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The  use of placebo: 
a major challenge for CNS drug development 

In recent trials, the difference in efficacy between active treatments and 
placebo has tended to be smaller than the differences seen in the past. 
This has contributed to the increasing failure of registration trials and has 
raised ethical concerns. 



Placebo effects 

Placebo effects (PEs) are a natural 
phenomenon and cannot be avoided 
completely in clinical trials. However, 
accounting for the PE via mixed effects 
modelling approaches could reduce 
bias in quantifying the overall effect 
size of the drug treatment.  
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The European Guideline  

From a regulatory point of 
view, assay sensitivity cannot 
be guaranteed even in well 
designed and conducted 
trials if a placebo arm is not 
included. 



Patients’ safety in placebo controlled trials 

 Predefined escape criteria 
 Rescue medication 
 Stopping rules 
 Stringent follow up  



Short term studies vs long term studies 

The benefits of using a placebo arm will generally override any 
ethical reservations in short term controlled efficacy trials. A 
placebo arm can still be possible and appropriate in long term 
studies if a randomized withdrawal design is applied to 
demonstrate maintenance of effect. 



Factors affecting the level of placebo response 

New experimental designs, which control both patients 
characteristics and trial design factors, are being tested to verify 
if the likelihood to detect antipsychotic effect could be increased. 



A common effort  

A common effort is needed among all stakeholders which are 
involved in the drug development process and strategy to collaborate 
to optimize trial design in order to increase its efficiency, in terms of 
reducing the number of patients needed and reducing the placebo 
response rate with clear positive ethical implications. 
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