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Conflict of interest: What is it? 

• Circumstances that create a risk that 
professional judgments or actions 
regarding a primary interest will be 
unduly influenced by a secondary 
interest 

• A risk--not necessarily the existence of 
biased judgment or action 

• It’s real – not potential 



What did you say!? 

• Conflict of interest 

• Competing interest 

• Vested interest 

• Financial ties 

• Non-financial ties 

• Anything to disclose? 





 Why do we care about COI? 

• Industry funding for 
research, education is 
substantial 

• A growing number of 
clinicians also have 
personal financial ties to 
their sponsors 

• Financial ties = conflicts of 
interest 

• COI associated with bias 



Robertson J, Moynihan R, Walkom E, Bero L, Henry D (2009) Mandatory Disclosure of Pharmaceutical 

Industry-Funded Events for Health Professionals. PLoS Med 6(11): e1000128.  



Why do we care about bias? 

• Empirical evidence of bias 

– Research 

– Guidelines / recommendations 

– Prescribing / purchasing decisions 

• Multiplicative effect in medical literature … and 
elsewhere 

• Erodes evidence-base for health care decisions 

• We may “do no good” or “more harm than 
good” 



Guidelines expand the number of 
people eligible for treatment 

• US diagnostic guidelines published 2000-2013  

• 16 publications on 14 conditions – 10 
widened the definitions of disease 

• Among 14 panels with financial disclosures – 
on average, 75% of panel members had 
industry ties; twelve were chaired by people 
with ties 



2013 Adult Treatment Panel IIII  

• New guidelines will “increase the number of 
healthy people for whom statins are recommended 
by nearly 70%” 

• J Abramson and R Redberg, NYT, Nov 13, 2013 

• Under the new guidelines, 56 million Americans 
ages 40-75 are eligible to consider a statin; 43 
million were under the old advice. Both numbers 

include 25 million taking statins now. 

 

 



5 pages of financial disclosures: 7 conflicted, 8 not conflicted panel 
members 



Case: Guideline Panel member… 

• Has been paid by a relevant company to attend the 
meeting, meeting not industry sponsored 
 

• Receives consulting fees from companies whose 
products will be considered for guideline (1 vs 15) 
 

• Is co-author on almost every published trial of the 
products, funded by manufacturer 
 

• Submitted a negative disclosure, but panel staff 
happens to notice disclosures of relevant financial 
ties in publically available databases 



 
 

 

Variable Favorable Results 

Odds ratio (CI) 

Favorable 

Conclusion 

Odds ratio (CI) 

Financial ties with 

one drug company 

0.99 

(0.44-2.23) 

5.11 

(1.54-16.92) 

Methodology 1.16 

(1.06-1.27) 

1.07 

(0.97-1.19) 

124 meta-analyses evaluating antihypertensive medicines 
in non-pregnant adults  



Case: A systematic review 

• A proposed systematic review is to be funded by a 
government agency.  The review could recommend 
pharmacological treatments.   

• One author of the systematic review has financial 
ties (honoraria, research funding) with a company 
that makes one of the considered pharmacological 
treatments. 

• One author has only research funding (has been a PI 
on trials funded by the company) 

• The review has 2 additional authors with no 
conflicts. 



Industry sponsorship and research outcome.  Lundh, et al.  Cochrane Library, 2012 

Empirical evidence: Funding bias 



Which statin is better? 
… the one made by the company that funded the study 
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Case: Trialist, Dr. Jane Dough 
• Invented an insulin delivery system (drug) 

• Founder of Gluco-gone which has an exclusive license 
for the drug 

– 55% of stock, 0$ 

– $5000 honoraria annually 

– $40,000 consulting fee 

• Gluco-gone partners with venture capital group and 
Diabetes Society 

– Dr. Dough on Education Committee of Diabetes 
Society, 0$ 

• Gluco-gone funds a multi-center RCT of drug, Dr. 
Dough is a Principal Investigator 

 



 So what is going on? 

     

     Question 

Population 

Methods 

Conduct 

Publication 

Odierna DH , Forsyth SR, White J, Bero LA (2013): The Cycle of Bias in Health Research: A Framework and Toolbox 

for Critical Appraisal Training, Accountability in Research: Policies and Quality Assurance, 20:2,127-141 



 “Reporting Bias” 

Selective reporting of an entire study (“publication 
bias”) 

 

Selective reporting of outcomes (“selective 
outcome reporting”) 

 

Selective reporting of analyses (“selective analysis 
bias”) 



Are all the data submitted to the FDA 
published? 

 

Examined all approved new drug applications 
(NDAs) for new molecular entities (NMEs) from 
2001-2002 and all published clinical trials 
corresponding to the efficacy trials referred to 
within the NDAs.  

 

33 NDAs with 164 trials  

(1 – 13 efficacy trials per NDA) 
 

 

 



 Of 164 Trials submitted in NDAs… 

PUBLISHED within 5 years: 78% (128) 

 

OF 33 NDAs…. 

ALL trials published: 52 % (17) 

NO trials published:  2 (with a total of 5 trials)  
 

Rising, K, Bacchetti, P, and Bero, L. Reporting bias in drug trials submitted to the Food 

and Drug Administration . PLoS Medicine, 2008; 5 (11) e217 

doi:10.1371/journal.pmed.0050217. 

 

 



Papers include more outcomes 
favoring the test drug 

• Outcomes were omitted from papers 

– Of 179 primary outcomes reported in NDAs, 41 
did not appear in any papers 

• 5 outcomes changed statistical significance 

• Outcomes appeared in papers 

– PLUS 15 additional outcomes that favored the 
test drug 

– PLUS 2 other neutral outcomes 



‘Downstream’ effects of reporting bias 
Over-estimation of treatment efficacy  

&  

Under-estimation of drug harms  

 

 

Systematic reviews & meta-analyses  

 

 

Policymakers’ decisions & clinical guidelines 

 

 

Patient care  



Effect of unpublished FDA data on meta-analytic 
estimates for drug efficacy in RCTs 

Hart, B, Lundh, A and Bero, L. The effect of reporting bias on meta-analyses of drug trials: Re-analysis of meta-

analyses.  BMJ, 2011;343:d7202. doi: 10.1136/bmj.d7202 

 

Drug class # of Meta-
Analyses 

# of Meta-
Analyses with 
no change in 

meta-analytic 
estimate for 
drug efficacy 

Meta-Analyses with an 
INCREASE in meta-analytic 
estimate for drug efficacy 

Meta-Analyses with an 
DECREASE in meta-analytic 
estimate for drug efficacy 

# of meta-
analyses 

Range of 
Increase 

# of meta-
analyses 

Range of 
Decrease 

Migraine 19 2 9  2% to 37% 8 1% to 25% 

Antipsychotic 3 - 1 166% 2 24% to 53% 

Dementia/ 
Alzheimer’s 

2 - - - 2 22% to 24% 

Anti-
hypertensive 

7 1 3 8% to 37% 3 2% to 24% 

Antibiotics 2 - 1 4% 1 11% 

Topical Anti-
inflammatory 

8 - 5 3% to 109% 3 5% to 23% 

TOTAL 41 3 19 2% to 166% 19 1% to 53% 



 What have we learned from 
drug industry documents? 

• Drug Industry Document Archive (DIDA)  

• http://dida.library.ucsf.edu  

 

 

 

 
The Promotion of Gabapentin:  An Analysis of Internal Industry Documents. Ann Int Med 2006 

Michael A. Steinman, MD, Lisa A. Bero, PhD, Mary-Margaret Chren, MD, C. Seth Landefeld, MD 

 

Research and scientific publication are part of the 
pharmaceutical industry’s marketing strategy 

http://dida.library.ucsf.edu/


“Publication strategy” 

• Goal:  to use research not as a means to 
gain FDA approval for new indications 
but “to disseminate the information as 
widely as possible through the world’s 
medical literature”  







Vedula, S, Bero, L, Scherer, R, Dickersin, K.  Outcome reporting in industry-sponsored trials of Gabapentin for off-label use.  New 

England Journal of Medicine, 2009; 361(20): 1963-1971. 

 



• Uncontrolled open-label study; gabapentin titrated up to 
3600 mg/day (twice the maximum FDA-approved limit) 

• 700 physicians enrolled 2100 patients 

• Published report: “examined the effectiveness of 
gabapentin” in this dose range 

Seeding Trials 



 



Case:  You don't know… 

• You have been invited to give a presentation 
at a medical society meeting.  The topic is 
quality use of medicines. 

• When you arrive, you are informed that the 
session in which you are speaking (including 
your honorarium) and the following lunch 
are sponsored by a single drug company. 



 “Medical education drives 
this market!!” 



 Target audience 

• “Thought leaders,” “key influencers,” and 
“movers and shakers”  

• Residents 
– “in order to influence physicians from the 

bottom up” and “to solidify Parke-Davis’ role in 
the resident’s mind as he/she evolves into a 
practicing physician.” 



TOPICS 

•Applying Evidence-Based Medicine to Clinical 

Practice 

•Understanding Statistical vs Clinical 

Significance 

•Understanding Absolute Risk, Relative Risk, and 

NNT in Research and Practice 

•Association vs Causation 



Case: The enterprising students 

• 2 students working at different institutions develop 
a hand held diagnostic device for use in the field 

• They copyright the software, file for a patent for 
the device, and form a company to market the 
device 

• They each own 50% of the company = 0$ 

• Propose a multi-site study to collect data on the 
sensitivity and specificity of the device – they will 
be Co-Principal Investigators and collect the data 



Clinical Practice 

What we say is not the same as 
what we do! 
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Gabapentin:  “indicators of success” 



What do we do about conflicts 
of interest? 

Ban           Manage          Disclose 



Reviewing Conflicts 

• Disclose to institution 

– Who, what, when, how much, how often? 

• Review by institution 

– COI committee? 

• Is there a conflict? 

• Management strategy 

• Monitoring / enforcement of management 
strategy 

 



Why a committee? 
• “What are the problems of having financial 

relationships with sponsors?  This should not be an 
issue to even discuss.  If the investigators decide to 
take on a project with any sponsors or a sponsor is 
willing to fund a project, that is a FAVOR to the 
university.” 

• “I recognize that I am in conflict, but believe that I can 
handle it.  If I couldn’t handle the conflict, I wouldn’t 
have gotten involved.” 

• “There is no conflict.  I am the best one to determine 
if there is a conflict.” 

• “I can manage the conflict.” 
Lipton, S, Boyd, E, and Bero, LA.  Conflicts of interest in research:  Policies, processes 

and attitudes,  Accountability in Research 2004; 11: 83-102. 



Committee Members 

• Diverse backgrounds / continuity 
• Decisions to be made are: 1) Is this a 

significant conflict that requires 
management? 2) If yes, what is the 
management strategy? 

• Appeal process:  Individuals are allowed 
to appeal and appear in person at a 
later meeting.   

 



Factors considered to manage COI 
• Length or nature of involvement with sponsor, 

number of relationships 

• Type of sponsor  

• Separation between sponsored project and 
investigator’s paid activities 

• Risks to human subjects 

• Risk of bias 

• Culture of the institution 

Boyd, Lipton and Bero.  

Health Affairs,  2004  



Clinical Practice Guidelines 

•Sources of bias: 

Commercial sponsorship of guideline 
development 

Conflicts of interest among guideline 
committee members 

Conflicts of interest for underlying 
evidence review 

Norris, SL, Burda, BU, Holmer, HK, Ogden, LA, Fu, R, Bero, L, Schunemann, H and Deyo, R. J Clin Epidemiol. 

2012 Jul; 65(7):725-33. 

 



Risk Model 
1)  Commercial Sponsorship + Financial Ties  High Risk 
 Management: Prohibited 

2)  Commercial Sponsorship + No Financial Ties  
Moderate Risk  Management: Firewalls/General Fund 

3)  No Commercial Sponsorship + Financial Ties  
Moderate Risk  Management: Balance of 
views/documentation of process 

4)  No Commercial Sponsorship + No Financial Ties  Low 
Risk  Management: None  IDEAL   

 
Boyd, EA, and Bero, LA.  Health Research Policy and Systems, 2006; 4: 16 doi: 10.1186/1478-4505-4-16.  

 



Strategies to eliminate conflicts 

– Resign from work with company 

– Resign from primary activity (PI, 
committee membership)  

– Eliminate all financial ties (clinical trials 
and systematic reviews) 

– Identify committee members without COI 

– Committee  chair to have no COI 



Strategies to mitigate conflicts 

– Publicly disclose financial interests 

– Reduce the COI (eg, equity holding to 
under 5%) 

– Clearly separate research from paid 
consulting activities 

– Oversight committee 

– Recusal from decisions  



What do we know about 
disclosure? 

• Most frequently used strategy to “manage” 
financial conflicts of interest 

• Difficult to enforce / is not done 

• Does not prevent bias in research 

• Makes those giving advice more biased 

• Makes readers more critical 

• Necessary but not sufficient 



Too much…… 



Too little…. 

From a guideline: 

 

"Actual competing interests:  None 

Declarations of potential interests only 
available on request." 
 
 



What can we do? 

• Clinical Trial Registries / Data access 
• Journal policies 
• Guideline and review methods 
• New models for funding 
• Institutional COI policies 
• Beware of bias!  

– Lenzer and Brownlee list - 
http://www.healthnewsreview.org/list-of-
independent-experts.php 

– Training 

http://www.healthnewsreview.org/list-of-independent-experts.php
http://www.healthnewsreview.org/list-of-independent-experts.php
http://www.healthnewsreview.org/list-of-independent-experts.php
http://www.healthnewsreview.org/list-of-independent-experts.php
http://www.healthnewsreview.org/list-of-independent-experts.php
http://www.healthnewsreview.org/list-of-independent-experts.php
http://www.healthnewsreview.org/list-of-independent-experts.php


   Open access to drug trial data 



Model COI Policy 

– Comprehensive and explicit  

– Publically accessible 

– Must equally apply to all parties 

– Include management strategies beyond 
disclosure 

– Provide guidance for uncertainty  

– Indicate a responsible party for enforcement  

– Standard core components 
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Conclusions 

• Conflicts of interest exist  

• Conflicts of interest are associated with 
bias in research and practice 

• Strategies to protect against bias:   
– In some cases, conflict should be eliminated 

– Disclosure is not enough 

– Institutions need mechanisms to manage 
conflicts of interest 



 



Mechanism of bias 

• Cochrane review comparing industry funded 
vs non-industry funded drug studies (Lundh 
et al) 

– No difference in sequence generation, 
concealment of allocation, loss to followup.   

– Industry studies have lower RoB related to 
blinding 1.32 [1.05, 1.65] 

 



http://www.amsascorecard.org/ 

 

AMSA score 

http://www.amsascorecard.org/
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IOM Recommendations:  
Medical research 

• Research institutions should adopt policy 
that investigators generally may not 
conduct research with human subjects if 
they have a significant financial interest 
in the outcome of the research 



AMSA scorecard 

•Gifts and meals 
•Consulting relationships 
•Industry-funded speaking relationships 
•Disclosure 
•Pharmaceutical samples 
•Purchasing and Formularies 
•Industry sales representatives 
•On-campus education 
•Attendance at off campus industry-sponsored events 
•Industry support for trainees 
•Medical school curriculum 
•Oversight mechanism? 
•Sanctions for non-compliance? 
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IOM Recommendations: 
Medical education  

• Prohibit gifts, ghostwriting, speakers 
bureaus 
– Limit drug samples, consulting, sales reps 

• Provide education on relationships with 
industry and conflicts of interest 

• Develop new system of funding accredited 
continuing medical education that is free 
of industry influence and provides high-
quality education 
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IOM Recommendations: 
Practice guidelines  

• Groups that develop clinical practice guidelines 
should 
– Not accept direct funding from industry 

– Exclude panel members with conflicts 
• Document efforts to find experts without conflicts 

• Exception if critical need for expertise 

• Limit participation of conflicted members 

• Chair should have no conflicts of interest 

– Disclose funding and relationships of panelists 
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IOM Recommendations: 
Practice guidelines  

• Guidelines should report (7.1) 

– Conflict of interest policies of developer 

– Sources and amounts of funding for guideline 

– Relevant financial relationships of panelists 

• Public health insurance plans should (7.2) 

– Avoid using guidelines that do not follow the 
report recommendations 



Evidence vs. Perception 

•“The perception that a commercial 
entity, especially pharmaceutical or 
medical device companies, influenced 
the conclusions and recommendations 
of a practice guideline committee could 
undermine the credibility of both the 
guidelines and the group that produced 
it.”  Cochrane Collaboration 2004 





  Opinions about COI and research 

•Researchers (17 studies) 

•Mixed opinions 

•Professionals with industry 
ties are more supportive of 
financial ties than those 
without 

•Recognize general risks of 
COI, but not for themselves 

•Support disclosure 
Glaser, B, and Bero, L.  Attitudes of 
academic and clinical researchers toward 
financial ties in research:  A systematic 
review, Science and Engineering Ethics, 
2005; 11: 553-573. 

• Consumers (21 studies) 
• More concerned about 

financial gain than 
academic bias  

• Unconcerned about 
corporate funding of trials 

• Most wary of trials where 
the investigator or 
university owns stock 

• More supportive of 
investigators’ disclosure of 
financial to professionals 
rather than themselves   



“Best disclosure ever…..” 

“The authors are interested in encouraging tobacco harm reduction (reducing 
the morbidity and mortality caused by tobacco use by encouraging smokers to 
switch to smokeless tobacco or other low-risk alternatives).  As a result, they 
have an interest in doing research like this that explores factors that make 
tobacco harm reduction more or less likely to work.  In addition to this actual 
substantial interest, the authors also have what some mistakenly consider to be 
the only real conflict of interest, funding from the private sector:  Dr. Phillips and 
his research group (including Dr. Heavner and Mr. Rosenberg) are partially 
supported by an unrestricted (completely hands-off) grant to the University of 
Alberta from U.S. Smokeless Tobacco Company.  The grantor is unaware of this 
study, and thus had no scientific input or other influence on it.  ………… 

 



“…Dr. Phillips has consulted for U.S. Smokeless Tobacco Company in the context 
of product liability litigation and subsequent to the completion of this paper 
became a member of British American Tobacco's External Scientific Panel 
advising on issues of tobacco harm reduction.  Though these do and might 
(respectively) represent interests, and credibly influence what research we 
consider important, our interest in accurately assessing the barriers to harm 
reduction means it is not clear to us how these interests might be seen as 
justifying the knee-jerk accusation of bias -- that we somehow altered the 
presentation of these results based on nonscientific interests -- that we often 
face from the political activists who work to influence the science in this area.” 

 

 

Survey of smokers' reasons for not switching to safer sources of nicotine and 
their willingness to do so in the future 
Karyn K Heavner  , Zale Rosenberg  and Carl V Phillips   
Harm Reduction Journal 2009, 6:14doi:10.1186/1477-7517-6-14 



Case 7: Institutional COI 

• Your department accepts a very large grant 
from a single commercial sponsor who makes 
products relevant to the research of the 
department. 

• This becomes the main source of funding for 
the department. 

• The funds are used to support staff salary, 
student stipends, equipment purchases, and 
travel, but NOT specific research projects. 



Case 6: Family ties 

• An individual is a staff person at a drug 
regulatory authority.  The regulatory agency 
has committees that advise on drug 
approval.   

• The individual's spouse works at a drug 
company that periodically submits new drug 
applications to the regulatory authority. 



 Ghost authors 

• MECC offered substantial assistance in the 
development of manuscripts, reporting in a status 
report that ”at [the author’s] request, we did an 
extensive literature search and submitted selected 
articles to him for reference…. We have offered 
him help in identifying and collecting his 
appropriate cases, analyzing data, writing a 
manuscript, or whatever he needs.” 

• 7 published articles: 4 favorable, 3 neutral 
• Only 1 article disclosed author tie with Parke-Davis 

 



Committee Process 
• Staff  screens all disclosures   
• Staff gathers additional information.   
• Each “case” (ie disclosure) is assigned to one 

committee member as lead reviewer. This is 
discussed by the committee, followed by a vote.  
Initial recommendation may be revised based on 
discussion. 

• Decisions to be made are: 1) Is this a significant 
conflict that requires management? 2) If yes, what 
is the management strategy? 

• Appeal process:  Individuals are allowed to appeal 
and appear in person at a later meeting.   



Reviewing COI 

• Step 1:  Identifying COI (disclosure) 

Disclose to institution 

– Who, what, when? 

 

• Step 2: Managing the COI 
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IOM Recommendations: 
Disclosure 

• Standardize disclosures to institutions 

• Minority Report:  Standardize 
disclosures to the public 

• Require pharmaceutical, medical device, 
and biotechnology companies to publicly 
report payments to physicians and other 





“The data are in my opinion very worthwhile.  

Efforts were made a number of times to work on 

publishing the data, but it was never possible to find a 

time when both the PI and the company 

simultaneously had time available to commit.”  

Reasons for not publishing… 

“Unfortunately I do not think this complete study 

has ever been published.  It is clearly important that 

this should be published.  I have been and continue to 

be in contact with [company name] to see how this 

can be published.” 
 



Assessing bias in drug studies 

• Who paid for the study? 

• Was the question clinically important? 

• What drugs and doses were studied? 

• Were the outcomes relevant?  Too many of 
them? 

• Were the results clinically significant? 

• Do you know if all the data were published? 



 So what is going on? 

     

     Question 

Population 

Methods 

Conduct 

Publication 

Odierna DH , Forsyth SR, White J, Bero LA (2013): The Cycle of Bias in Health Research: A Framework and Toolbox 

for Critical Appraisal Training, Accountability in Research: Policies and Quality Assurance, 20:2,127-141 



 Cycle of Bias 

     

     Question 

Population 

Methods 

Conduct 

Publication 

Odierna DH , Forsyth SR, White J, Bero LA (2013): The Cycle of Bias in Health Research: A Framework and Toolbox 

for Critical Appraisal Training, Accountability in Research: Policies and Quality Assurance, 20:2,127-141 



  Asking the right question  
  “Disease Mongering” 

• Turning the ordinary processes of life into medical 
illnesses   

• Exaggerating the extent and severity of disease  

• Widening the definitions of disease and illness? 
» Raymond Moynihan, Selling Sickness, 2005 

 



 “Statin mongering” 
• National Cholesterol Education Program updated the Adult 

Treatment Panel III (ATP III) guidelines in 2004.  
– recommend a LDL cholesterol level below 100 mg/dL in patients at risk 

for coronary heart disease.  
 

• 40 million Americans  should be on statins in higher doses and 
for a longer period (up from 13 million) 
 

• New ATP III guidelines were based on evidence from 5 
published randomized controlled trials (RCTs)  
– ALL received funding from industry 

 

• 8 of the 9 members of the panel had financial ties with 
pharmaceutical companies manufacturing statin drugs 



 Consequences of “Statin Mongering” 

• Drug-drug comparisons are important for 
formulary / purchaser decisions 

• Examine associations between study 
design characteristics aimed at reducing 
bias, research funding source, and other 
factors with results and conclusions of 192 
published statin-drug comparisons. 

 



Why do some statins appear 
more efficacious than others ? 

• Cross-sectional study of published RCTs 
(1999-May 2005) evaluating the efficacy of a 
statin drug compared to another statin or 
alternative drug. 

• Search:  electronic, ref lists, contact authors.  
Non-English included (N = 192; n = 95 
industry sponsored)  



Multivariate analysis: industry 
funded (n = 95)  

Characteristic Results Favor 

OR (95% CI) 

Conclusions Favor 

OR (95% CI) 

Impact factor 

Highest Quartile 1.97 (0.35, 10.93) 2.37 (0.36, 15.54) 

Adequate blinding 0.27 (0.08, 0.89) 0.29 (0.07, 1.21) 

Sample size 

Largest Quartile  4.40 (0.84, 23.01) 63.29 (6.65, 602.4) 

Funded by test drug 
company vs. 
comparator drug 
company 

20.16 (4.37, 92.98) 34.55 (7.09, 168.4) 



Statistical Significance of Reported 
Outcomes Changed 

• 43 outcomes in the NDAs did not favor the 
test drug 
– 20 were not included in the papers 

– 5 changed statistical significance, with 4 
changing to favor test drug in the paper 

 

• Changes in outcomes occurred in 36 (22%) 
trials found in 19 (58%) NDAs 



   Open access to drug trial data 



Case 6: Diagnostic criteria 

• A guideline review panel is considering a 
recommendation that changes the diagnostic 
criteria for a disease.  The result is that 
pharmacological treatments will be 
recommended for more people. 

• A guideline panel member has financial ties 
(consulting fees, research funding) from a 
company that makes one of the 
pharmacological treatments. 



Effect of unpublished FDA data on meta-analytic estimates for drug 
safety in RCTs 

Hart, B, Lundh, A and Bero, L. The effect of reporting bias on meta-analyses of drug trials: Re-

analysis of meta-analyses.  BMJ, 2011;343:d7202. doi: 10.1136/bmj.d7202 

 

Drug class # of Meta-
Analyses 

# of Meta-
Analyses with 
no change in 

meta-analytic 
estimate for 
drug safety 

Meta-Analyses with an 
meta-analytic estimate for 

showing MORE HARM 

Meta-Analyses with an meta-
analytic estimate for showing 

LESS HARM 

# of meta-
analyses 

Range of 
Increase 

# of meta-
analyses 

Range of 
Decrease 

Topical Anti-
inflammatory 

1 - 1 49% - - 

TOTAL 1 - 1 49% - - 



 So what is going on? 

     

     Question 

Population 

Methods 

Conduct 

Publication 

Odierna DH , Forsyth SR, White J, Bero LA (2013): The Cycle of Bias in Health Research: A Framework and Toolbox 

for Critical Appraisal Training, Accountability in Research: Policies and Quality Assurance, 20:2,127-141 



   Research sponsorship as a risk of 
bias 

•  The reporting of Cochrane Reviews: now requires details of 
funding sources for each included study and declarations of 
interest of the primary researchers of the included studies to 
be mandatory for inclusion in the “Characteristics of 
Included Studies Table”   
 

• Funding source is not mandatory for the “Risk of Bias Table” 
– Debate on this topic for 2013 Cochrane Colloquium 

 
• Cochrane Plain Language Summaries:  ‘highly desirable” that 

all funding sources of included studies be disclosed in the 
Plain Language Summary  

  
 


