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Historical context 

1.  World War 2 Medical War Crimes 

2.  The Tuskegee Syphilis Study 

3.  The Jewish Chronic Disease Hospital Study 

4.  The Willowbrook Study 

5.  The San Antonio Contraceptive Study 
6.  For More see: http://www.ahrp.org/history/

chronology.php 



Evolution of Codes 

n  Nuremberg Code 
n  Declaration of Helsinki 
n  CIOMS 
n  Belmont Report 
n  National Guidelines 





Ethics Review 
 

Problems of Calibration 











Problems of Trust 

External Influences on Science 





Problems of Integrity 













Scientists behaving badly 
Brian C. Martinson, Melissa S. Anderson and Raymond de Vries 

Nature 435, 737-738 (9 June 2005)  





Or Just Watch John Oliver 



Problems of Effectivness 





•  When biomedical research produces life-saving 
interventions like new drugs and devices, new uses for old 
drugs and new systems of care, time is critical – 
cardiologists want to learn of breakthroughs in treating 
heart attacks immediately, and intensivists want to reduce 
central line infections now. Medical journals, through rapid 
online publication, labour to save  weeks, days and 
even hours to speed life-saving research  to 
physicians. Regulatory delay is as harmful as any other 
delay. Further, biomedical research does  not just save 
lives, it promotes other important social goods, like 
soothing suffering and diminishing disability. Regulatory 
delay presumably diminishes these benefits as well in ways 
that also need to be assessed. 



Hyman 

•  “The available  evidence indicates that there are 
substantial direct and indirect costs associated 
with IRB oversight of research. IRBs also 
operate inconsistently and inefficiently, and 
focus their attention on paperwork and 
bureaucratic compliance. Despite their 
prevalence, there is no empirical 
evidence that IRB oversight has any 
benefit whatsoever—let alone benefit that 
exceeds the cost.” 



Research Ecology 

n  Modern Research is a complex human 
undertaking 

n  Highly trained professionals, institutions, 
funders and research subjects 

n  Multiple interacting parts 
n  Most linear view: idea-grant proposal-

approvals-study execution-publication-
dissemination-action 



Richard Smith 

•  Prepublication peer review is faith based not 
evidence based, and Sudlow’s story shows how 
it failed badly at Science. Her anecdote joins a 
mountain of evidence of the failures of peer 
review: it is slow, expensive, largely a lottery, 
poor at detecting errors and fraud, anti-
innovatory, biased, and prone to abuse. As 
two Cochrane reviews have shown, the upside is 
hard to demonstrate. Yet people like Sudlow 
who are devotees of evidence persist in belief in 
peer review. Why? 





Conclusions 

•  There is little empirical evidence on the 
effects of grant giving peer review. No 
studies assessing the impact of peer review on 
the quality of funded research are presently 
available. Experimental studies assessing the 
effects of grant giving peer review on 
importance, relevance, usefulness, soundness 
of methods, soundness of ethics, completeness 
and accuracy of funded research are urgently 
needed. Practices aimed to control and evaluate 
the potentially negative effects of peer review 
should be implemented meanwhile. 





Conclusion 

•  Two studies with a total of 196 trials met the 
inclusion criteria. In both studies just over half 
of all trials had been published in full. 

•  Trials with positive results (i.e. statistically 
significant in favour of the experimental arm) 
were published in approximately 4 to 5 
years. 

•  Trials with null or negative results (i.e. not 
statistically significant or statistically significant in 
favour of the control arm) were published 
after about 6 to 8 years.  



Grants 

NIH Report Average age of independent 
investigator award: 

n  42 for PhD 
n  43 for MD-PhD 

Average NIH funding cycle 27 months 
Success Rates low 



Time to Publication (Ross et al. JAMA 2013) 
 



 Time taken to get ethics committee approval (time with committee)  
n  Country  No of committees  Median (range) No of days   
n  Austria  2   35 (26 to 44)   
n  Belgium  3   119 (119 to 181)   
n  Finland  1   47   
n  France  1   123   
n  Germany  14   43 (29 to 93)   
n  Italy   7   61 (35 to 107)   
n  Netherlands  2   91 (61 to 120)   
n  Spain  2   75 (72 to 77)   
n  Sweden  2   30   
n  UK:   
n  National  1   168   
n  Local   3   78 (24 to 98)   
n  Total   4   246 (192 to 266)   



Bare Essentials 



Canadian guidelines 

 
 

HOWEVER 
n  It mandates minimum and universal standards 

 

Living  document, reflecting evolving field of  scholarship  

Tri-Council Policy Statement 



Ethics review 

 
 
Research requiring review 
REBs are responsible for ethics review of  research involving humans as 
subjects of  research 
 
Research Ethics Boards (REBs) 
The REB has the authority to approve, disapprove, propose modifications to, 
or terminate any proposed or ongoing research involving human subjects 
 
Review process 
REBs adopt a proportionate approach to ethics review, based on the principle 
that the more potentially invasive or harmful the research, the more care 
should be taken in its review.  
 
FOCUS IS ON HUMAN SUBJECT PROTECTION 
 
 
 
 



Fundamental principles  

n  The moral imperative of respect for human dignity 
translates into other correlative ethical principles: 

1.  Respect for free and informed consent 

2.  Respect for vulnerable persons 

3.  Respect for privacy and confidentiality 

4.  Respect for justice and inclusiveness 

5.  Balancing harms and benefits 



Emanuel’s 7 Requirements 





Special Considerations in Frailty Research 

Consent 
Anticipate and plan for accommodating and 

responding to cognitive impairment 
n  Consent shall be given voluntarily. 
n  Consent can be withdrawn at any time. 
n  Consent must be informed 
 



In considering the need for an alteration 
to consent requirements, researchers and 
REBs should also consider whether the 
prospective participants (as individuals, 
groups, or populations) are in vulnerable 
circumstances (see Article 4.7). The 
existence of vulnerable circumstances 
may require greater effort to minimize 
risks to participants and/or maximize 
potential benefits (see Chapter 2, Section 
B). 

Participants in Vulnerable 
Circumstances 



n  In keeping with the principle of Justice, those 
who lack the capacity to decide on their own 
behalf must neither be unfairly excluded from 
the potential benefits of research 
participation, nor may their lack of decision-
making capacity be used to inappropriately 
include them in research.  

n  Article 4.5 Elderly people shall not be 
inappropriately excluded from research solely 
on the basis of their age. 



Tips for success 

n  Do the TCPS tutorial 
n  Get to know your REB chair 
n  Take responsibility for research ethics 

submissions (do not delegate until such time 
as you are competent and you know the 
person to whom you have delegated is 
competent 

n  Be a good academic citizen: Serve on an 
REB! 



TCPS 2 

n  Pdf: http://www.pre.ethics.gc.ca/eng/policy-
politique/initiatives/tcps2-eptc2/Default/ 

n  Tutorial: http://www.pre.ethics.gc.ca/english/
tutorial/ 


