
 
 

1/5 

 

 
 

IMPACT HTA (2018-2020) 
(Improved Methods and ACtionable Tools for enhancing HTA) 

 

Overview for WP10  
HTA Appraisal of  

Orphan Medicinal Products (Medicines for Rare Diseases) 

 
 
PURPOSE OF THIS DOCUMENT 
 
This document provides a summary of Work Package (WP) 10 in the IMPACT HTA 
Project, which will develop guidance to support consistent Health Technology 
Assessment (HTA) decision-making for orphan medicinal products (OMPs). Its 
purpose is to engage interested parties in shaping the research and outcomes of this 
Work Package. 
 
The Principal Investigators of WP10 can be contacted for further information: 

• Karen Facey PhD, Senior Research Fellow, University of Edinburgh, Scotland. 
karen.facey@ed.ac.uk +44 789 414 3931. 

• Elena Nicod PhD, Research Fellow, Bocconi University, Italy. 
elena.nicod@unibocconi.it  +39 373 769 9945. 

 
1. BACKGROUND TO THE H2020 CALL ON “METHODS RESEARCH FOR 

IMPROVED HEALTH ECONOMIC EVALUATION” 
 
The IMPACT HTA (Improved Methods and ACtionable Tools for enhancing HTA) 
Project has been awarded a three-year grant by the European Commission in its 
Horizon 2020 program, starting in January 2018. It will address several important 
policy-relevant gaps in the conduct of economic evaluations to inform HTA using 
international, interdisciplinary collaboration. It will develop and disseminate 
methodologies, toolkits and processes to improve economic evaluation and 
deliberative appraisal in HTA, addressing areas such as extrapolation from 
randomized controlled trials, use of real world evidence, costing methodologies, 
outcomes measurement and value assessment.  

 
The IMPACT HTA Project consortium includes 15 prestigious partners from 
academic institutions, research organisations and national HTA bodies across nine 
countries (UK, Italy, Spain, Slovenia, Germany, Portugal, France, Poland and 
Sweden) (Appendix 1). Partners will provide a variety of expertise in sociology, 
political science, economics, statistics, law, social psychology, medicine, philosophy 
and epidemiology and links into a wide range of international HTA and health policy 
networks.  
 
More information about the Project is available on request.  
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2. WP10 – DEVELOPING GUIDANCE TO SUPPORT CONSISTENT HTA 
DECISION-MAKING FOR OMPS 

 

Overview of WP10 

The overarching objective of WP10 is to develop guidance on novel approaches to 
appraising OMPs to support robust, accountable decision-making across Europe on 
high-cost products that have a limited evidence base with high uncertainty and 
intense stakeholder scrutiny.  
 
An OMP is a medicine that has received a special regulatory designation from the 
European Medicines Agency because it treats a rare disease that occurs in less than 
1/2,000 people and provides significant benefit in an area of high unmet need. In 
some countries, further differentiation is also used identifying medicines that treat 
<1/50,000 people as ultra-OMPs. 
 
WP10 will explore how different forms of evidence obtained from a range of data 
sources and stakeholders can be integrated with economic modelling to inform 
robust, accountable decisions about OMPs and ultra-OMPs.  
 
A framework for appraisal of OMPs, with associated toolkits to support better use of 
Patient Reported/Relevant Outcomes (PROs) and Managed Entry Agreements 
(MEAs), is intended for use by individual HTA bodies or in a pan-European setting. 
This work will inform OMP manufacturers and other stakeholders in their evidence 
generation and research plans.  
 
Key learnings will also be relevant for new forms of health technologies that yield 
small evidence bases (such as stratified therapies, products subject to adaptive 
pathways, advance therapeutic medicinal products, etc.). 
 
Background  
  
Many HTA processes use conventional economic evaluation (e.g. cost effectiveness 
analyses yielding a cost/QALY estimate) as the key driver to inform appraisals that 
lead to decisions about the reimbursement of new medicines. However, there is 
increasing recognition that these processes may be unsuitable for OMPs because 
small populations, lack of information about natural history and heterogeneity of 
disease lead to major uncertainties, whilst high prices lead to cost/QALY values that 
are much higher than traditional willingness to pay thresholds. Some HTA agencies 
have stated that conventional cost/QALY estimates may not capture all elements of 
value and that wider considerations are needed from a multi-stakeholder 
perspective, but this view is not agreed across all HTA bodies. Some bodies are 
implementing MEA to collect outcomes to inform individual treatment decisions or to 
generate additional evidence for later re-appraisal.  
 
WP10 will review existing HTA approaches for OMPs across Europe, Australia and 
Canada.  An appraisal framework will be developed to encourage the use of a wide 
range of evidence, improve the processes of appraisal and guide implementation of 
outcome-based MEAs. The feasibility and applicability of the framework in different 
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contexts will be explored by collecting feedback from stakeholders through 
interviews.  
 
Workstreams 

The OMP appraisal framework will be developed by review of existing appraisal 

approaches for HTA of OMPs including novel economic approaches such as cost-

consequence analysis, discrete choice experiments, multi-criteria decision analysis 

etc.. Research will be undertaken into how wider aspects of value can be captured 

beyond the cost/QALY through, e.g. through use of PROs, outcome-based MEA and 

stakeholder involvement. Both qualitative and quantitative approaches will be used 

to study the nuances of HTA appraisal deliberations for OMPs. This work will be 

undertaken in close collaboration with stakeholders, to document processes 

(including legal issues), best practice examples and feedback on challenges and 

opportunities, including consideration of their applicability and feasibility in various 

settings.  The framework will be relevant for countries with or without specific 

processes for OMPs and health technologies that yield small evidence bases and 

could be used at a national or European level.     

Workstreams will: 

WS1: Create a database of HTA appraisal and decision-making processes for OMPs 

in individual countries across Europe, Canada and Australia 

WS2: Research how the different forms of evidence in the HTA domains and 

knowledge (e.g. from different stakeholders) affect HTA appraisal decision-making 

processes for OMPs 

WS3: Document use of PROs in appraisal of OMPs and explore better use as 

evidence of clinical effectiveness and in the economic evaluation 

WS4: Develop guidance on implementation of outcome-based MEA to help 

demonstration of value of OMPs.  

OVERALL: Develop a framework for consistent HTA appraisal of OMPs and ultra-

OMPs that includes a wide variety of evidence and inputs. 

Methodology 

A mixed methods approach will be used throughout this work package working 

closely with HTA decision makers and stakeholders to develop outputs that will 

improve the consistency and transparency of OMP appraisal across Europe. 

WS1 

Map HTA appraisal processes for OMPs and ultra-OMPs – including use of PROS, 

MEAs and process for pricing negotiations in all countries in Europe, Canada and 

Australia. This will be updated during the lifetime of the project. 
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WS2 

Document the evidence considered, the process of HTA assessment and appraisal 

for specific OMPs and ultra-OMPs. Assess how evidence is balanced and the impact 

of different forms of evidence and input (including economic evaluations, PROs, real-

world evidence (RWE), ethical, legal and social issues and stakeholder input) on 

HTA and reimbursement decisions. 

Undertake qualitative ethnographic participant observation of English-speaking 

appraisal committees appraising OMPs to capture the more nuanced dimensions of 

the policy and deliberative context (quality of engagement, attitude, environment, 

etc.). Undertake interviews with patients, clinicians and appraisal committee 

members to discuss what evidence matters most, how it is balanced and the impact 

of stakeholder input.  

WS3 

Review how disease specific and generic PROs are presented in appraisals of 

OMPs and Ultra-OMPs. Determine their use as evidence of clinical effectiveness or 

in economic modelling, through review of published and grey literature building on 

the work of ISPOR, Guyatt etc and individual HTA case studies. 

Use OMP and ultra-OMP HTA case studies to explore disease specific PRO 

modelling issues for utility mapping. 

Develop guidance on use of PROs in appraisal of OMPs and Ultra-OMPs. 

WS4 

Document the type of MEA instigated after HTA of with OMPs and ultra-OMPs in 

Europe and determine their success in providing access for individuals or generating 

additional evidence for future HTA.  

Document the form and content of Agreements (such as protocols) for outcome-

based MEA for OMPs and ultra-OMPs. This should include the criteria and 

conditions stipulated for the MEA, including when such agreements are appropriate 

the form of collaborative approach required among different stakeholders, 

operational and legal requirements, data requirements and data sources used to 

inform these agreements. 

Review learnings from recent reviews of outcome-based MEA for all products 

(Wilsdon et al 2016 and Carlson 2016) and explore specific issues for OMPs, where 

such programmes are used, as identified in WS1. Run workshops with all 

stakeholders to explore data exchange and collaborative implementation issues in 

MEAs of OMPs and ultra-OMPs. 

Work with the H2020 COMED project on WP7 about MEA for medical devices to 

share learnings. 

Develop guidance on how to setup and implement outcome-based agreements for 

OMPs.  
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OVERALL 

Develop a framework that brings together all WP10 research on the process for 

OMP appraisal with specific guidance on use of PROs and MEA, along with the 

outputs from other WPs in IMPACT HTA addressing issues related to non-

randomized data, social costs, extension of EQ5D to teenagers and use of mutli-

criteria decision analysis. 

Undertake interviews with HTA decision makers and run conference panel sessions 

to discuss emerging WP10 findings, explore issues and test new proposals, with 

case studies trialing the new approaches, if possible. 

 

Outcomes 

WP10 will create a framework to assist in the HTA Appraisal of OMPs (and Ultra-

OMPs) that makes best use of the economic evaluation techniques developed in the 

other WPs of IMPACT HTA and outlines processes to include other forms of 

evidence and inputs to ensure transparency and fairness in the determination of 

value of OMPs. 

• A framework that guides individual jurisdictions or cross-country 

collaborations on the HTA appraisal, which takes account of issues beyond 

cost effectiveness and supports robust, accountable decision-making across 

countries in Europe. 

• Guidance on interpretation of disease specific and generic PROMs in HTA 

and their use in economic modelling 

• A toolkit to support implementation of Outcome-based Managed Entry 

Agreements. 

This guidance will also be applicable for health technologies that might yield small 
evidence bases (such as stratified therapies, products subject to adaptive pathways, 
advance therapeutic medicinal products, etc.). 
 
 

3. FUNDING 
 
This project has received funding from the European Union’s Horizon 2020 research 

and innovation programme under grant agreement No 779312. 

 


