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The Big Question: What types of studies, and study results, should compel a scientist 
(or agency) to adopt or advocate for a nutritional intervention?

The Default Answer: A traditional phase III-like comparative randomized clinical trial

The ‘traditional phase III-like RCT’ straw man:

• Randomization is used to enable causal claims to be made about the intervention and response
• Inclusion and exclusion criteria are used to avoid confounding and outlier effects
• Relatively few arms if more than just, e.g., a single active intervention and placebo arm
• Focus is on population-level efficacy (e.g., group differences between, e.g., active and placebo 

arms; use of interpretable, though not unproblematic, population metrics like the number 
needed to treat (NNT) to characterize utility, etc.)

• Relatively few measures taken on each individual to maximize the number of individuals studied



Alternatives include propensity score-based 
comparisons in observational studies; Mendelian 
Randomization studies; etc.
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Limitations of the traditional phase III-like comparative randomized clinical trial:
• Randomization does not guarantee balanced covariate profiles for any one trial (block randomization can mitigate imbalance to a certain extent)
• Inclusion and exclusion criteria limits generalization of the effects of the intervention to a relevant population
• Traditional trials focus on efficacy and not effectiveness (i.e., ‘real world’ deployment utility)
• Limited number and range of measurements on any individual and length of intervention period restrict individual response evaluation (e.g., event rates)
• The ‘average’ effect difference between trial arms is not always a good metric for assessing utility
• Many more criticisms, including those specific to nutrition research, to be discussed during the meeting (e.g., assessment background exposure,  

differences among individuals in background exposure, lack of adherence measures, multiple biologically active forms of some bioactive compounds)

We need more traditional RCTs!

Better designs that may include randomization 
(e.g., adaptive, aggregated N-of-1, bucket and 
umbrella trials, etc.)

Lots of opinions… especially about the role of 
counterfactuals in making causal claims, 
historical precedents, etc.


