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• The primary endpoint should be decided primarily based 
on clinical and patient-centered, not statistical, 
considerations. 

• There is a temptation to consult with the statistician to 
retrofit selection of endpoints and of their clinically 
meaningful change based on anticipated power

• Or worse to ask statisticians to justify (provide excuses) 
for the selection of an outcome and “suitable” clinically 
meaningful change, often implausible sample size 
calculations (e.g. implausibly large effect, or implausibly 
wide non-inferiority margin). 
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Some types of clinical trials, e.g. non-
inferiority designs, almost always favor the 
sponsor:

Among trials published in 2011, 55/57 of non-inferiority 
trials with head to head comparisons sponsored by the 
industry demonstrated non-inferiority
Success rate > 96%

Flacco et al. JCE 2015
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• May point to already existing patient-centered endpoints that 
have been previously validated and where there is already 
documentation and validation of clinically meaningful changes

• May point to existing endpoints that have not been validated 
and thus should be avoided (unless they can be validated and 
justified for the specific trial being designed)

• Discuss the potential for measurement error in different 
outcomes and how these may erode treatment effects

• Discuss the potential for missing data in different outcomes 
and measurements

• Discuss the need, pros and cons of having more than one 
primary endpoints and/or composite endpoints 
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trial

Assess what endpoints have been used in which trials

Examine treatment effects recorded

Perform synthesis of data on treatment effects

Determine the need for a new trial and if so with what 
outcomes
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Patient-
relevant 
outcomes are 
usually 
understudied

Chronic lung disease in 
preterm infants reported in 
only 320/1041 trials
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• Proper discussion of potential effects of blinding of 
patients and of providers on the primary endpoint and 
relevant pros and cons. 

• Pragmatism versus protection from bias.

• Ensuring detailed, pre-registered statistical analysis plan, 
taking into account any adjustments or peculiarities in  
chosen endpoint and trying to anticipate potential 
problems.

• Design and reporting according to accepted standards, 
e.g. new SPIRIT and CONSORT guidelines.
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• Considering the conduct of other previous, concurrent, or 
future planned trials

• Any plans for integration of the evidence across multiple 
trials 

• Harmonization or standardization of trial endpoints and 
other trial processes
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