: Subject matter experts; HTA: Highly specialized technology
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