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1. [bookmark: _GoBack]Suppose I am interested in the direct effect of a proposed Alzheimer’s Disease drug on cognitive outcomes (measured by MMSE) not mediated by brain amyloid level.  I have an RCT randomly assigning the drug; assume adherence to random assignment was perfect.  To estimate my direct effect, I first regress MMSE on randomly assigned treatment arm (the coefficient for treatment arm is β .  I next regress MMSE on treatment arm and my measure of brain amyloid (the coefficient for treatment arm in this model is α).  How can I estimate:

The total effect of the drug on MMSE?
The direct effect of the drug on MMSE not mediated by amyloid?
The indirect effect of the drug on MMSE mediated by amyloid?


2. What assumptions do I need to estimate the direct and indirect effects above using your proposed approach?  










3. Do you consider these assumptions plausible? 




 
