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Background and Objectives

* Understanding the burden and impact of disease as well as patient diagnosis and treatment pathways is fundamental to the development of health technologies
which have meaningful impact for patients.’

 Patient and public involvement/engagement in health economics and outcomes research (HEOR) and Health Technology Assessment (HTA) has been shown to
enhance the relevance and utility of evidence for both patients and decision-makers.?*

* Major Health Technology Assessment (HTA) bodies such as the National Institute for Health and Care Excellence (NICE) and Canada’s Drug Agency (CDA) have
embedded patient and public involvement/engagement throughout their appraisal and assessment process, reflecting a shift towards shared decision making.>8

* Despite these advances, practical frameworks and solutions enabling meaningful patient and public involvement/engagement in HEOR and HTA remain under-
recognised and under used.® As a first step in combating this knowledge gap we previously undertook an evidence review of published approaches to patient
involvement/engagement in HEOR and HTA to identify existing frameworks, guidance and commonly used methodologies producing an illustrative roadmap.°

* Pharmaceutical companies are under increasing pressure from regulators, HTA bodies, and patient advocacy groups to demonstrate early, meaningful, and
sustained patient involvement/engagement throughout the product lifecycle. Beyond knowing what involvement/engagement approaches exist, they need to be able
to differentiate between those which are rigorous, evidence based and applicable to HEOR or HTA-specific contexts avoiding those that are tokenistic, ad-hoc or
simply perpetuate use of the status quo.
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Methods

* Atargeted evidence review identified key published frameworks being used to capture the patient voice during evidence generation, either via informing research
design or via research participation.

* Thereview spanned publications from the United Kingdom (UK), EU4 (France, Germany, Italy and Spain), Canada and the United States (US) covering the period
between January 2010 to October 2025.

* Ten of the frameworks or guidance for patient involvement/engagement identified across three areas of application (priority setting [n=3], evidence synthesis [n=2],
and HTA [n=5]) were critically appraised systematically by two researchers using relevant domains of the Appraisal of Guidelines for REsearch & Evaluation (AGREE)
Il instrument. AGREE Il is a validated and widely recognised tool for assessing the quality and rigour of guidance documents.

* Five of the six AGREE Il domains were deemed relevant to this type of guidance and so questions from these applicable domains were used to assess: 1) scope and
purpose, 2) stakeholder involvement in development, 3) rigor of development, 4) clarity of presentation and 5) applicability to the HEOR and HTA context.
The questions from the domain on editorial independence were omitted.

* Individually assigned AGREEII Likert scale scores were assigned against each question and then agreed between two reviewers.

* The assessment of each framework or guidance document was then visualised using a heat map according to these scores, enabling a transparent comparison of
quality and suitability for informing patient involvement/engagement in HEOR and HTA practice.

Key

* Therefore, the objective of this work was to critically appraise the frameworks and guidance for patient involvement/engagement in HEOR and HTA that we had
previously identified.
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Abbreviations: CDA, Canada’s drug agency; EUnetHTA, European network of HTA; EUPATI, European Patients’ Academy on Therapeutic Innovation; HTA, Health Technology Assessment; JLA, James Lind Alliance; NICE, National Institute for Health and Care Excellence; PEM, Prat’s Engagement Model; PM, Pollock’s Model; RIPPLES, Rapid Involvement of Patients and the PubLic in Rapid Evidence Synthesis

Results

Conclusions

* Priority setting frameworks or guidance, such as the James Lind Alliance (JLA) Handbook, Pratt's engagement model, and Pollock's engagement model performed
strongly on scope, purpose and stakeholder involvement.?1-13

* Allthree frameworks clearly articulate their objectives and meaningfully embed patient and public involvement/engagement at their core. This is likely in part a
reflection of their foundational design around inclusive, patient-centred processes.

* However, heterogeneity in clarity of presentation was evident. While the JLA Handbook offers structured, accessible guidance, Pratt's and Pollock's models are less
extensively documented, which may limit their practical uptake by researchers and sponsors unfamiliar with involvement/engagement methodology.''-'3

* Evidence synthesis frameworks, RIPPLES and ACTIVE, demonstrated strong performance across the majority of domains, scoring highly for scope and purpose,
stakeholder involvement, rigour of development, and clarity of presentation.’#°

* However, both frameworks scored lower on applicability, suggesting that whilst methodologically robust, during translation into real-world HEOR and HTA practice
there is likely a need for additional contextualisation and support for implementation across research settings and geographies.’ 1°

« HTA frameworks from Abelson, EUPATI, EUnetHTA, CDA, and NICE provided the most comprehensive coverage of patient involvement/engagement within formal
health technology assessment processes, with clear articulation of scope and purpose.>’- 16 Nevertheless, a key limitation across this group was inconsistent
description and transparency around how the guidance itself was developed. This made it hard to understand what evidence underpins some of the
recommendations the guidance makes.

* Across all ten frameworks, the quality of implementation guidance and accessibility of content for patients, researchers, and industry sponsors was highly variable.
In addition, limited detail was given on resource implications of proposed approaches.

* Most of the frameworks are primarily oriented toward academic or policy audiences, with limited adaptation for patient or sponsor use.

* Critically, across all frameworks, resource implications of the proposed involvement/engagement approaches were inadequately addressed, with minimal detail
provided on the time, cost, or infrastructure required to operationalise recommendations. This creates a significant knowledge gap for pharmaceutical companies
and research teams seeking to adopt these approaches in practice.

* We have used a reproducible and methodologically robust approach to identify and appraise frameworks to guide future patient-centric evidence generation.

 |fselected and applied appropriately all frameworks appraised do provide a defensible, systematic foundation from which to build a patient and public
involvement/engagement strategy fit for purpose and aligned with HEOR and HTA expectations.

* While the frameworks appraised outlined valuable approaches to patient and public involvement/engagement, variation existed in their methodological rigor,
accessibility and quality of allied implementation guidance. There is also a key difference between the applicability of the frameworks appraised, some are focussed
on institutional policy and governance structures for involving patients and the public in health technology assessment processes, whereas some are
methodological frameworks designed for involving stakeholders in specific project types or relevance to HEOR or HTA.

* This heterogeneity across assessed domains presents a practical challenge to companies seeking to embed patient-centric approaches within their HEOR and HTA
practices. This work shows clearly to potential users where such variation exists and highlights the likely need for translation and implementation support when
using methodological frameworks in different HEOR and HTA practice settings.' 1°

* Future frameworks and guidance should transparently report development processes and integrate approaches for the evaluation of their use and their impact on
evidence generation for HEOR or HTA. This will enable continual evidence-based improvement in the frameworks and in patient-centric research practice.

* Using any of these frameworks during evidence generation would ensure that collection of patient-centric evidence is prospectively planned and methodologically
grounded. Used in conjunction with one another, they can facilitate generated evidence packages to more holistically reflect the lived patient experience and voice.

 Patient and public involvement/engagement can strengthen value propositions to regulators, HTA bodies, and payers alike and demonstrate a genuine commitment
to patient-centred medicine.

* Across our work, two important gaps have become apparent: a persistent knowledge gap regarding the practical application and comparative value of existing
frameworks, and an implementation gap relating to their inconsistent and unsystematic use within HEOR and HTA research. Although multiple frameworks are
available, there remains limited clarity on how they should be operationalised across different stages of evidence generation, appraisal, and stakeholder
engagement. Addressing these will require more than increased awareness. A meaningful step change in current practice is likely to depend on the development of
clear, practical guidance formally endorsed by HTA bodies, alongside stronger expectations for consistent implementation within HEOR and HTA processes.
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