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Barriers to Evaluating Clinical Trials 

• Missing studies 
 

• Disappearing subjects 
 

• Changing outcomes 
 

• Misrepresentation of results 
 

• Misconduct and fraud 
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33 Animals Who Are Extremely 
Disappointed in You 

“…is a work of literature. I’m totally not joking…. [the author] 
spent like 15 hours finding images of animals that would express 
the particular palette of human emotion he was going for and 
wrote really witty captions for them.”  --Ben Smith, Buzzfeed 



 



 



 



 



 



 



 



 





 



 



 



Burning questions 
• What really happened? 
• Who did the fabrication? Few bad eggs, or institutional? 
• When did the fabrication happen? Why did it go on for so 

long? 
• Where did the fabrication happen? Just Houston, or more 

widespread? 
• Why did the fabrication happen? 
• Which tests were affected? 
• Which drug companies have to redo these tests? 
• Which drugs were affected? Are they on the market? 
• What did FDA do w/r/t affected drugs? 
 



Freedom of Information Act (5 USC §552) 

Scope: executive branch (with some exceptions) 
Exemptions cover: 

Ex 1: Classified material 
Ex 2:  Internal personnel rules 
Ex 3: Protected by law 
Ex 4: Confidential commercial information 
Ex 5: Predecisional information 
Ex 6: Personal privacy 
Ex 7: Certain law-enforcement records 
Ex 8 & 9: Certain records pertaining to banks and oil 

wells 
 



FDA and fraud 

• FOIA documents           
 



 





 



FDA and fraud 

• FOIA documents  X 
• Court documents 

 



 



 



 



 



 



 



 



 



FDA and fraud 

• FOIA documents 
• Court documents with FDA approval docs      

 



 





FDA and fraud 

• FOIA documents 
• Court documents with FDA approval docs    

          Clinicaltrials.gov  
          EMA approval docs 
          published protocols  

 



 





FDA and fraud 

• FOIA documents 
• Court documents with FDA approval docs    

          Clinicaltrials.gov  
          EMA approval docs 
          published protocols  

• EMA documents with FDA documents 







 



 



From inspections to literature 

1: find OAI-rated inspections 
2: figure out which trials were associated with 

those OAI-rated inspections 
3: find which publications were based upon 

those trials 
4: determine the degree to which the literature 

reflects the problems that led to the OAI 
rating          
 



 



FDA and fraud 

• Insp. Documents with FDA approval docs 
         clinicaltrials.gov 
         peer-reviewed lit. 
         published protocols 
         CVs 
         EMA docs  

         
 



The Journal of Thoracic and Cardiovascular Surgery 
v. 144, no. 2, pp. 377-382. 





Investigative Ophthalmology & Visual Science, August 2001, v.52, no.9, pp. 
616--6173 
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From: Research Misconduct Identified by the US Food and Drug Administration:  Out of Sight, Out of Mind, Out 
of the Peer-Reviewed Literature 
JAMA Intern Med. 2015;175(4):567-577. doi:10.1001/jamainternmed.2014.7774 













Fraud in published clinical trials? 

• We found hundreds of OAI inspections, and 
hundreds of cases of fraud in clinical trials 

• We identified 78 publications associated with 
those clinical trials  

• Of those 78 publications, 3 had any mention 
of the fraud in the text, as a retraction, a 
correction, or an expression of concern 



Novel anticoagulants 

Rivaroxaban (Xarelto) 
  
 RECORD 1: 3 of 13 (23%) audited sites OAI/unreliable 
 RECORD 2: 4 of 10 (40%) 
 RECORD 3: 1 of 5 (20%) 
 RECORD 4: 8 of 16 (50%) 
  (Entire RECORD 4 study deemed unreliable by FDA) 

 
  



Novel anticoagulants 
Apixaban (Eliquis) 
 
 ARISTOTLE 
  Fraud in China; suspected widespread 
  
  Site 1200: evidence of alteration of records prior to 

 inspection 
  
  FDA recommended exclusion of 24 of 36 Chinese sites 

 from analysis 
 
  With exclusion of site 1200, improvement in all-cause 

mortality not statistically significant. 
  



Novel anticoagulants 
Dabigatran (Pradaxa) 
 RE-LY: 
 
   



Fraud in published clinical trials? 

• We found hundreds of OAI inspections, and 
hundreds of cases of fraud in clinical trials 

• We identified 78 publications associated with 
those clinical trials  

• Of those 78 publications, 3 had any mention 
of the fraud in the text, as a retraction, a 
correction, or an expression of concern 

• Serious, known, misconduct is usually going 
unreported in the literature! 



15 months later: How many 
corrections/EoCs/retractions? 

0 



 



 



17 months later: How many 
corrections/EoCs/retractions? 

0 
For every fraud action, there is an equal 
and inapposite inaction…. 
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Fraud on the label 

 



Fraud on the label 
Apixaban (Eliquis) 
 
 All-cause mortality: 
  All sites included:  p = 0.0465 
  Site 1200 excluded: p = 0.0565 
  W/O 24 China sites: p = 0.0379 
  





 







“…” 

What has FDA said about drugs tested 
by GVK Biosciences? 
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