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[bookmark: _Toc210195406]Purpose and scope
This appendix documents stakeholder engagement in the project and how inputs informed the findings and recommendations in the main report. It sets out who was involved, how evidence from the workshops was captured and analysed, and how insights were synthesised into options for testing.
The appendix provides the full underpinning detail from the workshops. A summary of the key themes is presented in the main report in table form.
[bookmark: _Toc210195407]Methods
1.1 [bookmark: _Toc210195408]Engagement design
The engagement was designed to include perspectives from across the system and to follow a consistent structure. Four workshops were held, each with a specific participant group:
Workshop 1. Clinical and system stakeholders – NHS clinicians, NHS England, Medicines and Healthcare products Regulatory Agency (MHRA) and Department of Health and Social Care (DHSC) representatives, Genetic Alliance UK, Genomics England, and clinicians from specialist centres. Patient voice was represented through Genetic Alliance UK.
Workshop 2. Internal NICE staff – participants from the Medicines Evaluation, NICE Advice and Managed Access teams.
Workshop 3. Academic methods and decision making – Evidence Assessment Group academics and evaluation committee chairs.
Workshop 4. Industry – developers of individualised or platform-based medicines.
Each workshop followed a common discussion guide and introductory slides, developed from the horizon scan and literature review. Discussions focused on 3 areas: key challenges, potential solutions, and ideas to be de-prioritised.
1.2 [bookmark: _Toc210195409]Data sources and materials
Workshops were recorded with participants’ consent to support accurate capture of discussions. Recordings were used alongside facilitator notes and live note-taking, and were not retained beyond the project.
After each workshop, the project team had a debrief meeting to confirm the main points and highlight areas of agreement or divergence. They contacted participants by email if clarification was needed.
These steps ensured that the evidence was captured accurately and in sufficient detail to support subsequent analysis.
1.3 [bookmark: _Toc210195410]Analytic framework
Notes from each workshop were grouped into themes informed by the horizon scan and literature review. New themes were added when participants raised issues not covered by the initial framework. These included pre-competitive collaboration or using information across appraisals.
All notes were reviewed and coded by 1 analyst. Coding decisions were documented during the process and discussed with the wider project team in debrief meetings. Summaries for each workshop were then prepared, followed by a cross-cutting synthesis that distinguished between:
options suitable for piloting under HTA Lab
activities that sit within NICE but outside HTA Lab
wider system-level dependencies
1.4 [bookmark: _Toc210195411]Assurance and consistency
Consistency was promoted by using the same discussion guide and facilitation team across all workshops. Debriefs after each session allowed the team to check interpretation and agree priorities for synthesis.
Themes were reviewed across the project team to support accuracy in reporting stakeholder views.
1.5 [bookmark: _Toc210195412]Defining the evidence
For the purposes of this appendix, evidence refers to the views and insights shared by stakeholders during the workshops and debriefs. Points are reported as themes rather than individual comments. Illustrative statements have been paraphrased to preserve anonymity and reflect the overall sense of discussions.
Workshop summaries
1.6 [bookmark: _Toc210195414]Workshop 1: Clinical and system stakeholders
1.6.1 [bookmark: _Toc210195415]Participants
This workshop involved NHS clinicians, NHS England, MHRA and DHSC representatives, Genomics England, and patient organisations. Clinicians included specialists from both paediatric and adult services, reflecting the range of conditions in which individualised therapies are being developed.
1.6.2 [bookmark: _Toc210195416]Main themes
Generalisability and natural history evidence
Participants highlighted that natural history data are often limited or absent for rare and ultra-rare conditions. This makes it difficult to contextualise treatment effects and model long-term outcomes. They noted that variability in disease progression, particularly for paediatric neurological conditions, adds to this uncertainty.
Trial design and feasibility
Several stakeholders stressed that conventional randomised controlled trials may be unfeasible for small patient populations, and that single-arm studies are likely to remain common. They emphasised the importance of early dialogue with regulators and NICE to agree on feasible designs and appropriate comparators.
Costs and service delivery
Participants noted that introducing individualised therapies could have wider system implications such as diagnostic infrastructure, staff training and service redesign. These costs are not always fully captured in submissions but may have significant consequences for NHS planning.
Grouping related therapies
There was interest in approaches that allow related therapies to be assessed together to avoid duplication and reduce variation between appraisals. But stakeholders cautioned that grouping must take account of clinical heterogeneity, otherwise results could be misleading.
System-wide dependencies
Stakeholders emphasised that some issues cannot be addressed by NICE alone. These include gaps in UK real-world data infrastructure and the need for long-term outcome registries. One participant suggested that the outputs of this project could contribute to a wider system taskforce on rare diseases, building on initiatives such as those proposed by LifeArc.
1.7 [bookmark: _Toc210195417]Workshop 2: Internal NICE staff
1.7.1 [bookmark: _Toc210195418]Participants
This workshop involved staff from NICE’s Medicines Evaluation, Advice, and Managed Access teams. These participants had direct experience of handling company submissions, working with committees, and managing data collection agreements.
7. [bookmark: _Toc210195419]Main themes
Clarity of remit and routes
Staff highlighted the lack of clarity about how individualised therapies fit into NICE’s evaluation programmes. Some treatments fall outside existing criteria for the Highly Specialised Technologies programme but may not be well suited to standard Technology Appraisals. Clearer guidance for companies and committees was seen as necessary.
Consistency and institutional memory
Participants noted that decisions about rare and ultra-rare therapies often involve similar issues but are not systematically captured across evaluations. This leads to duplication and inconsistency in how precedent is applied. A more structured approach to recording assumptions and committees’ decisions could improve efficiency and coherence.
Surrogates and utilities
Staff discussed difficulties with inconsistent use of surrogate endpoints and health-related quality of life data. They noted that each case often involves debate over the same issues, which could be addressed by more standardised approaches or reference points.
Process feasibility
There was recognition that some proposed solutions, such as piloting multi-indication appraisals, could place a heavy resource burden on NICE. Staff emphasised the importance of focusing on a small number of feasible pilots rather than spreading efforts too thinly.
1.8 [bookmark: _Toc210195420]Workshop 3: Committee chairs and external assessment groups
1.8.1 [bookmark: _Toc210195421]Participants
This workshop involved members of Evidence Assessment Groups (EAGs) with experience of economic modelling for NICE, alongside evaluation committee chairs with direct experience of decision making. This group brought both technical expertise and insight into how evidence is considered in practice.
8. [bookmark: _Toc210195422]Main themes
Transportability of information
Participants discussed whether assumptions or data from one appraisal could be re-used in others when technologies share common features. They agreed this could improve efficiency but cautioned that clear rules would be needed to manage differences between populations and trial designs.
Structured threshold analysis
There was support for exploring threshold analyses as a way of presenting uncertainty, particularly for single-arm or small trials. Academics noted that presenting ranges alongside structured expert elicitation could help committees make more balanced judgements. But they also warned that without guidance, committees may default to pessimistic assumptions.
Institutional memory
Several participants highlighted that assumptions and decisions often vary between appraisals without clear justification. They suggested that developing a register of precedent values, model structures and committee responses could support greater consistency.
Risks and safeguards
Concerns were raised about appeal risk and equality issues if new approaches are introduced without clear rules. Participants stressed the importance of transparency and safeguards to maintain confidence in NICE’s processes.
1.9 [bookmark: _Toc210195423]Workshop 4: Industry representatives
1.9.1 [bookmark: _Toc210195424]Participants
This workshop involved representatives from companies developing individualised or platform-based medicines, including both large pharmaceutical and smaller biotechnology firms.
9. [bookmark: _Toc210195425]Main themes
Threshold analysis
There was interest in piloting threshold analyses, but some participants were concerned that committees might focus on pessimistic scenarios if ranges are presented without clear guidance. They emphasised the importance of expert elicitation to define plausible ranges and avoid misinterpretation.
Multi-indication and platform appraisals
Industry stakeholders recognised the potential value of assessing related indications together but highlighted practical challenges. These included differing timelines for licence submissions and reduced company control over shared models or cost structures. Stakeholders suggested that although valuable in principle, such approaches may be difficult to operationalise in practice.
Rewarding robust evidence generation
Some participants noted that relaxing evidence requirements for very small populations could reduce the incentive for companies to invest in higher-quality randomised controlled trials. They suggested that any new methods should continue to recognise and reward robust trial design when it is feasible.
System-level considerations
Stakeholders were also interested in NHS England’s position on implementation challenges such as staffing, diagnostic capacity and service readiness, and whether these should be factored into economic models. Although this sits outside NICE’s remit, participants felt it was important for wider system discussions.
[bookmark: _Toc210195426]Synthesis
Across the 4 workshops, there was convergence on the methodological challenges facing NICE in appraising individualised therapies. Participants identified opportunities for improvement but also emphasised the need to distinguish between what NICE could pilot through the HTA Lab, what might sit within NICE but outside the Lab, and what would require wider system collaboration.
1.10 [bookmark: _Toc210195427]Evidence and uncertainty
Evidence for individualised therapies is often limited, non-comparative and highly uncertain. Across groups there was support for piloting structured threshold analysis as a way to handle this uncertainty. Presenting cost-effectiveness ranges, alongside structured expert input, was seen as a way to improve transparency and consistency without altering the reference case threshold.
1.11 [bookmark: _Toc210195428]Natural history and generalisability
Natural history data were described as essential but often limited, inconsistent or not representative. Stakeholders agreed that consistent standards are needed for data quality and representativeness. They also discussed the potential to reuse assumptions across appraisals when technologies share features, but cautioned this would require clear rules to avoid overstating generalisability.
1.12 [bookmark: _Toc210195429]Surrogate endpoints and outcomes
Stakeholders recognised that surrogate endpoints are frequently used in trials of rare and individualised therapies. They highlighted the need for clear standards for when surrogates can be accepted and how validity should be assessed. Several participants also noted the importance of outcomes that reflect what matters to patients and families, not only clinical measures.
1.13 [bookmark: _Toc210195430]Institutional memory
A recurring theme was duplication across appraisals. Participants felt that key assumptions and committee reflections are not systematically captured, leading to inconsistency. A structured register was proposed as a way to support greater efficiency and coherence in decision making.
1.14 [bookmark: _Toc210195431]Pre-competitive collaboration
There was broad agreement that pre-competitive collaboration could help align assumptions and methods when multiple products share common features. Participants suggested NICE could play a convening role, with feasibility depending on scope, governance and resources.
1.15 [bookmark: _Toc210195432]Platform and multi-indication appraisals
Some participants supported piloting appraisals that span multiple related indications, particularly for platform technologies. They saw potential benefits in consistency and efficiency but also noted challenges such as differing timelines, variation in natural history, and the risk of resource intensity. Careful grouping of conditions was viewed as essential.
1.16 [bookmark: _Toc210195433]System-wide dependencies
Stakeholders consistently emphasised that some challenges cannot be resolved by NICE alone. These include national coordination of data infrastructure, long-term outcome registries and NHS service readiness. While NICE could contribute, these issues require collective action across regulators, funders, the NHS and patient organisations.
[bookmark: _Toc210195435]Limitations 
The workshops provided valuable insights from a broad range of perspectives, but several limitations should be noted:
Representation: Each workshop was time-limited and involved a small number of participants. Although efforts were made to include diverse perspectives, the views reported here cannot represent all stakeholders across the system.
Recording and reporting: Discussions were recorded with consent and summarised through notes and debriefs rather than verbatim transcripts. Illustrative statements have been paraphrased to preserve anonymity and reflect the overall sense of discussions.
Scope: Some issues raised, such as wider societal impacts or national data infrastructure, extend beyond the remit of the HTA Lab and are noted here as context rather than areas for direct follow up.
Depth of exploration: Workshops focused on surfacing key challenges and opportunities rather than developing detailed solutions. Further work would be needed to operationalise the ideas put forward.
These limitations mean the findings should be seen as indicative of stakeholder views, rather than exhaustive. They nonetheless provided a valuable foundation for identifying feasible pilots and informing the recommendations set out in the main report.
[bookmark: _Toc210195436]Conclusion 
The stakeholder workshops highlighted both the methodological challenges within NICE’s remit and the wider system dependencies that require collective solutions. The synthesis of these insights informed the prioritisation of pilot options for the HTA Lab and clarified which areas fall outside NICE’s scope. This engagement provides a foundation for the recommendations in the main report and will inform future work in this area.
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