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A  discipline  
“born in scandal and reared in protectionism”   
                                       
                                               Carol Levine, 1988 
 



Part I:   

Ethical Considerations in Human 

Subjects Research 



Human Research Abuses 

 1940’s 

 Nazi war crimes and Nuremburg code (1948) 

 1950’s  

 Thalidomide Tragedy 

 1960’s 

 Human Radiation Experiments (during cold war) 

 New York City’s Jewish Chronic Disease Hospital  

 Willowbrook Studies 

 Milgram Study 

 1970’s 

 Tuskegee Syphilis 

 Stanford Prison Experiment 

   



 Declaration of Helsinki (1964-2013) 

 CIOMS/WHO International Ethical Guidelines 
For Biomedical Research Involving Human  
Subjects 

 Response to Research Abuse 

 Beecher, 1966 

 Call for Journal editors to require ethical review 

 Call for national policy on IRB review 

 The National Research Act (1974) 

 Set-up formal IRBs 

 Belmont Report (1979) 

 

IRBs: Historical Background 



The Belmont Report 

 
 Established Responsibilities 

 IRB must ensure that the researcher and the 

participant distinguish clinical practice from 

research. 

 IRB must minimize the potential for therapeutic 

misconception. 

 Ethical Principles 

 Respect, Beneficence, Justice 



 Respect for Persons 

 Individuals should be treated as autonomous 

agents 

 Persons with diminished autonomy are entitled 

to protection (‘special populations’) 

 Children 

 Mental disabilities 

 Prisoners 

Guiding Principles:  

Belmont Report 



The Common Rule 

 “An investigator shall seek such consent only 

under circumstances that provide the prospective 

subject or the representative sufficient 

opportunity to consider whether or not to 

participate and that minimize the possibility of 

coercion or undue influence.” 

 

 45 CFR 46.116 

 



 Beneficence 

 Do no harm 

 Maximize possible benefits and minimize risks 

 Applied at both an individual level for research 

participants and a societal level for the effect of 

the knowledge gained from the research  

Guiding Principles: 

 Belmont Report 



 Justice 

 fair distribution of the burdens and benefits of 

research 

 selection of research participants should 

involve those groups who will benefit from 

research, not ‘convenience’ populations that are 

more likely to be disadvantaged 

Guiding Principles:  

Belmont Report 



Declaration of Helsinki  

 Research with humans should be based on 

laboratory and animal experimentation  

 Research protocols should be reviewed by an 

independent committee  

 Informed consent is necessary  

 Research should be conducted by 

medically/scientifically qualified individuals  

 Risks should not exceed benefits  

 



 ایران سابقه اخالق در پژوهش در

 (  1377)تشكيل كميته ملي تحقيقات در پزشكي 
  تشكيل كميته هاي منطقه اي اخالق در تحقيقات در دانشگاههاي علوم پزشكي

 1393بازنگري دستورالعمل كميته ها در سال (  1378)و مراكز تحقيقاتي 
 گانه در   31و به اصول    (1379)گانه اخالق در پژوهش كشور 26 تدوین اصول

1393 
 (1384)تدوین راهنماهاي اختصاصي اخالق در پژوهش 

پژوهشهاي ژنتيک 
پژوهشهاي حيوانات 
پژوهشهاي پيوند عضو و بافت 
  پژوهش بر گامت و جنين 
كارآزمایيهاي باليني 
  پژوهش بر گروههاي خاص 

 



 Ethical Considerations  
when      

Developing Human Research 

Protocols 



 Ethical Principles 

 

 Social Value 

 Scientific Validity 

 Respect for Persons 

 Fair Subject Selection.   

 Favorable Risk-Benefit Ratio 

 Independent Review 

 

 



I.  Social Value 

 What is the importance of the information sought 

in relation to the burden of inconvenience, time, 

amount of commitment necessary to complete the 

research?  

 

 Are the data reliable and useful? - collection, 

handling, monitoring of the integrity and 

reliability of the data 



II. Scientific Validity 

 

 Data collection:  appropriateness of methods to answer the 
scientific question being addressed; transparency; 
training/supervision of data collectors 

 

 Data integrity discussion questions:  responsibilities of 
investigators and institutions; collegial mentoring vs. 
mandated training; intellectual property; proprietary data vs. 
sharing policies; transparency vs. protection of information; 
cost of sharing 

 

 Should all types of research be covered by single set of 
guidelines or should guidelines differ for type of research? 

 
 
 

 



II. Scientific Validity (cont.) 

 Data management: recording; retention; analysis 

 Data sharing:  reasons to share; data sharing policies; 

support for sharing;  what, how, when to share; compliance 

 

 Ownership and access:  grants vs. contracts; ownership vs. 

access;  access by collaborators during and after project 

ends; institutional responsibility 

 

 Data reporting: authorship agreements; acknowledgments; 

institution’ s publication policies; funders’  publication 

policies; confidentiality; disclosure of bias and interests 

 



III. Respect for Human Subjects 

 Ethical norms and obligations to subjects for the conduct 

of research - IRB review 

 Respect for Persons 

 Beneficence 

 Distributive Justice 

 

Research Plan must have: 

  -Provisions for monitoring research 

  -Provisions for protecting privacy and confidentiality  

 

 



Informed Consent 

   

Principle of Respect for Persons 

 acknowledge and promote autonomy (i.e. self-

determination) - Consider the nature and definition 

of informed consent in various research settings. 

   additional protections for individuals with 

diminished autonomy. 

-Informed consent is obtained from subject or Legally 

Authorized Representative 

-Informed consent is properly documented  

 



IV. Fair Subject Selection 
 

Initial steps in planning and identifying the research project: 

 

Need careful consideration at the outset of the research 

participants and their situation – i.e. continued compliance (no 

missed follow ups; no drop outs; etc) 

 

 Bringing in the participants and keeping them involved. - 

participants have some investment in the outcome of research for 

a new drug or intervention,. But in behavioral, social science, 

education, longitudinal studies, participants often do not complete 

the study and so may weaken the results. 

 



IV. Fair Subject Selection (cont.) 

-Equitable Selection of subjects 

 Principle of Justice 

   equals ought to be treated equally in the distribution of 

burden and benefits 

 fair distribution of scarce benefits 

 fair distribution of burdens 

 Who will be the subjects?  

 What are good recruitment methods?  

 What is in it for them?  

 How vulnerable are they?  

 



V.  Favorable  Risk / Benefit Ratio 
 

 Principle of Beneficence  

  minimize possible harms  

  maximize possible benefits  

- Risks to subjects are minimized 

  i.e. Using procedures already planned for diagnosis or 
treatment and  using procedures consistent with sound 
scientific design  

-Risks are reasonable in relation to anticipated benefit and 
importance of the knowledge reasonably expected 

 Consider the risks and benefit from the research itself, not 
from what the subject would be exposed to if not a 
research participant  

 
 

 



VI. Independent Review  
 

 Institutional Review Board - established  to protect and 

safeguard the interests, rights and welfare of human subjects 

 Consider: 

The accepted and routine standard practices. 

Assessment of risk-benefit criteria in the determination 

of the appropriateness of research involving human 

subjects. 

    Assess subject recruitment methods  

 

 



Role of IRBs 

 Shared responsibility for ensuring ethical standards 

among  investigators, peers, local community. 

 Independent assessment of risks and benefits to 

human subjects. 

 Reflect values of local community 

 Work collegially with PIs to safeguard subjects’ 

rights, safety and welfare. 

 Additional provisions for vulnerable subjects: Prisoners, 

Children , Pregnant women and fetuses.  

 

 

 



Part II:   

Threats to the Ethical Conduct of 

Human Subjects Research  



  
 Coercion 

 Inducements 

 Exploitation 

Threats to the Principle of Respect to Persons  



Coercion 

   Coercion occurs when an overt threat of harm is 

intentionally presented by one person to obtain 

compliance from another. 

 Coercion does not mean: 

 involuntary or under strong influence 

 doing something because there are no good 

options. 

 



Coercion 

   Exactly what is Coercion?  

 To be coercive, a subject who refuses must be made 

worse off than if he/she were never asked 

 Requires the presence of a threat 

 Perceived coercion in research can occur with 

 Prisoners 

 Students and staff 

 Payment for research is not coercive: 

 Payment is an offer not a threat 



Inducement 

  
 Definition: 

 Inducements are offers that get people to do 

things they would not otherwise do. 

 

 Acceptable Inducements 

 



Inducement 

  
 Inducements in Research: 

 Anything that encourages participation 

 Usually monetary  

 Medical/diagnostic services 

 Results from MRI scan 

 Knowledge of genetic testing 

 Neuropsychological work-up for child enrolled as a 

“control” 

 



Inducement 

  
 Undue Inducements 

 Excessively attractive offers that lead people to 

do something to which they normally would 

object based on risk or other fundamental value 

(Dickert, 2004) 

 



Undue Inducement 

  
 Monetary inducement that alters individual’s 

decision-making process such that they 

underestimate risks; 

 Payments that undermine a person’s capacity 

to exercise a free choice invalidates the 

consent process*  

 

 *Council for International Organizations of Medical Sciences, 2002; 

guideline 7 

 



Undue Inducement 

  
 Undue inducements may prompt subjects to lie 

or conceal information that, if known, would 

disqualify them from participation. 

 

 Failure of the participant to appropriately 

judge risks is considered improper informed 

consent.   

 

 



Undue Inducement 

  
 Ambiguities 

 What is excessive? 

 Reasonability of risks varies among study participants 

 Impact of risk can change throughout the study, 

should the inducement also change? 

 In the absence of a standard metric, IRBs vary in their 

assessment of risk and appropriateness of payments.  



Undue Inducement 

  
 Little empirical support that the amount of 

payment affects subject’s perception of risks 

 No relationship between amount of money offered and 

risk (Bentley and Thacker, 2004) 

 Public thinks other people are more likely to have 

impaired judgment as a result of payment than they are 

themselves (Casarett et al., 2002) 



Undue Inducement 

 Risk is likely more 

important than money 

when considering 

enrollment . 

Halpern, S. D. et al. Arch Intern Med. 2004 

-5% 

-9% 

payment 



Exploitation 

  
 An exploitative transaction is one in which person 

A, takes unfair advantage of person B 

(Wertheimer, 1999). 

 

 IRB’s are always concerned when vulnerable 

individuals are paid to enroll in medical research 



Exploitation 

  
 There is always an ethical concern when recruiting 

from vulnerable populations: 
 Poor; homeless 

 Mentally Ill 

 Terminally Ill 

 Prisoners 

 Students 

 Staff 

 For each group, there is a different solution 



Exploitation 

  
 Solutions to avoid exploitation: 

 Pay vulnerable patients more? 

 Engage patient advocates? 

 Exclude vulnerable populations? 

 IRBs need to define what is “fair” 

 Appropriate IRB member expertise 



Scientific Impact 

  
 Undue inducements or exploitative subject payment can 

impact science 

 Unqualified subjects enrolling in studies 

 Conceal information important to outcome 

 Less likely to report adverse events 

 Skewing population 

 Not disclosing participation in multiple clinical trials can 

confound results. 



Case Scenarios  



Case 1: Alexis St. Martin 

 “The Intrepid Guinea Pig of 

the Great Lakes” 

 In 1822, accidentally shot in 

the gut and left with a 

permanent gastric fistula. 

 William Beaumont paid 

him room, board, and $150 

a year for use of his 

stomach. 

 http://www.guineapigzero.com/AlexisStMartin.html 



Case 2: Walter Reed’s Yellow Fever Study 

 Paid $100 in gold for 

participation. 

 $100 bonus for 

successful infection 

with yellow fever. 

 Payable to family in 

the event of death. 

 

http://etext.lib.virginia.edu/healthsci/reed/commission.html#vol 



Tuskegee Study of Syphilis(1932-1972) 

 Federally-funded study of natural history of syphilis (TSS) 

 412 infected, indigent blacks enrolled (vulnerable 

population) 

 1951-penicillin standard treatment; TSS subjects excluded 

from penicillin 

 Told they were being treated for “bad blood 

 1972/74-public disclosure; hearings; financial settlement 

 128 were died from syphilis or its complications  

 40 of their spouses were infected 

 19 babies were born with congenital syphilis 

 



Stanford Prison Experiment 

PI: Philip Zimbardo, Ph.D.; 1971 

http://www.prisonexp.org/ 



Any Question? 


