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Introduction 

Real world data (RWD):  

¸ "Everything that goes beyond what is normally 

collected in phase III clinical trials é" (ISPOR) 

¸ "Collected from sources outside of traditional 

clinical trials" (FDA)  

¸ "In most cases data from non -randomized 

trials" (NICE)  
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Introduction 

Sources for real world data:  

¸ Registries  

¸ Health insurance data  

¸ Electronic health records  

¸ Observational studies  

º Single -arm trials  

º Cohort studies  

º Case -control studies  

º Case series, case reports  

¸ Pragmatic clinical trials  

º RCTs with pragmatic elements  

º Non -randomized trials (?)  
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Introduction 

Some thoughts:  

¸ RWD º Data from non -randomized trials  

¸ Is evidence from RCTs "unreal" ???  

¸ Frequently made claim:  

º RCT  =  high internal but low external validity  

º RWD =  low internal but high external validity  

¸ What is the value of high external validity 

without internal validity?  

¸ In other words:  

What is the value of generalizing an effect 

estimate to a broader population, when this 

estimate is highly biased?  
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Introduction 

Topic of  the talk:  

What is the value of  registries and 

observational data in the benefit assessment  

of  medical interventions?  

 

https://www.iqwig.de/en/events/autumn-symposium/symposium-2015.6883.html 
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Registries:  

¸ "é a patient registry is an organized system 

that uses observational study methods to 

collect uniform data (clinical and other) to 

evaluate specified outcomes for a population 

defined by a particular disease é"  (AHRQ) 

¸ "é but there is no consistent definition in 

current use."  (AHRQ)   

Observational studies:  

¸ "é in which conditions are not under the control 

of  the investigator é"  

(Wiley Statistics Reference Online)  

Registries & observational data 
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Problems with observational data:  

¸ Potential for large bias  

¸ Confounding  

¸ Recall bias  

¸ Detection bias  

¸ é 

¸ Remember:  

"é conditions are not under control é" 

Registries & observational data 
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Approaches to reduce bias:  

¸ Adjustment methods  

¸ Multiple regression  

¸ Instrumental variables  

¸ Propensity scores  

¸ Matching  

¸ Stratification  

¸ é 

¸ BUT:  

These methods do NOT provide assurance that 

all known and unknown sources of bias are 

sufficiently under control!  

Registries & observational data 
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Registries & observational data 
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Comparisons RCT vs nRCT 
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Comparisons RCT vs nRCT 

Pocock  & Elbourne  (Editorial, NEJM 2000):  

"It is likely that the studies used in both reports are a highly selected 
sample, since it is rarely sensible for a therapeutic question to be 
equally and simultaneously addressed by both experimentation and 
observation."  
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Comparisons RCT vs nRCT 

Results of  a systematic evaluation of  data from a large number of  

therapeutic or preventive interventions:  

"Randomized trials and nonrandomized studies often disagree 
substantially on how much a treatment works."  


