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“Concerns regarding both the limited 

generalizability and the slow pace of 

traditional randomized trials have led 

to calls for greater use of real-world

evidence (RWE) in the evaluation of 

new treatments or products. The RWE 

label has been used to refer to a 

variety of departures from the methods 

of traditional randomized controlled 

trials.”

SOURCE:  When Can We Rely on Real-World Evidence to Evaluate New 
Medical Treatments? Clin Pharmacol Ther. 2022 Jan;111(1):30-34. doi: 
10.1002/cpt.2253. Epub 2021 May 19. PMID: 33895994; PMCID: 
PMC8251042.

Sources of real-world data include 
Pragmatic clinical trials, registries, 
electronic health record data, 
administrative claims, validated 
population level surveys, mhealth, digital 
technologies, other observational data



▪ In many scenarioes, RWD will be the 
only source of data available for 
inference 

▪ Pregnant women were not in the 
Pfizer/Biontech and Moderna COVID 
vaccine trials)

▪ Single-armed trials 

▪ Multimorbid, polypharmacy patients 
often excluded from trials
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Women under-
represented in studies 
that were utilized for 
coverage 
determinations that 
impacted their group 

“Participants in cardiovascular studies 
relied on by the CMS for coverage 
determinations differ substantially 
from the Medicare population. Data 
frequently are not available on 
relevant subgroup populations….need 
for data more relevant to Medicare 
beneficiaries by increasing enrollment 
of, and reporting on, women and 
elderly individuals in clinical trials and 
use of relevant data for coverage 
decisions.”
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▪ Upside is more relevant, generalizable findings using 
real-world data (power, sub-groups, actual user 
populations, recency, speed)

▪ Downside is more deliberate study design and methods 
must be applied to limit bias for valid inference (ie. 
Addressing confounding)

▪ Challenges of data harmonization (eg. claims 
databases are organized by payer.  Delineating child’s 
data from parent and linkage is not always straight 
forward)

▪ More deliberate quality control approaches at each 
phase (exploratory data analysis, informative 
missingness considerations, unmeasured confounding) 
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