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• Evidence on the use and need for estimands in the published literature;

– A review of protocols published in October 2020
– A review of trial results articles published in 2020

• Your thoughts and experiences on using estimands…

Outline
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How often can we tell the primary question clinical trials are designed to  
address from their published protocol?...

• Kahan et al conducted a review of 50 trial protocols published in October 

2020 in Trials and BMJ Open

• Evaluated the description of estimands in trial protoco

• For each protocol, determined whether the estimand for the primary outcome 

was explici

Evidence from published protocols
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• A review of 50 trial protocols published in October 2020 in Trials and BMJ Open

• Was the estimand for the primary outcome:
- explicitly stated
- not stated but inferable (from the information on the estimator/methods)
- not inferable

Evidence from published protocols
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• Most trials (46/50, 92%) had an academic or not-for-profit sponsor

• None of the 50 protocols made any attempt to explicitly describe the 
estimand

• In 37/50 (74%) trials, could not infer the estimand (≥1 attribute not 
inferable)

Evidence from published protocols
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• Most trials (46/50, 92%) had an academic or not-for-profit sponsor

• None of the 50 protocols made any attempt to explicitly describe the 
estimand

• In 37/50 (74%) trials, could not infer the estimand (≥1 attribute not 
inferable)

For most trials, it was impossible to understand the 
precise clinical question (estimand) targeted

Evidence from published protocols

7



8

• How often can we tell the primary question clinical trials address from their 
published results articles? & what questions are being assessed?

• Review of phase II-IV RCTs published in 2020 in 6 leading general medical 
journals

• Was the estimand for the primary outcome:
- explicitly stated
- not stated but inferable (from the information on the estimator/methods)
- not inferable

Evidence from published results
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• Total of 255 trials identified

• 162 (64%) had an academic or not-for-profit sponsor; 93 (36%) had a 
pharmaceutical or for-profit sponsor; 

• None of the 255 results articles completely stated the primary estimand

• 4 attempted to define an estimand but failed to mention one or more aspect

• In 54% of trials, we could not infer the estimand (one or more attribute not 

inferable)

Evidence from published results
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• Total of 255 trials identified

• 162 (64%) had an academic or not-for-profit sponsor; 93 (36%) had a 
pharmaceutical or for-profit sponsor; 

• None of the 255 results articles completely stated the primary estimand

• 4 (2%) attempted to define an estimand but missed one or more attribute

• In 138 (54%) trials, we could not infer the estimand (one or more attribute 
not inferable)

Evidence from published results
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• Could only determine how intercurrent events were handled in 125 (49%) 
trials (N=4 stated strategy, N=121=inferable)

• Where stated or inferable (N=125): 
- 96 (76%) used treatment policy
- 17 (14%) used hypothetical 
- 12 (10%) used composite

Evidence from published results
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In most trials, it was impossible to understand precisely what clinical 
question had been addressed

Different questions can result in different views on treatment benefit,

Encouraging estimands in a handful of protocols 

Evidence from published results
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Different effects → different conclusions

• What was the mean difference in glycated haemoglobin for a once-weekly insulin 
regimen compared to a once-daily regimen…

….if all participants had hypothetically adhered to the treatment regimens and 
not received ancillary treatment? 
-0.18 percentage points (95% CI -0.38 to 0.02, p=0.08) 

…regardless of the amount of randomised treatment or ancillary treatment received? 

-0.09 percentage points (95% CI -0.29 to 0.20, p=0.35) 
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Are you using estimands today? 
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