
 
 
 

 
July 12, 2010 

 
Via Electronic Transmission  
 
The Honorable Margaret A. Hamburg  
Commissioner  
U.S. Food and Drug Administration  
White Oak Building 1 
10903 New Hampshire Avenue  
Silver Spring, MD 20993  
 
 
Dear Commissioner Hamburg:  
 

As Chairman and Ranking Member of the United States Senate Committee on 
Finance (Committee), we have a special responsibility to protect the health of the 
approximately 100 million Americans who receive health care through the Medicare 
and/or Medicaid programs, as well as to ensure that taxpayer and beneficiary dollars are 
appropriately spent on safe and effective drugs and devices.  These responsibilities 
include overseeing the U.S. Food and Drug Administration (FDA) whose mission is, 
among other things, to protect the public health by assuring the safety, efficacy, and 
security of our nation’s drug supply.  

 
 We would like to update you about our concerns regarding Avandia, a drug 
marketed by GlaxoSmithKline (GSK) to treat diabetes.  As part of our oversight duties, 
we have requested documents from GSK that may shed light on safety and efficacy 
concerns with Avandia.  Our staff reviewed those internal GSK documents and found the 
following: 
 

 GSK apparently failed to publish studies in a timely manner that 
found problems with Avandia 

 
 Avandia was part of GSK’s ghostwriting program  

 
In the following pages, we have provided further information on these topics for your 
review and consideration.  We have also attached pertinent documents for FDA’s review.  
 

GSK APPARENTLY FAILED TO PUBLISH STUDIES THAT FOUND 
PROBLEMS WITH AVANDIA 

 
As far back as 2000, internal emails show that GSK executives sought to 

downplay scientific findings, which raised questions about the safety of Avandia.  For 
example, in an internal email sent on October 23, 2000, a GSK executive sought to 
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downplay the fact that Avandia gave a worse lipid profile1 than the competitor, ACTOS.  
At the time, GSK executives were concerned about a GSK study of ACTOS, called Study 
175.  In that email, a GSK executive wrote, “This was done for the US business, way 
under the radar and we lost in terms of LDL and Tgs….Per Sr. Mgmt request, these data 
should not see the light of day to anyone outside of GSK.”  [ATTACHMENT A] 
 

In another email sent on July 6, 2001, GSK executives discussed not wanting to 
do a head to head trial between Avandia and ACTOS because of Study 175.  In that 
email, a GSK executive wrote, “I agree that there is no benefit in doing a head to head 
study with [ACTOS] as the best result would be equivalence.”  [ATTACHMENT B]  We 
have attached a copy of Study 175 for your review. [ATTACHMENT C] 
 

We are concerned that Study 175 was not turned over to the FDA in a timely 
manner.  A deputy director at the FDA Office of Drug Safety was asked whether it would 
“have been important…to know that in 2001 GlaxoSmithKline found that they lost 
against its competitor Actos” and responded: 

 
…any information pertaining to a serious adverse event, such as 
myocardial infarction, and especially death, is a high alert for any safety 
officer at the FDA.  So any information, including something like this, 
because the lipid profile go to some biological mechanism by which 
maybe one drug may have more safety –adverse event than another within 
the same drug class, it would be extreme important information for 
someone in my position to consider.[sic] [ATTACHMENT D] 

 
 On a separate occasion, GSK executives discussed, in email, whether to publish 
two GSK studies that also found problems with Avandia.  In an email sent on July 20, 
2001, a GSK executive responded, “Not a chance.  These put Avnadia [sic] in quite a 
negative light when folks look at the response of the [Avandia] arm.  It is a dificult [sic] 
story to tell and we would hope that these do not see the light of day.  We have already 
published the better studies.”  [ATTACHMENT E] 
 
 Finally, GSK told Committee investigators that GSK examined Avandia for heart 
attack risk in 2001.  GSK told Committee investigators that they never provided this 
document to FDA, but they did provide the underlying data to FDA.  We have attached 
that 2001 report to this letter, in case the information may prove important to the FDA. 
[ATTACHMENT F] 
 

 
 
 
 
 
 
 

                                                 
1 According to the Mayo Clinic: It's important to keep your cholesterol levels within healthy limits. And if 
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AVANDIA WAS PART OF GSK’S GHOSTWRITING PROGRAM 
 

As reported by the Associated Press, GSK created a “sophisticated ghostwriting 
program to promote its antidepressant Paxil.”   GSK called this program CASPPER.2  
Avandia was also part of GSK’s CASPPER program and GSK created at least one 
ghostwritten article for an academic.  While this behavior is not illegal, we would like to 
apprise you of what we found.  In an internal GSK memo written on September 13, 2000, 
GSK explained the value of CASPPER.  According to the document: 

 
CASPPER provides you the ability to offer assistance in the preparation and 
publication of case studies and other short communications relevant to the clinical 
use of Avandia….Your participation can help establish or enhance your 
relationships with your physicians or other healthcare professionals.  
[ATTACHMENT G] 

 
 Other documents show that GSK prepared at least one ghostwritten  manuscript.  
For example, in an email sent on August 13, 2001, a GSK employee wrote, “[S]ee 
attached manuscript that has been ghost written for Haffner.”  Further down, the email 
continued, “Please find attached the Haffner manuscript….The manuscript is currently in 
a rough format that has not gone to the author yet.”  [ATTACHMENT H]   
 
 We have attached several drafts of the ghostwritten document for FDA to review, 
a draft of a letter with the study that is addressed to the journal Circulation, and copy of 
the study that was published in July 2002 in the journal Circulation.  [ATTACHMENT I] 
 

We appreciate your review of these documents.  If you have any questions, please 
do not hesitate to contact Christopher Law of Senator Baucus’s staff or Paul Thacker of 
Senator Grassley’s staff at (202) 224-4515. 
  
 

Sincerely, 
 

                                     
                    Max Baucus                                                Charles E. Grassley 
                      Chairman         Ranking Member                    
 
 
 
Attachments 

                                                 
2 Perrone, Matthew, “Glaxo Used Ghostwriting Program to Promote Paxil,” Associated Press, August 19, 
2009. 

































Videotaped Deposition of Rosemary Johann-Liang, M.D. 
Rockville, Maryland 

May 26, 2010 


























































































































































































































































































