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The Pharmaceutical Industry  

 Of the 196 new chemical entities approved by the FDA 
between 1981 and 1990, 92% were developed by the 
pharmaceutical industry ($6B budget) 

 Advanced significantly our scientific knowledge 

 Increased life span  

 $ for tx of diseases in developing countries 

 Huge research budgets 



A Bedtime Story : Awareness  

Frequency of Anesthesia in the US: 
 21 Million per year in NA 

Incidence of Awareness: 
 1-2 per 1000? (define, measure) 

Outcomes: 
 Psychological (immediate, delayed) 

Solutions: 
 Old (HR, BP) 
 New  (BIS) 



Depth-of-Anesthesia Monitor: BIS 

“The global market leader is the bispectral 
index system (BIS, Aspect Medical Systems), which 
relies on a proprietary algorithm for processing 
an EEG and alerts the anesthesiologist 
if the depth of anesthesia is inadequate.” 



Hundreds of Aspect Supported Trials ! 



Non Industry Supported Trial  



 No reproduction the results of previous studies 
that reported lower anesthesia awareness with 
BIS monitoring,  

 Awareness occurred even when BIS values 
within the target ranges.  

 Findings do not support routine BIS monitoring 
as part of standard anesthesia practice. 

Non Industry Supported Trial  



The stock Market…. 



Is this a Unique case?  





Financial ties and concordance between 
results and conclusions in meta-analyses: 

Yank, Rennie, Bero, BMJ, 2007;335;1202-1205 

Objective: To determine whether financial ties to one drug 
company are associated with favorable results or 
conclusions in meta-analyses on antihypertensive drugs. 

Setting: Meta-analyses: published up to December 2004 

Outcome measures: The main outcomes were the 
results and conclusions of meta-analyses, with both 
outcomes separately categorized as being favorable or 
not favorable towards the study drug.  



Financial ties and concordance between 
results and conclusions in meta-analyses: 

Yank, Rennie, Bero, BMJ, 2007;335;1202-1205 

•  40% of all studies (124) had financial ties to a drug 
company. 

• Multiple logistic regression analyses showed that  
one drug company remained more likely to report 
favorable conclusions (5.11, 1.54 - 16.92). 

• 37% of drug company articles had a poor 
concordance between results and conclusions (as 
compared to 0% of non profit) 



Any Other Studies? 
Djulbegovic B, et al. The uncertainty principle and industry-sponsored research. 
Lancet 2000; 356: 635–38. 
(136 trials in multiple myeloma found that more than 75% of IST reported results 
that favoured the new therapy over standard therapy) 

Davidson RA. Source of funding and outcome of clinical trials. J Gen Intern Med 
1986; 1: 155–58. 
(pharmaceutical company were about three times more likely to report in favour 
of the experimental therapy) 

Cho MK, Bero LA. The quality of drug studies published in symposium 
proceedings. Ann Intern Med 1996; 124: 485–89. 
(trials with drug company support were much more likely to report in favour of 
the experimental therapy, 98% vs 79%). 

Friedberg et al.. Evaluation of conflict of interest in economic analyses of 
new drugs used in oncology. JAMA 1999; 282: 1453-7. 
(only 5% of industry-supported analyses reported unfavorable conclusions 
compared with 38% of not-for-profit sponsored studies) 



Why is this 
Happening? 

Publication issues?  



Lapses at the New England 
Journal of Medicine 

Richard Smith 
Former Editor of the BMJ, 

Journal of the Royal Society of Medicine, 
2006;99:3801-1 

But surely the medical 
journals are protecting us? 



NEJM: The Recent Editorial 
History  



NEJM: The Recent Editorial 
History  

• Jeff Drazen, had had financial connections with 21 drug 
companies between 1994 and 2000 

• Drug advertisement profits to NEJM (and other) 

• The Vioxx scandal (Drazen knew about the death in 2001), 
letter to the editor rejected. 

• Publication of the error that was made after a consultation 
by a PR consultant input  

Armstrong D. Bitter pill: how the New England Journal missed warning 
signs on Vioxx. Wall Street Journal 2006 May 15:A1 
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“Journals have devolved into information laundering 
operations for the pharmaceutical industry”, 

    Richard Horton, editor of the 
    Lancet, in March 2004 



How are we going to 
fix this? 





There is Hope (JAMA) 
Maybe  



So how are we going to fix this? 
• Appropriate controls 

 Control dosing issues 
 External validity (age, gender, SES) 

• Surrogate endpoints  
 Short term vs Long term  
 Clinically relevant 

• The role of academic CROs 

• Tight control of study data, analysis, and interpretation 
by the commercial sponsor is undesirable 

• independent data and safety monitoring committee 



Relative Risk Reduction 

Absolute Risk 
Reduction (1%) 

$13B 



Absolute Risk Reduction= (3 – 2) =  1% 

Sever et al; “ASCOT”  Lancet 2003; 361: 1149 

HR = “Hazard Ratio”;  

similar to”Risk Ratio”;  

Relative Risk Reduction: 

1.0 – 0.64 = 0.36 (36%) 

n = 9814 

Lipitor vs. placebo MI incidence 

NNT: 100 over 3 years 

(to benefit 1 MI) 



"What if you put 250 people in a room and told them they  
would each pay $1,000 a year  for a drug they would have to 
 take every day, that many would get diarrhea and muscle  
 pain, and that 249 would have no benefit? And that they  
could do just as well by  exercising? How many would take  
that?"  

 Dr. Jerome R. Hoffman







So how are we going to fix this? 

• independent data and safety monitoring 
committee 

• Publication issues and control 

• Disclosure of all interests 



Myth:  
You should believe everything you read in a 

medical journal. 
     
    Reality:  

Life is not that simple. 


