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Refinement of highly specialised technologies (HST) routing criteria
Purpose of paper
For approval 
Board action required
The Board is asked to:
· Approve the publication of the refined HST criteria for routing decisions from 1 April 2025.
· Approve the publication of NICE’s thematic responses to stakeholder comments on consultation of the refined HST criteria during December 2024 to January 2025.
Brief summary
NICE consulted on proposed refinement to the current HST criteria between 19 December 2024 and 30 January 2025. The aim of this consultation was to seek stakeholder feedback on the proposed refinements to the criteria, to enhance the predictability and transparency of the application of the HST routing criteria, while maintaining the intent of the HST vision. The aim of this refinement work is not to introduce more restrictions. A retrospective HST routing decision analysis was undertaken, using the latest refined routing criteria post consultation, to consider the impact of applying the refined criteria to technologies assessed for HST. The retrospective analysis showed the same number of technologies will be routed to the HST programme under the proposals.
Board sponsor
Professor Jonathan Benger, Chief Medical Officer, Deputy Chief Executive and interim Director for the Centre for Guidelines

Introduction
1. This paper provides an overview of the recent consultation on the refined HST criteria.  The paper details general and key themes for each criterion received at consultation, highlights key changes made and also areas identified for procedural or methodological enhancement to support effective HST routing decision making.
2. The full thematic response is detailed in Appendix A, and the refined Criteria in Appendix B which will be published on the NICE website.
Background
3. The current HST routing criteria were published in 2022 and marked a significant improvement on the previous criteria.  However, criticisms have remained regarding consistency and transparency of decision making which may result in delays to the timely appraisal of technologies. 
4. The consultation on the proposed refinement to the routing criteria ran for a six-week period, during December 2024 and January 2025. We received 815 comments from 37 stakeholders that included industry, individual companies, trade associations and key system partners for example, NHSE, DHSC, and the Rare Diseases Advisory Group (RDAG).
5. The thematic responses to the consultation comments and the refined HST routing criteria have been developed by a taskforce of staff from the Clinical Directorate and the Medicines Evaluations team. The proposals have been discussed at a cross-NICE round table following the consultation. 
Consultation themes
General themes
6. Respondents expressed support for the aim of the consultation and for the routing criteria to reinforce the vision.  Additionally, improved transparency in the decision-making process was welcomed.  
7. Stakeholders raised concerns that the proposals disincentivised innovation in the ultra-rare disease space and highlighted the gap between the STA and HST programmes.  A desire to maintain flexibility in the application of the criteria was also suggested as a consultation theme. There was criticism regarding the extent of patient and practitioner involvement in decision making.
Criterion 1: the disease is ultra rare and debilitating
8. Consultation respondents perceived that NICE had executed an intentional shift in the proposals by changing the language from very rare to ultra-rare disease.  This was interpreted as a tightening of the criteria. The language has changed to bring it in line with the global terminology, but the terminology change has no objective impact on the routing criteria.
9. Stakeholders acknowledged the challenges in defining prevalence for ultra-rare diseases, however expressed concerns about operationalising the specific inclusion of point prevalence in the proposals.  Stakeholders called for flexibility in applying the 1:50,000 threshold for point prevalence. We acknowledge that it will be challenging in some instances to estimate point prevalence with certainty, however we believe that clarity on how to define rarity supports consistency and predictability in HST routing decision making.
10. Respondents expressed a preference for criterion 1 to focus on the treatable population rather than whole disease population or unmet need. Treatable population is the focus of criterion 3 and unmet need is covered in criterion 4.  The implication of applying the threshold to treatable as opposed to total population would potentially allow for non-ultra rare conditions to enter the programme which is not in line with the HST vision.  
11. [bookmark: _Int_dARBZyLT]The deliberate exclusion of ultra-rare diseases that are relapsing-remitting was criticised in consultation feedback. Respondents stated that such conditions can still require lifelong clinical management and have an exceptional negative impact on patients’ lives. Additionally, it was highlighted that even in remission people can still be impacted by subclinical or progressive elements of their condition.  We have therefore removed the restriction on relapsing-remitting conditions.
12. Stakeholders challenged the lack of information as to how ‘exceptional negative impact’ would be assessed. Additionally, the impact of ultra-rare diseases on families and carers was raised by respondents and expressed as an omission in criterion 1. We believe that exceptional negative impact will always entail an element of subjectivity, and as such it is very difficult to give specific details as to how this should be assessed.  We recognise the impact on carers and families of people living with ultra-rare diseases with exceptional negative impact and have acknowledged this in the proposed revised definition accompanying the criterion. 
13. Stakeholders are concerned that current definitions exclude subgroups of patients, including genetic subtypes when defining ultra-rare diseases. Stakeholders disagree with excluding these subgroups without further clarifying the definition of ‘clinically meaningful’. Clinically meaningful is highly variable by condition, and as such it is very difficult to provide a general definition. The Prioritisation Board will likely need to apply some subjectivity to this. 
Criterion 2: The technology is an innovation for the ultra-rare disease
14. Respondents perceived the proposed criterion as very restrictive and called for its removal. The proposed restrictions in relation to repurposing (license extensions) were felt to go against the grain of innovation.  
15. Additionally, the restriction in relation to the requirement for no ongoing clinical trials for other indications was highly criticised and viewed as out of touch with the science of product development.
16. The aims of the HST programme are to encourage innovation for ultra-rare diseases where there are challenges in generating an evidence base to bring products to market.  We maintain that repurposing (license extensions) is not aligned with the vision that underpins the HST programme in terms of innovation that warrants an exceptional departure from the usual cost effectiveness thresholds used in NICE evaluations.  However, we do agree with the criticism of a restriction in relation to ongoing clinical trials for other indications in different populations and have removed this from the definitions in criterion 2.
Criterion 3 The technology should be limited to the population in its licensed indication 
17. Consultation comments questioned the reasoning around the proposal to exclude individualised medicines from the HST programme and asked how such technologies will be assessed. We maintain that the HST process is not the place for such technologies to be evaluated.  We are working with system partners to consider how best to address the challenges associated with (n of 1) medicines and hope to be able to say more about this in due course. 
18. Respondents requested flexibility in the application of a numeric threshold (n=300) especially given the proposed removal of the current upper threshold of no more than 500 for multiple indications. However, we maintain that the HST programme is intended to support cases where evidence generation is challenging due to the rarity of the disease. We believe that the threshold of 300 patients remains appropriate, and that altering this threshold would likely change the number of technologies routed to HST, which is not the intention of this refinement work. 
19. Furthermore, respondents were concerned about the definitional element that the technology needs to be the first treatment for the ‘licensed indication’ i.e. for that disease.  Concerns were raised about creating a “first past the post” for consideration under the HST programme. We maintain that this definition is not unfair due to the balance NICE has to strike between the desirability of supporting access to treatments for ultra-rare diseases and the resulting inevitable reduction in overall health gain across the NHS. Subsequent technologies could still be evaluated under the single technology appraisal programme.
20. Consultation comments recognised the challenges of financial viability for the NHS that NICE is required to work within and saw this reflected through Criterion 3. Stakeholders expressed a sense of frustration that there are potentially other tools that can be used to deal with these financial challenges.  We recognise the sentiment that is being expressed, however, commercial frameworks are not within the scope of the HST programme.
Criterion 4: There are no effective treatment options
21. Responses to the proposals criticised the change in this criterion from an “and or” to an “and” statement. This was seen as a restriction on the routing of HST topics.  However, any perceived tightening did not materialise in the retrospective routing decision analysis and as such meets the aim of the refinement work. We believe that, given the level of subjectivity inherent in the assessment of inadequacy in existing clinical management of ultra-rare diseases, the refined criterion will be more predictable and transparent.
22.  Concerns were raised about the availability of patient reported outcome measures (PROMs) data being available to support application of the criterion as proposed in the consultation. We acknowledge the challenges of such data availability, particularly at the point of a routing decision, and that clinical outcome data may also be appropriate. We have changed the definition to reflect PROMs as an example rather than a necessity.
23. Respondents requested further clarity on what is meant by ‘substantial additional benefit’, inadequate treatment and ‘no other treatment’. These concepts are challenging to define due to heterogeneity in ultra-rare diseases. This heterogeneity will also mean that we cannot stipulate uniform evidence sources to populate the routing checklist.  We believe that procedural enhancements to the scoping of potential HST topics will assist in ensuring the Prioritisation Board is equipped with the appropriate information to apply the criteria. 
Key proposed changes
24. The key changes to the existing criteria are:
a. Criterion 1 – removal of the exclusion of relapsing remitting diseases and inclusion of the impact on carers and families with regard to exceptional negative impact of the ultra-rare disease.
b. Criterion 2 – removal of the restriction for potential technologies to not be in ongoing clinical trials for other conditions.
c. Criterion 3 – refinement of definitions to make it clear that the technology under consideration should be the first licensed treatment indicated for the ultra-rare disease under consideration, and that the technology should not be an extension of an indication from another subgroup of people with the same ultra-rare disease.
d. Criterion 4 – refinement of definitions to clarify that patient-reported outcome measures (PROMs) are examples of relevant outcome measures, not the only type of outcomes that are considered.
Process and Methods themes
25. The consultation exercise and responses elicited suggestions for procedural and methodological work that would support effective implementation of the proposals.
26. A key area for methodological enhancement is around preferred methods for estimating the prevalence of ultra-rare diseases. This has been an ongoing challenge and methodological advancement in this space would be beneficial. Furthermore, consultation flagged value in an exploration of the long-term impact of treatments for ultra-rare disease in terms of “economic impact”. We plan to explore avenues for these suggestions with NICE’s Science Evidence and Analytics Directorate.
27. The consultation raised broader themes around evidence and input from patients and clinicians which is vital across the whole evaluation pathway for potential HST technologies.  We recognise the value of this input in supporting effective application of the HST criteria for routing decisions.  Furthermore, we believe that the scoping process can be enhanced to support this, and work is planned between the Clinical Directorate and Medicines Evaluation Team to enhance the approach to scoping for potential HST topics. 
28. Consultation responses were supportive of transparency in decision making for routing and additionally expressed a desire for transparency in the clarification process. We will work to address this feedback accordingly.
29. Finally, consultation responses highlighted some uncertainty in understanding of the selection and routing process. We are working with Communications and Publishing colleagues to produce a simple overview that will be published on the NICE website to accompany the criteria.
Finance / HR / legal implications. 
30. We have sought legal advice and amended thematic responses and the refined criteria accordingly.
Risk assessment
31. A retrospective HST routing decision analysis was undertaken, using the latest routing criteria post consultation, to consider the impact of applying the refined criteria to technologies assessed for HST. The retrospective analysis showed the same number of technologies will be routed to the HST programme. Consultees criticised the analysis in terms of a lack of neutrality at the individual criterion level.  However, routing decisions are made by the application of all four criteria (current or refined), and we therefore maintain that the analysis is robust.
Board action required.
32. The Board is asked to:
a. Consider the post consultation refinements that have been proposed.
b. Support the proposed refinements to the current HST routing criteria.
c. Agree publication of the refined HST routing criteria and thematic responses to the stakeholder consultation comments on 31 March 2025.
d. Approve implementation of the refined criteria for all decisions from 1 April 2025.
Paper Authors – Kay Nolan, Toni Tan, Swapna Mistry (on behalf of HST Internal Taskforce)
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