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Challenges in the 
Communication of Results from 

Randomized Clinical Trials
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Patient Reported Outcomes (PROs)
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Patient Reported Outcomes (PROs)
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DeBar et al. (2025) JAMA – n=2331 DeBar et al. (2025) JNO – n=800



Patient Reported Outcomes (PROs)
CLINICAL
Q: Primary outcome is a validated scale (feels, functions) – is it 
more clinically interpretable to analyze as a responder outcome 
(30% improvement from baseline), or as the underlying scale with 
comparison of group means? 
Q: How to interpret meaningfulness of group mean differences? 
Should we pre-specify this as a criterion?
Q: How concerning is the use of a PRO with an unblinded 
intervention?

STATISTICAL
Q: What are the key statistical issues that interact with the clinical 
considerations?
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Estimands with Intercurrent Events
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Wilding et al. (2021) NEJM -- supplement



Estimands with Intercurrent Events
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Estimands with Intercurrent Events
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Wharton et al. (2021) International Journal of Obesity



Estimands with Intercurrent Events
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Note:
• Real missing data = 7.2% in semaglutide
• Created missing data = +20.1% in semaglutide (27.3% total)



Estimands with Intercurrent Events

CLINICAL
Q: Are the different estimands (and associated estimators) clearly 
understood by our readers? Should these have “equal billing” in 
the presentation?
Q: Do we have the right labels for these estimands?
Q: Could hypothetical adherence-based estimands be 
misinterpreted as clinical endorsement for adherence as an 
(unrealistic) expectation?

STATISTICAL
Q: How well do we communicate the implicit assumptions that 
underly handling of discontinuation / missingness?
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Early Stopping for Futility

INTERPRETATION
Q: Is a trial stopped for futility as definitively negative as a trial with 
a negative result after full enrollment?
Q: How do we interpret and communicate a nominally significant 
secondary comparison after a negative overall trial result?
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Incomplete Data
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Incomplete Data
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Incomplete Data
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238/759=31% 201/744=27% Supplement: MI as sensitivity



Incomplete Data
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Incomplete Data
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Primary NI 
analysis based on 
30 vs 35 confirmed 
– but:

L: 56 incomplete 
counted as 0

V: 53 incomplete 
counted as 0
 



Incomplete Data
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Incomplete Data

CLINICAL
Q: Conventions in certain domains dictate conservative strategies 
for handling missing outcomes – are these clinically appropriate or 
understood by the reader?  Are these norms movable?
Q: We expect presentation of pre-specified primary analyses – are 
these ultimately viewed by our readers as “endorsed” even when 
sensitivity analyses are invited / required?

STATISTICAL
Q: Use of contemporary methods to address missing data?
Q: Are sensitivity analyses sufficient for communication of 
uncertainty?
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