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           May 25, 2010 
Margaret A. Hamburg, M.D., Commissioner  
Food and Drug Administration 
Department of Health and Human Services 
WO 2200 
10903 New Hampshire Avenue 
Silver Spring, MD, 20993 
 
Dear Dr. Hamburg, 
 
I have learned about the Thiazolidinedione Intervention in Vitamin D Evaluation (TIDE) trial from Dr. Sidney 
Wolfe, Director of Public Citizen’s Health Research Group, and Dr. David N. Juurlink, of the Institute for Clinical 
Evaluative Sciences in Toronto, Ontario. I agree with Drs. Wolfe and Juurlink that this trial is unethical and I 
join them in urging the FDA to stop the trial. 
 
I agree with the reasons adduced by Drs. Juurlink and Wolfe for halting the trial: 1) accumulating evidence of 
the increased dangers of rosiglitazone (Avandia) relative to pioglitazone (Actos) and in comparison to older, 
standard oral treatments for diabetes; and 2) advice by the American Diabetes Association and the European 
Diabetes Association, based on unanimous consensus group findings, that rosiglitazone not be used. 
 
This study violates principles in every guidance document in research ethics. The Belmont Report, issued by 
the National Commission in 1979 clearly states the principle in research “to maximize possible benefits and 
minimize possible harms” (beneficence). One objective of the TIDE study is precisely to see how much more 
harm one drug causes than another drug.  This is not minimizing harms. It is deliberately harming subjects of 
research. Presumably, if the study shows that rosiglitazone causes too much harm, the FDA will determine that 
it should be taken off the market. But if it shows some harm, but not much more than its comparators, there will 
be possible benefit—but only to the pharmaceutical manufacturer. 
 
Although the FDA has abandoned reliance on the Declaration of Helsinki for ethical guidance in the conduct of 
research, others in the global research community have not. Paragraph 20 of the 2008 Declaration says: 
“Physicians may not participate in a research study involving human subjects unless they are confident that the 
risks involved have been adequately assessed and can be satisfactorily managed.” Who are the physicians 
who embarked on this study with the drug’s known harmful effects?  How could an IRB approve such a study? 
And why would any patients agree to participate, especially if they have been properly informed about the 
advice of the American and European Diabetes Associations? Or have they? 
 
In light of the FDA’s newly announced Transparency Initiative, the agency should publicize the details of this 
trial, along with an explanation of why it is considered ethically justified in light of the known and predictable 
harm rosiglitazone causes.  Better yet, stop the trial now and explain later. 
 
Sincerely, 

 
Ruth Macklin, PhD                 Cc:  Sidney M. Wolfe, MD 
                      R. Alta Charo, JD 
          


