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Current framework 
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RCTs: a HTA perspective 
• Efficacy v Effectiveness 
• May be unnecessary, 

inappropriate, inadequate, or 
impractical 

– For example early in lifecycle for high 
unmet need  with small population 
and no standard comparator 

• Population  
• Insufficient patient numbers 
• A priori definition versus post hoc 
• Inaccessible eg vulnerable patients 
• Patients of interest excluded eg age, co-

morbidities, concurrent medications 
• High unmet need: smaller population and 

therefore not commercially viable 
• Too broad 

• Comparators: may not 
represent standard care 

• Outcomes: may report 
intermediate outcomes rather 
than main health outcomes of 
interest 

• Timing: may be too short in 
duration 

• Setting: may not represent 
typical practice 

 



The HTA tool box 

Single-arm 
studies 

Network meta-
analysis/indirect 
comparison 



Data science 
Data Science is an interdisciplinary field about processes and systems 
to extract knowledge or insights from data in various forms. 



• Research the effectiveness of interventions or practice in real-
world (UK) settings (e.g. through monitoring outcomes or proxy 
outcomes).  
– Inform the modelling of clinical and/or cost effectiveness as part of guidance 

production.  
– Resolve uncertainties that have been identified in existing NICE guidance. 
– Essential that the counterfactual is well-described 

• Provide epidemiologic information.  

– For example prevalence/incidence of diseases, natural history, co-morbidities . 

• Provide information on current practice and resource use  

• Audit the implementation of guidance.  

– For example, to assess the equity of implementation across different groups 
(including socioeconomic, geographic, demographic and groups differentiated by 
different diseases/health conditions); this may also form part of performance 
monitoring systems 

• Evaluate the potential impact of guidance 

 

Potential uses of non-RCT data at NICE 









https://www.imi-getreal.eu/ 



https://rwe-navigator.eu/ 

An educational 
resource to help 
find out more in 
general about the 
potential use of 
RWD to support 
the development 
of new medicines 

An expert 
resource to guide 
users to specific 
types of analyses 
or study designs 
relevant to RWE, 
many of which 
have been tested 
by the GetReal 
project 
 







 

Non-RCT data: HTA perspective 

• This is a technical/methods/practical 
issue NOT a policy problem.  

• The role of such data is still being 
explored  
• IMI projects: GetReal; EMIF; BD4BO, 

ADAPT SMART… 

• The biases are topic specific and 
must be understood and mitigated 
• Further methodological investment 

essential. 

• Opportunity for collaboration. 

• Evidence standards  
• Must still be met for 

regulation/HTA/payer 

• Will not remove need for 
confirmatory trials when appropriate  

 

• Will eventually be able to utilise 
health-system capability but 
infrastructure still in development 
and variable across Europe 

• Fragmentation compounding 
issues 

• Substantial ‘up-skilling’ and 
resources required.  

• Roles and responsibilities 
generally and for specific projects 
must be agreed up front including 
costs. 

• Data privacy and ethics must be 
assured.  
• Informed consent essential given 

risks associated with products 

 



http://citeseerx.ist.psu.edu/viewdoc/download?doi=10.1.1.453.1990&rep=rep1&type=pdf 









https://www.nice.org.uk/Media/Default/About/what-we-do/science-policy-and-research/ 
getreal-uk-data-science-report.pdf 



Hierarchies of evidence should be replaced 
by accepting—indeed embracing—a 
diversity of approaches.  
 
This is not a plea to abandon RCTs and 
replace them with observational studies. 
Nor is it a claim that the bayesian 
approaches to the design and analysis of 
experimental and non-experimental data 
should supplant all other statistical 
methods.  
 

Rather, it is a plea to investigators to 
continue to develop and improve their 
methods; to decision makers to avoid 
adopting entrenched positions about the 
nature of evidence; and for both to accept 
that the interpretation of evidence requires 
judgment. 


