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Outline and Disclaimer  
● Setting the scene on opportunities from data and challenges in RDs

●  Some International initiatives  to face current and future challenges

● Final reflections

The opinions expressed in this presentation are only mine and  shouldn't be 
attributed to anyone else, neither represents  a company position 



The opportunity from data  is enormous...
 

Data is information collected through observation ( RWD) or experimentation



From a developer perspective, there are 2 reasons to analyze data; one is to 
understand the underlying mechanisms that drive the things we observe, 
and the other is to use whatever analysis we’ve arrived at, to do prediction.

Prediction  with what purpose? 
• To face future / competitive challenges  by getting faster, and stronger scientific evidence.

• Improving epidemiology data  and  NHD. 
• Refine hypothesis and research questions 
• Understand feasibility of studies 
• Fine tune study design  
• Better characterize population and diseases. Disease modeling 
• Improve patient recruitment, retention  and reduce trial times. 
• To better, cheaper and  faster estimate efficacy,  safety ( long term ambition), comparative effectiveness, 

comparative long term safety.
• Risk monitoring 
• Help incorporating patient subgroup identification in clinical development

• To better capture Patient Relevant Outcomes.

• To facilitate  decisions for early access and reassessment from evidence assessors.



Real-World Data, Real-World Evidence  
and Real-World Insights 
The collection of real- world data underpins 
evidence generation, that derives in real-world 
insights which are the actionable conclusions.

Insights  from evidence influences  regulatory, 
HTA and reimbursement  decisions, clinical 
practices, and policy-making 

Insights  should be the result careful interpretation 
and analysis of evidence, transforming raw data 
into meaningful information 

Image from Qlik



Real-World Data, Real-World 
Evidence  and Real-World Insights: 
Main challenges in RDs 

Interpretation and analysis of evidence,  the 
named the quality of evidence,   is the main 
challenge in RDs with the use of evidence 
assessment frameworks  (EAF) that were build  
upon to analyze evidence from prevalent 
conditions 
Evidence from rare ALWAYS graded low quality  
and high uncertainty. This pejorative terminology  
is used as insight for decision making

 



Potential solutions: Changing the paradigm  

Operationalize the concept: Totality of Evidence for Rare diseases isn’t Low Quality 



Some International initiatives  to face current 
and future challenges:

 -HTAi Rare diseases Interest Group
- IHI RealiseD Project



Why do we need a New Paradigm for Evidence Generation 
and Assessment in Rare Disease Technologies
• Inherent characteristics of Rare Diseases not well 

understood outside the rare community
(nor  its impact in evidence generation

• Differences in regulatory and HTA approaches 
on evidence expectations and interpretation between 
major agencies

• RWE, surrogate endpoints, biomarkers and digital 
outcomes not yet well accepted as good evidence 

• Evidence for Rare ALWAYS graded in current evidence 
assessment frameworks (EAF) as low  evidence and 
high uncertainty

Consequences: 

Health inequalities: 

Increasing disparity in medicines available to 
treat RD between different countries and 
within countries 

Source: QVIA, Global Trends in R&D 2024, Feb 2024)



HTAi Webinar | Why do we need a New Paradigm for Evidence Generation and Assessment in Rare Disease Technologies – HTAi

https://htai.org/resource/htai-webinar-why-do-we-need-a-new-paradigm-for-evidence-generation-and-assessment-in-rare-disease-technologies/
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IHI RealiseD
Kick Off  Meeting 2025
 Viena, January 2025
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Aim & Scope of the topic
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The aim of RealiseD is to change the 
paradigm for clinical trials in ultra-rare 
diseases. By bringing together all 
stakeholders, including clinicians, 
methodologists, pharmaceutical industry, 
patients, regulators and HTA body, 

RealiseD will catalyze the development 
and acceptance of innovative approaches 
for  evidence generation , analysis and data 
interpretation

Focus on paediatric and adult rare diseases. A 5 years 
project

Deliver methodological solutions for innovative clinical trial 
designs and analyses, including regulatory and HTA 
considerations (basket trials, platform trials, in silico trials, 
RWD, Digital Health Technologies, quantitative and 
qualitative  approaches, trial with remote elements ...) 

Identify good practices to address knowledge gaps 
including collection of natural history data, development of 
relevant new endpoints and of patient reported outcomes 
(PROs) 

Scientific evaluation of regulatory and HTA assessment 
approaches, using the concept of totality of evidence in 
(U)RD. 



Final 
reflections

• Global multi-stakeholder and multi-disciplanary  collaboration   is 
crucial   for better data and evidence generation but still is even crucial   
changing current paradigms in evidence   assessment frameworks and its 
use  for decision making.

• Changing the paradigm of the way rare evidence is assessed, not 
because we  advocate for  higher “flexibility” (meaning asking to reduce the 
quality of the scientific standards) but  to use more appropriately the 
scientific methods ( design and analysis ) to help rare diseases. 

• Advocating for a new  global evidence assessment framework  and the 
acceptability of the concept “Totality of Evidence for Rare” including 
qualitative evidence from patients
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Use of RWE during  technology life cycle



Source: Swift B, Jain L, White C, Chandrasekaran V, Bhandari A, Hughes DA, et al. Innovation at the intersection of clinical trials and real-
world data science to advance patient care. Clin Transl Sci. 2018;11(5):450–60.


