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The trial itself is complex, as interim results from this trial were used to examine cardiovascular 
safety for the purpose of drug approval; the trial was primarily designed as a safety trial, and the 
observed drug effect on cardiovascular outcomes was not entirely consistent with the effect 
anticipated (i.e., reduction in macrovascular disease outcomes).  Interpretation of the findings, for 
the purpose of assistance with reaching a regulatory decision, requires input from experts in 
cardiology, and in particular experts with cardiovascular clinical research and cardiovascular 
outcomes trial expertise.  It is anticipated that there will be discussion of the diabetic nephropathy 
findings from the EMPA-REG study. 
 
The trial is not a “typical” diabetes or cardiovascular disease trial that would be conducted for an 
efficacy claim.  The primary purpose of the trial was to assess the drug’s atherosclerotic 
cardiovascular safety.  A secondary objective of the trial was to assess the drug’s efficacy on 
atherosclerotic cardiovascular disease only if safety objective had first been met.  The trial 
reported a beneficial effect on a cardiovascular outcome that is different from a macrovascular 
disease outcome (heart attacks, strokes and cardiovascular deaths resulting from these).  The 
unusual aspect of the trial, the reported findings results and thus the applications, raise issues 
regarding the robustness of the findings that require a public discussion.  Experts with various 
types of cardiology expertise, including heart failure expertise, are needed to weigh in on the trial 
findings, the level of evidence provided by this single trial and the clinical meaningfulness of the 
results.  
 
The various cardiology experts who were invited to attend this meeting have different and varied 
expertise.  Some experts are sub-specialized within the field of cardiology, in macrovascular 
disease (i.e., heart attack, etc.), and others are sub-specialized in heart failure.  Some experts have 
conducted and analyzed large outcomes trials.  These experts understand issues of trial conduct 
and analysis which could impact interpretability of final results.  Some other experts have 
extensive regulatory experience through their service on this or other committees; others are 
familiar with the Agency’s current policy for cardiovascular safety for anti-diabetic drugs.  A 
broad cardiology expertise is needed for this advisory committee meeting to ensure the 
committee’s success. 
 
Dr. Konstam is an expert in heart failure and an expert in conducting clinical trials in heart failure.  
He is familiar with the Agency’s cardiovascular safety guidance for anti-diabetic products and is 
familiar with the regulatory requirements for demonstrating effectiveness of new products.  His 
expertise in all these domains will be called upon at this meeting and will help to ensure a 
successful and productive advisory committee meeting.  In the interest of public health it is critical 
for the agency to review products that can potentially provide treatment for patients with diabetes 
that have an increased cardiovascular risk.  A large percentage of older adults with diabetes die 
from some form of heart disease.  Adults with diabetes are more likely to have heart disease than 
adults without diabetes.  Dr. Konstam’s knowledge in the area of cardiology and heart failure will 
provide necessary expertise for this important discussion. 
  
Accordingly, I recommend that you grant a waiver for Dr. Marvin Konstam, a  temporary voting 
member of the Endocrinologic and Metabolic Drugs Advisory Committee, from the conflict of 
interest prohibitions of 18 U.S.C. § 208(a). 
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Certification: 
 
___x_____  The individual may participate, pursuant to 18 U.S.C. 208(b)(3) – The need for the 

individual’s services outweighs the potential for a conflict of interest created by the 
financial interest involved. 

 
 
Limitations on the Regular Government Employee’s or Special Government Employee’s  
Ability to Act: 
 
   Non-voting 
 
 
________  Other (specify): 
 

   
 
 

________   Denied – The individual may not participate. 
 
     
 /S/      6/17/2016   

Jill Hartzler Warner, J.D.    Date 
Associate Commissioner for Special  
Medical Programs  




