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• “To be approved for marketing, a drug must 
be safe and effective for its intended use.” 

-PDUFA V Draft Implementation Plan (Feb 2013) 

  
 Premise:  A determination has been made 

based on review of scientific evidence that the 
benefits of the product outweigh the risks 
when used according to the label.  



Scientific Evidence 

• How is scientific evidence defined? 
• Not all scientific evidence is created equal 
• Not everyone will conclude the same thing of the 

same scientific evidence 



Scientific Evidence – how do we define 
it? 

• Section 505(d) of FDCA defines substantial evidence as: 
 “evidence consisting of adequate and well-controlled 

investigations, including clinical investigations, by experts 
qualified by scientific training and experience to evaluate the 
effectiveness of the drug involved, on the basis of which it 
could fairly and responsibly be concluded by such experts that 
the drug will have the effect it purports or is represented to 
have under the conditions of use prescribed, recommended, 
or suggested in the labeling or proposed labeling thereof” 

• Applies to the determination of a drug’s effectiveness.  There 
is no legal standard defining substantial evidence for 
determination of safety. 



Not all Evidence is Created Equal 



Scientific Evidence for Safety 
Determination 

• Pre-clinical 
• Safety studies (tQT, mechanistic) 
• Randomized, controlled clinical trials 
• Spontaneous reporting of post-marketing  

adverse events 
• Case reports/case series 
• Epidemiologic studies 



Same evidence examined ≠ Same 
conclusion reached 









Approaches to Inform Risk 
Communication 

• Internal procedures 
– FDA review template 
– Briefings (Intra/interoffice, regulatory, Center Director) 
– Committees (REMS oversight, Safety First Steering 

Committee) 

• External procedures 
– Drug Safety Oversight Board (federal partners) 
– Advisory Committee Meetings (external scientific experts) 
– Published perspectives  
– Outreach (medical community, patients) 



Benefit-Risk Assessment Framework 
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