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Responsible Conduct of Research: 

Human Subjects, Part 1 

 

 

What is Research? 

 The National Code of Health Research Ethics 
defines research as: 

 

 “a systematic investigation, including research 
development, testing and evaluation, 
designed to develop or contribute to 
generalizable knowledge”  
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Objectives 

• Define human subjects 

• Review the history of unethical research 

• Discuss the role of an Institutional Review 
Board (IRB) and other regulatory guidance 

 

 

 

 

 

Human Subjects 

• Question:  

–What does human subject mean to you? 

 

 

–How does research with human subjects 
differ from patient care? 
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Human Subjects 

• Human subjects are living individuals about 

 whom an investigator conducting research 

 obtains: 

– Data through intervention or interaction with 
the individual 

– Identifiable private information  

Human Subjects 

• Participate in a clinical research study 

• May or may not benefit from treatment 

– May receive placebo 

• May be treated with unapproved treatment 
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Human Subjects 

• Research vs. Practice: 

– If a procedure or intervention is meant to 
develop generalized knowledge, it is research 
and must follow ethical and regulatory 
guidelines  

– If a procedure is conducted for patient care (or 
quality assurance) and is not part of a research 
study, it is exempt from IRB review 

Human Subjects 

• Used in clinical trials to:  
– Gain scientific and medical knowledge that can 

help others   

• Potential consequences: 
– Risks to subjects (and institution) 

– Benefits to subject (e.g., payments; access to 
medicines, medical care, counseling) 

– Benefits to society  

• Weigh the benefits to participants (and 
society) vs. potential risks  
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Human Subjects 

• Approval needed prior to starting research 

• If approval not obtained, all data acquired 
without approval must be discarded 

• If approval lapses while research is ongoing, 
data may need to be discarded  

Objectives 

• Define human subjects 

• Review the history of unethical research 

• Discuss the role of an Institutional Review 
Board (IRB) and other regulatory guidance 

• Define vulnerable populations 
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Unethical or Questionable Ethical Research 

• Nazi medical experiments 

• Willowbrook 

• Tuskegee 

• U. of Witwatersrand (SA) 

• Dr. Fiddes 

• Woo Suk Hwang 

Reported abuses of Human Subjects: 

•Use of prisoners of the Nazi Holocaust camps 

in research with an endpoint of death in 

hypothermia studies resulted in the 

Nuremberg trials that set up the Nuremberg 

Code (1946-47)  
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Nuremberg Code  

• Informed consent is essential 

• Research should be based on prior animal 
work 

• The risk should be justified by the anticipated 
results 

•Only qualified scientists must conduct 
research 

• Physical and mental suffering must be avoided 

• Research in which death or disabling injury is 
expected should not be conducted 

 

The Public Health Service Syphilis 
Study (1932-71) 
Tuskegee Airmen 



15-Nov-17 

9 

The Public Health Service  
Syphilis Study: 

• Study designed to document the natural history of 
syphilis 

• Recruitment of hundreds of men with and those without 
syphilis without informed consent 

• Penicillin became available in the 1940’s yet the men 
were denied treatment 

• Tracking of subjects till 1972 when news leaked out: 

• There were 28 deaths, 100 cases of disability and 19 
cases of congenital syphilis 

Ethical problems: lack of consent, deception, denial of 
treatment, withholding information; Exploitation of vulnerable 

group, putting people at risk 

Public Health Syphilis Study 
• Resulted in the creation of 

the National Commission 
for the Protection of Human 
Subjects of Biomedical and 
Behavioural Research which 
subsequently issued the 
Belmont Report 
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Willowbrook: U.S. Hepatitis Study 

• Home (state hospital) on Staten Island in N.Y. for severely retarded 
children.   

• Had high incidence of hepatitis.   

• Children routinely became infected within 6-12 months of admission 
– to learn about natural history of hepatitis A and B. 

•  deliberately infected mentally retarded children with hepatitis 
virus 

• administration of hepatitis (apparently told it was a vaccine). 

•  coercion of parents 

 

• After 1964, children not admitted unless parents “consented” to 
experiment  

The Microbicide study in West Africa 

– “Family Health International, a US-based non-profit public 
health organization, also launched a series of Tenofovir 
PrEP trials in Malawi, Nigeria, Cameroon, Cambodia, and 
Ghana, with funding from the Bill & Melinda Gates 
Foundation, but only the Ghana trial is still ongoing. Some 
of the trials were stopped or suspended after protests 
from activists over the lack of a lifetime guarantee to 
treatment for volunteers who happen to become infected 
during the trial.  

Source: http://www.iavireport.org/Back-Issues/Pages/IAVI-Report-10(3)-TreatmentasPrevention.aspx  
[Accessed: Monday 18 Februrary, 2013] 

http://www.iavireport.org/Back-Issues/Pages/IAVI-Report-10(3)-TreatmentasPrevention.aspx
http://www.iavireport.org/Back-Issues/Pages/IAVI-Report-10(3)-TreatmentasPrevention.aspx
http://www.iavireport.org/Back-Issues/Pages/IAVI-Report-10(3)-TreatmentasPrevention.aspx
http://www.iavireport.org/Back-Issues/Pages/IAVI-Report-10(3)-TreatmentasPrevention.aspx
http://www.iavireport.org/Back-Issues/Pages/IAVI-Report-10(3)-TreatmentasPrevention.aspx
http://www.iavireport.org/Back-Issues/Pages/IAVI-Report-10(3)-TreatmentasPrevention.aspx
http://www.iavireport.org/Back-Issues/Pages/IAVI-Report-10(3)-TreatmentasPrevention.aspx
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The Microbicide Study in Africa 
contd.  

• Others were halted due to ethical or biological 
questions about these trials or the sites (Lancet 366, 
1499, 2005; Science 309, 2170, 2005; PloS Med. 2, 
e234, 2005). In Malawi the government closed the 
trial due to concerns that it could foster HIV 
resistance to tenofovir, a drug they are now using in 
treatment. In response to these events the 
International AIDS Society held a global consultation 
on PrEP research last year where researchers and 
activists discussed the issues regarding these trials 
(Building Collaboration To Advance HIV Prevention).” 

 

Nigeria experience - Pfizer Trovan 
trial in Kano 1996 
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Trovan Drug Trial in Kano (Pfizer) 

An epidemic of meningitis broke out in Kano in 1997. 

Pfizer conducted a trial of the drug Trovan which had shown 
great promise for treatment of meningitis in adults but had not 
be tried in children.  

In 6 weeks, Pfizer received approval to conduct the trial by FDA 
& Nigerian government and recruited 200 children (aged 1-13 
years) with meningitis to receive care. 

11 of the children who received the drug died, others became 
paralyzed, deaf, blind 

Pfizer scientists collected data, in two weeks and left for the US. 
Some Nigerian professionals (doctors, Nurses and laboratory 
scientists) participated in the study 

Ethical Issues 

• Pfizer did not receive written informed consent from 
parents of children 
• Any patient who wanted good quality care had to enroll 
in the study (the best available bed space was offered to 
anyone willing to enroll in study) 
• Proven existing treatment was not made available to 
patients who did not improve after taking tested drug 
• There was no proper monitoring of patients who took 

the drug to identify adverse reactions which required 
urgent attention. 

• Under ideal situation, a Drug Safety Monitoring Team 
(DSMB) ought to be in place to closely monitor condition 
of trial participants, but this was not available for the 
drug trial 

• There was no follow-up on long term effects of drug 
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• In the light of aforementioned research 
atrocities, should we continue to conduct 
research? 

 

• If yes, why? 

• If no, why? 

Protection of Human Subjects 

• July 12, 1974: National Research Act 

 

• Charged with the identification of basic 
ethical principles that should underlie the 
conduct of biomedical and behavioural 
research involving human subjects 

 

• Published the Belmont Report in February 
1976 
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BELMONT PRINCIPLES 

Belmont Principles: 

1. Respect for Persons 
• Treat individuals as autonomous human beings and 

not use people as means to an end. Freedom of 
choice to participate 
 

• There must be extra protection against harm esp. for 
vulnerable groups 

 
• Informed consent must be obtained 

 

• Respect for the privacy of research subjects 
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Belmont Principles contd. 
2. Beneficence 

•Minimization of harm – prohibition of 
research without a favourable risk-benefit 
ratio 
 

•Maximization of benefits through the best 
possible research design 
 

• Ensure that the researchers are able to 
perform the procedures and handle the risks 

Belmont Principles contd. 

3. Justice 
• Treat people fairly  and to design research so 

that its burdens and benefits are shared 
equitably 
 

• Equitable selection of study participants 
 

• Avoidance of exploitation of vulnerable 
populations or populations of convenience  

 



15-Nov-17 

16 

Protecting Vulnerable Populations 
(45 CFR 46 B, C, D) 

• Children 

• Prisoners 

• Pregnant Women 

• Others (e.g., critically or mentally ill, 
demented) 

Declaration of Helsinki 

• Code of ethics developed by the World Medical 
Association in 1964 

• Reinterpretation of the Nuremberg Code 

• Focus on medical research and therapeutic 
intent 

•Demanded by journal editors for acceptance of 
manuscripts 

• Set the stage for Institutional Review Board 
process  
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Responsible Conduct of Research: 
Human Subjects, Part 2 

Objectives 

• Define informed consent 

• Review privacy and confidentiality in research 

• Evaluate methods of subject recruitment 

• Discuss international human subjects research 
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What is it Informed consent? 

      

 “Informed consent is a decision to participate in 
research, taken by a competent individual who has 
received the necessary information; who has adequately 
understood the information; and who, after considering 
the information, has arrived at a decision without having 
been subjected to coercion, undue influence or 
inducement, or intimidation.” CIOMS 2002 

    

 

 

http://www.cioms.ch/frame_guidelines_nov_2002.htm Accessed on 
March 15, 2013 

 

 

 
       

      Still on consent 
 

  Informed consent is the knowledgeable authorization 
by a patient (in the case of clinical practice or study) 
to authorize medical intervention, and one that is in 
accord with the patient's values and preferences 

or  

   in biomedical research, a process by which a 
prospective participant indicates his or her 
willingness to be part of a research or study 

 

http://www.cioms.ch/frame_guidelines_nov_2002.htm
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  Purpose of informed consent 
     

  

 2-fold purpose:  

 

  “to ensure that individuals control whether or not they enroll 
in clinical research and participate only when the research is 
consistent with their values, interests, and preferences.” 

      

 

       Emanuel et al. (2000) 

 

• To protect patients/research participants from 
exploitation by investigators 

 

• To protect researchers/sponsors/institutions from 
unnecessary litigations arising from research 

 

• To ensure that research is conducted according to 
accepted ethical norms or principles   

 

• Serves as a statement of contract between researchers 
and participants 

 

 
    Purpose contd. 
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Informed Consent  

Must contain the following statements:  

• Trial involves research, purpose of trial, trial 
treatment, probability of assignment to each group 

• Procedures to be followed, subject’s responsibilities, 
aspects of trial that are experimental 

• Foreseeable risks/inconveniences, benefits, 
alternatives 

• Compensation/treatment in event of injury 

Informed Consent 

• Anticipated payment for participation 

• Anticipated expenses 

• Participation is voluntary, individuals may refuse 
to participate or withdraw without penalty or 
loss of benefits 

•Monitor, auditor, IRB, and regulatory authorities 
have access to medical records for verification, 
without violating confidentiality 

• Records identifying the subject will be kept 
confidential 
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Informed Consent 

• Subject will be informed in a timely fashion about 
new information relevant to continued 
participation 

• Person to contact for further information and for 
trial-related injury 

• When participation may be terminated 

• Expected duration of the trial 

• Approximate number of subjects to be studied 

Informed Consent 

• Subject should receive copy of informed 
consent before starting study, and updates 
as appropriate 

 

• Statement must be signed in the presence 
of a witness. If unable to write, thumb-
printing is accepted. 
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Privacy and Confidentiality 

• Procedures must be developed to protect 
the privacy of subjects and the 
confidentiality of their medical/research 
data. 

 

• Research subjects must be informed about 
the extent to which records will be kept 
confidential, including a description of who 
may have access to the research records. 

Stored Samples: Tissue, blood or DNA 

• Was consent obtained for future research? 

• If not: 
• Were samples collected in distant past? 
• Are they anonymous/de-identified? 
• Is someone who has identifying information 

removing the identifiers and providing de-
identified data? 

• Was consent obtained only for specific uses? 

• Was consent time-limited (e.g., 10 years)? 
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Stored Samples 

• If consent was not obtained for future research, 
samples can only be used if: 
• Research involves no more than minimal risk; 

• Waiver/alteration of consent will not adversely affect 
the rights and welfare of the subjects; 

• Research could not be practicably carried out 
without the waiver or alteration; and 

• Whenever appropriate, subjects will be provided 
with additional information after participation 

Subject Recruitment 

•Media advertising (e.g., print, radio, TV) 

• Posters  

• Physician-to-physician letters 

•Direct to patient letters/phone calls 
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Issues in Recruiting Human Subjects 

• Recruitment incentives (“bonuses”) 

•Dual Investigator-physician role 
• What is best for the subject vs. what is best for 

the protocol? 

• Confidentiality of medical records 

• Financial disclosure – to subjects, regulators 

• Subject compensation 

•What are some Informed 
Consent issues you think need to 
be addressed to responsibly 
conduct research? 
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Role of IRB 

SCIENCE ETHICS 

What Makes Clinical Research Ethical?  
(EJ Emanuel et al) 

JAMA 2000; 283:2701-11 

• Value - enhancements of health or knowledge must be 
derived from the research 

• Scientific validity – the research must be methodologically 
rigorous 

• Fair subject selection – scientific objectives, not 
vulnerability or privilege, and the potential for the 
distribution of risks and benefits, should determine the 
inclusion criteria for individual subjects 
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What Makes Clinical Research Ethical? 

• Favorable risk-benefit ratio – minimize risks, enhance 
potential benefits 

• Independent review – unaffiliated individuals review 
the research and approve, amend or terminate it 

• Informed consent – informed and voluntary 

• Respect for enrolled subjects – privacy protected, 
opportunity to withdraw, and well being monitored 

Research Misconduct 
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Core values for research 

• Integrity 

• Objectivity 

• Honesty 

• Curiosity 

• Diversity 

• Flexibility 

• Creativity 

Scientific/Research Misconduct 

 

 Fabrication, falsification, plagiarism, and other 
practices that seriously deviate from those 
normally accepted within the scholarly and 

scientific community for proposing, 
conducting or reporting research 

 

    (42 CFR Part 93)  

54 
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Research Misconduct 

Includes, in addition to Falsification, Fabrication 
and Plagiarism, deliberate, dangerous, or 
negligent deviations from standard research 
practices, failure to follow established protocol 
such that it occasions harm, concealment of 
other researchers’ misconduct, and damage to 
another’s research property. It excludes honest 
error and unskilled research. 

The Wellcome Trust’s (2005) 

Fabrication 

making up data or other relevant 
information at any stage of the typical 

scientific process from research 
development and application for funding 

up to the submission of findings for 
publication 

56 
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Falsification 

Manipulating research materials, 

equipment, or processes or changing 

or omitting data or results such that 

the research is not accurately 

represented in the research record. 

Plagiarism 

• the appropriation of another person’s 
ideas, processes, results or words without 
giving appropriate credit 

• a matter of false attribution 

• failing to reveal or credit an existing 
source 

 

 
58 
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•Misconduct versus Honest Errors 
 

 

•Should honest errors in science be 
punished? 

59 

 "The only ethical principle which has made science possible is 

that the truth shall be told all the time. 

 

If we do not penalise false statements made in error, we open 
up the way..... for false statements by intention.  

 

And of course a false statement of fact made deliberately, is the 
most serious crime a scientist can commit” (Snow, 1959) 

  

“Scientists have an obligation to check all their 
data thoroughly and to draw only valid 

conclusions from them” (Mann) 

60 
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Research Process and Possible Misconduct 

• Data Collection   Fabrication 

      Unethical practice  

• Data Analysis  Fabrication 

      Falsification 

Publication   Plagiarism 

      Ghost authorship 

      Data splicing (salami)   
     Suppression  

Nigerian Experience 

132 participants, 72 (54.6%) admitted at least one research 
wrongdoing. Inadequate record keeping—39 (29.5%).  

29 (22.0%) respondents admitted to at least one of FFP (fabrication, 
19 (14.4%), falsification, 13 (9.8%), and plagiarism, 6 (4.5%). 

Other wrongdoings: use of inappropriate or inadequate research 
design, 18 (13.6%); unauthorized use of confidential information, 
such as the use of data on patients who consented to clinical care 
but not to research, 15 (11.4%); publishing the same data or results 
in more than one publication, 7 (5.3%); failing to present data that 
contradict one’s own research, 5 (3.8%); having relationships with 
research students or research participants that may be interpreted 
as questionable, 2 (1.5%); and manipulating the methodology or 
results of a study in response to pressure from a funding source, 1 
(0.8%). 

Adeleye OA & Adebamowo CA. J Emp Res 2012 
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Other Deviant Behaviours 

• Faulty data gathering procedures 

  -using data from participants who are not meeting the 
 requirements of  the research 

  -malfunctioning equipment 

  -inappropriate treatment of participants 

  -recording data incorrectly 

• deviation from proposed protocol without permission 

• falsification of credentials 

• deception in research proposals and execution of proposals 

• piracy of materials 

• failure of informed consent; breaches of confidentiality 

• any deviation from accepted ethical standards 

 
63 

“Cancer researcher sacked for alleged fraud” 
Science 2000; 287: 1901-2 

• University of Witwatersrand, Johannesburg, South 
Africa 

• Breast cancer treatment with chemotherapy plus bone 
marrow transplantation 

• Researcher “misrepresented his findings” and “failed to 
obtain approval for the trial before preceding” 

• Potential message: “medical researchers should not be 
trusted” 
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RESEARCH FOR HIRE: SECOND OF TWO 
ARTICLES 

  
 

A Doctor's Drug Studies Turn Into 
Fraud 

By KURT EICHENWALD and GINA 
KOLATA 

New York Times 

May 17, 1999 

Fiddes Case 

• Dr. Fiddes president of a clinical research company 
in Whittier, California in U.S. 

– Conducted over 200 studies for as many as 47 drug 
companies beginning in the early 1990’s 

– Engaged in extensive fabrication and falsification of data 

– Aug. 1997 pleaded guilty to felony charge of conspiracy 
to make false statements to the FDA in connection with 
the drug approval process  
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Fiddes Case 

• September 1998 sentenced to 15 months in federal 

prison 

• Ordered to pay $800,000 in restitution 

• June 1999 - Disqualified as a clinical investigator by 

Commissioner of Food and Drug Administration 

Fiddes Case 

• Examples of misconduct 

– Made up fictitious study subjects 

– Fabricated lab results by substituting clinical specimens 
and manipulating lab instrumentation 

– Prescribed prohibited medications to manipulate data 
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Fiddes Case 

• The FDA investigators asked [Fiddes], what 
evidence of fraud is there in the records 
reviewed by study monitors and the 
government? 

• What could the watchdogs have seen that 
would have allowed them to detect his fraud?  

Fiddes Case 

 

• “Nothing”, Fiddes replied. 

• Had it not been for a disgruntled former employee, 
he would still be in business. 
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Woo Suk Hwang’s Stem Cell Research  

• Claimed to have created personalized stem cell lines – 
falsification/fabrication 

• Used eggs from female research staff – coercion 

• Co-author (Gerald Schatten – U. Pittsburgh - PA) may 
not have contributed to the research – 
attribution/authorship  

• Discovered by anonymous whistleblower – former 
employee 

The Nigerian Experience 

 

• UNICAL dismisses 5, demotes 10 lecturers for academic fraud 

–  The Governing Council of University of Calabar has dismissed five 
academic staff and demoted 10 others for what it called 
“academic dishonesty”.  

 

Sources: The Guardian Newspaper, Saturday 16 March, 2013  & 

•  http://www.punchng.com/news/unical-dismisses-5-demotes-10-
lecturers-for-academic-fraud/ [Access Saturday 16 March 2001] 
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Giving Due Credit 

• Authorship 

 

• Acknowledgement 

 

• Citation/References 

 

• Prior contacts 

73 

Who is an Author? 
The four criteria 

• Substantial contributions to the conception or design of the 
work; or the acquisition, analysis or interpretation of the data, 
AND 

 

• Drafting the work or revising it critically, AND 

 

• Final approval of the version to be published, AND 

 

• Agreement to be accountable for all aspects of the work in 
ensuring that questions related to the accuracy and integrity of 
any part of the work are appropriately investigated and 
resolved 
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Who Should be Acknowledged? 

• Anyone who does not meet all four criteria 

 

• If there is a question, the institution should 
decide…not the journal editors 

 

Authorship Order 

First:  the person who carried out a majority of 
the experimental work described in the paper 

Senior (last):  one who directs, oversees, and 
guarantees the authenticity of the science. 
 Not based on seniority, rank or standing the field 

Corresponding:  individual charged with 
communicating with editors and readers 

Middle:  those listed between first and senior in 
order of their relative contribution to the work. 
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Non-Author Contributors 
• Contributors include everyone else involved that do not 

meet all four major author criteria. 

–Acquisition of funding 

–Technical editing, writing assistance 

–General supervision or administration 

–Clinical or participating investigators 

–Advisors 

–Collectors of data or specimens 

–Provided care for the patients 

–Written permission is required to be acknowledged 
 

 

 

 

 

 

 

Causes of research fraud 

• 6 main causes of research fraud [Medawar, 
Nobel laureate] 

– Need to publish for promotion, tenure or 
grants 

– Greed 

– Vanity  

– Mental illness 

– Crookery 

– ‘Messainic complex’ [Scholar is so convinced 
of his superstar status that he invents results 
to prove them right] 
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Danger of Misconduct to Science 

 

•violates moral precepts 

•undermines the most fundamental 
tenet of science- trust 

•undermines the normal progression 
of science 

•loss of self esteem 

 
 79 

Conclusion 
•Upholding ethical principles is very 

important in the conduct of research 

• Violation of these can result in sanctions 

• The benefits of research will be lost if 
unethical practices are not curtailed 

• IRB is essential for ensuring compliance 
with ethical principles 
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Thank you for listening 


