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PROBLEM: RWD ≠ RCT DATA
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Measured effect

Actual effect

July 2024

FDA also recommends using quantitative 

approaches, such as quantitative bias 

analyses... to demonstrate whether and how 

misclassification, if present, might impact study 

findings. The protocol should pre-specify the 

indices (e.g., sensitivity, specificity) that will be used 

for quantifying bias and describe how the selected 

indices will be measured during validation.

HANDLING BIAS IN RWD THROUGH QUANTITATIVE BIAS ANALYSIS (QBA)

https://www.fda.gov/regulatory-information/search-fda-guidance-documents/real-world-

data-assessing-electronic-health-records-and-medical-claims-data-support-regulatory

https://www.fda.gov/regulatory-information/search-fda-guidance-documents/real-world-data-assessing-electronic-health-records-and-medical-claims-data-support-regulatory
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/real-world-data-assessing-electronic-health-records-and-medical-claims-data-support-regulatory
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Results

HANDLING BIAS IN RWD THROUGH QUANTITATIVE BIAS ANALYSIS (QBA)
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Measured effect

Actual effect

July 2024

FDA also recommends using quantitative 

approaches, such as quantitative bias analyses... to 

demonstrate whether and how misclassification, if 

present, might impact study findings. The protocol 

should pre-specify the indices (e.g., sensitivity, 

specificity) that will be used for quantifying bias 

and describe how the selected indices will be 

measured during validation.

HOW TO GET BIAS PARAMETERS: VALIDATION STUDIES

https://www.fda.gov/regulatory-information/search-fda-guidance-documents/real-

world-data-assessing-electronic-health-records-and-medical-claims-data-support-

regulatory

https://www.fda.gov/regulatory-information/search-fda-guidance-documents/real-world-data-assessing-electronic-health-records-and-medical-claims-data-support-regulatory
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/real-world-data-assessing-electronic-health-records-and-medical-claims-data-support-regulatory
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/real-world-data-assessing-electronic-health-records-and-medical-claims-data-support-regulatory
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OBTAINING BIAS PARAMETERS FROM RWD IS CHALLENGING
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Bias Parameters

sensitivity, specificity

FDA GUIDANCE ON RWD VALIDATION STUDIES
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A standard and reproducible 
process is critical for 
minimizing intra- and inter-
rater variability, especially 
for multi-site studies in 
which medical records… 
cannot be shared across 
systems and a centralized 
medical record review is not 
possible. 
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A standard and reproducible 
process is critical for 
minimizing intra- and inter-
rater variability.

Critical for “multi-site 
studies in which medical 
records… cannot be shared 
across systems and a 
centralized medical record 
review is not possible.

In scenarios where complete 
verification of the outcome 
variable for each study subject is 
infeasible, the performance of an 
operational outcome definition 
should be assessed in the 
proposed study population using a 
justified sampling strategy… use of 
an operational definition that has 
been assessed in a prior study 
should… be in the same data 
source…

A standard and reproducible 
process is critical for 
minimizing intra- and inter-
rater variability, especially 
for multi-site studies in 
which medical records… 
cannot be shared across 
systems and a centralized 
medical record review is not 
possible. 
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STANDARDIZED AND SCALABLE RWD VALIDATION
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