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Protection of Human 
Subjects in Research





Ethical Principles of 
Research

• Justice

• Respect of persons

• Do not cause harm



Application of ethical principles to 
human investigation

• To protect subjects

• To minimize any risks to 

the subjects

• To monitor & report any 

adverse events



Special Protections
•Why?

– Past abuses of the rights of subjects, especially 
vulnerable subjects

– Ethical principles of justice and respect of persons

•What?
– International regulations
– Risk/benefit of the study
– Researcher sensitivity to vulnerability



1948 The Nuremberg Code









• Conducted in the U.S. 1932-72
• >300 men enrolled 
• The subjects did not understand their 

condition
• The subjects did not comprehend the 

nature of the research
• The subjects were not offered treatment 

even when it became available

Tuskegee Syphilis Study 



The Thalidomide Experience 1962

Pregnant women in the U.S. who were given 
the drug thalidomide were not told that the 
drug was still in a testing phase



THE DECLARATION OF HELSINKI ---1964

Addition to the Nuremberg Code by the World Medical 
Association

• The interests of the 
subject always given 
higher priority than those 
of society

• Every subject in clinical 
research should get the 
best known treatment





•Physical Control

•Coercion

•Undue Influence

•Manipulation

•Deception

Types of human abuses in research



• Selection of subjects

• Confidentiality

• Informed consent

• Adverse events

Elements of human protection



• Equitable selection: gender, race, ethnicity

• Benefits distributed fairly

• Safeguards for vulnerable populations susceptible 

to pressure to participate

Selection of subjects





RESEARCH MATERIALS 
MUST BE SECURE



TAKE CARE WITH DISCARDED MATERIALS





•Capacity to make the decision

•Full disclosure of risks/benefits (and likelihood 
that these will occur)

Elements of informed consent



•No coercion or duress

Elements of informed consent



•Must comprehend the relevant information

Elements of informed consent





You’ll be 
randomized 

to one of 
these groups

Informed consent



Elements of informed consent

•Transparency



Re-consent Process 

•Consent is an ongoing process
•Reassess vulnerability and take 

steps to protect subjects 
•Reassess capacity





Special populations

•Prisoners
•Pregnant women
•Fetuses
•Children
•Students/employees
•Mentally or developmentally challenged
•Economically or socially disadvantaged
•Language barrier



Potential harms 

• Economic: group loses access to economic 
services, employment

• Political: group is disenfranchised
• Social: group is stigmatized or discriminated against 

in social arenas
• Educational: group may be identified as less 

educable or not worthy of education
• Genetic determinism: group is assumed to have 

certain genetic characteristics or relationships
• Cultural: group's norms and values are violated



Examples of harm
• Research “suggested” that Group A more prone to genetic 

defects and diseases 
• health and life insurance and job discrimination, even for those who did not 

undergo genetic testing 

• Research showing high rates of alcoholism in Barrow, Alaska 
resulted in a negative economic rating for the city, impacting all 
Barrow residents 

• Research on intelligence of various 
racial groups resulted in stigmatization 



• What possible harms could result 
from my research?

• Are there any possible unintended consequences of my 
research such as stigmatization or discrimination?

• If I were a member of this group, how would I feel about the 
research findings - positive and negative?

• Do the potential benefits of my research outweigh the harms 
to the participants and to the population?

• Can I predict how the results of my research findings could 
be used by others such as the media or government?



How to address…
• Community consultation

• Plan on-going consultation

• Design studies to provide benefits



Adverse or Unanticipated 
Events



Adverse or Unanticipated Events





Data Safety Monitoring Board
(DSM)

• “Significant” potential benefits and/or risks

• External members

• Interim analyses

• Authority to stop research



Extensive application process



...and reporting process















Adverse or Unanticipated Events
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