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What Makes Clinical 
Research Ethical?



Objective of Clinical Research

 To develop generalizable knowledge to 
improve health and/or increase 
understanding of human biology.
 Subjects who participate are the means by 

which we gather that knowledge

 By placing some persons “at risk” of harm 
for the good of others, clinical research 
has the potential for exploitation of 
human subjects. 



In your opinion, what are 
characteristics of ethical research?



Ethical Considerations of Clinical 
Research

 Ethical requirements for clinical research aim to minimize the 
possibility of exploitation by ensuring that research subjects 
are not merely used but treated with respect.

 For the past 70 years, the main sources of guidance have 
included for example:
 Nuremburg Code
 Declaration of Helsinki
 Belmont Report 
 Council of International Organizations of Medical Sciences 

(CIOMS)

 Many were written in response to specific events or to avoid 
a future scandal



Current Guidelines and Documents?

 Nuremburg
 Response to Nazi atrocities
 Focused on consent and risk-benefit ratio

 Declaration of Helsinki
 Responses to weaknesses of Nuremburg
 Focuses on risk-benefit ration and independent review 

 Belmont Report
 Response to US scandals (ie, Tuskegee)
 Focus on informed consent and vulnerable populations

 CIOMS
 Current international guidline standard which summarizes others



Framework to Address their 
Limitations

 Emanuel EJ, Wendler D, Grady C.  (2000) What 
makes clinical research ethical? JAMA
20(283):2701-2711 

 Emanuel EJ, Wendler D, Killen J, Grady C. 
(2004) What makes clinical research in 
developing countries ethical? The benchmarks of 
ethical research. JID 5(189):930-937



8 Ethical Requirements for Clinical 
Research 

 These 8 requirements provide a systematic 
framework for determining if research is ethical.

 Meant to guide development, implementation, 
and review of individual protocols.

 Intended to describe the ethical standards 
specific for clinical research

 Assumes the fundamental philosophy of previous 
guidelines.



8 Ethical Requirements for 
International Clinical Research 

1) Social or Scientific Value
2) Scientific Validity
3) Fair subject selection
4) Favorable risk-benefit ratio
5) Independent review
6) Informed consent
7) Respect for study participants
8) Collaborative Partnerships



1) Social or Scientific Value

 To be ethical, clinical research must be 
valuable.



Social or Scientific Value

 Only when society will gain knowledge, 
which requires the sharing of 
results, either positive or negative, 
can exposing human subjects to the 
risks of clinical research be justified.



2) Scientific Validity

 To be ethical, research must be 
conducted in a methodologically 
rigorous manner.

CIOMS: “scientifically unsound research 
on human subjects is unethical in that it 
may expose subjects to risks or 
inconvenience for no purpose”



Scientific Validity: Methods
 Must be valid and feasible
 Have a clear objective
 Designed using accepted principles and reliable 

practices
 Have sufficient power to test the objectives
 Have a strong statistical analysis plan

 Results have little “value” if the protocol is 
performed in a sloppy inaccurate manner



3) Fair Subject Selection

 Selection encompasses decisions 
about who will be included both by:
 Inclusion and exclusion criteria
 Strategies for recruiting subjects



Fair Subject Selection

 Groups should not be excluded from a 
research opportunity without a good 
scientific reason or susceptibility to risk 
that justifies their exclusion.



Fair Subject Selection
 Efficiency cannot override fairness in 

recruiting subjects

 As much as possible; those who bear the 
risks and burdens of research should be in 
the position to enjoy its benefits.

 Those who may benefit, should share in the 
risks and burdens



4) Favorable Risk-Benefit Ratio

 Research inherently entails uncertainty 
about risks and benefits

 Clinical Research can only be justified 
if 3 conditions are fulfilled:
 Potential risks are minimized
 Potential benefits are enhanced
 Potential benefits are proportionate to, or 

outweigh the risks



5) Independent Review

 Investigators have inherently multiple and 
legitimate interests
 Conducting high quality research
 Completing the research expeditiously
 Protecting subjects
 Gaining funding
 Advancing careers

 These interests can sometimes be in 
conflict



Independent Review

 Review of the study protocol by individuals not 
affiliated with the research helps to minimize 
these potential conflicts.

 For some research with few or minimal risks 
the review can be expedited, but for much of 
clinical research the review should be done by 
a full committee of individuals with a range of 
expertise who have authority to approve, 
amend, or terminate the study.



Independent Review

 Independent review provides social 
accountability
 Provides assurance to society that a 

study is ethically designed and the risk-
benefit ration is favorable.



6) Informed Consent

 The purpose of informed consent is 2-
fold:
 Ensures that individuals control if they are 

enrolled or not

 Participation is in-line with the persons values, 
interests, and preferences



Informed Consent

 Informed consent embodies the need 
to respect persons and their 
autonomous decisions

 Enrollment without informed consent is 
to use persons inappropriately in ways 
they may not agree to.



7) Respect for Study Participants

 Ethical requirements do not end once 
the informed consent is signed.

 Individuals must be treated with 
respect from the time they are 
approached for enrollment (even if 
they refuse to participate) until after 
their participation ends



Respect entails 5 different activities

1) Respect for privacy

2) Permitting participants to change their minds

3) Provision of new information gained during course of 
the study to the participant

4) Welfare of the participant should be monitored 
throughout the course of the study.  If adverse events 
are experienced then appropriate treatment must be 
offered.

5) Their must be some mechanism to inform participants 
of the results of the study



8) Collaborative Partnerships

A collaboration between researchers in a 
donor country and researchers in a 
recipient country.

 Minimizes exploitation
 Helps to ensure the study has a lasting 

impact
 Helps to convince policy makers to 

allocate scarce resources based on 
results



6 Components of a Collaborative 
Partnership

1) Investigators should represent both countries and 
approvals should come from both donor and recipient 
country

2) Shared responsibility for defining the research priorities, 
design of the study, and dissemination of results. Includes 
defined plans for sharing of data and specimens.

3) Mutual respect: recognition of the host community´s values, 
culture and practices.

4) Fair distribution of the tangible rewards of the research (i.e; 
sharing of intellectual property, appropriate authorship, and 
appropriate recognition of all partners)



27

Plagiarism in the Scientific Community: 
Ethical, Linguistic and Cultural questions...



Sonia M.R.Vasconcelos 28

“Research misconduct is defined as fabrication, 
falsification, or plagiarism in proposing, performing, or 

reviewing research, or in reporting research results.”
US Office of Science and Technology Policy (OSTP), Federal Research Misconduct Policy 

[Federal Register: December 6, 2000 (Volume 65, Number 235)]



Sonia M.R.Vasconcelos
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Plagiarism???

http://www.cartoonstock.com/directory/p/plagiarism.asp
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“Appropriation of another person’s ideas, processes, 
results, or words without giving appropriate credit.“ 

(US Office of Science and Technology Policy, 2000)

Plagiarism

“The unauthorized use or close imitation of the
language and thoughts of another author and the
representation of them as one's own original work.”

(Random House Unabridged Dictionary, © Random House, Inc. 2006)



31http://www.plagiarism.org/plag_article_what_is_plagiarism.html



Sonia M.R.Vasconcelos
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http://classic.the-scientist.com/news/20040922/02/

After reading the paper, Aguirre and his colleague, Juan Braga, looked back
through published papers by Imam "to find that many of the microphotographs
illustrating coralline algae from diverse localities and ages in these papers are
microphotos of algae from different other regions and ages published by several
other authors“…



34http://www.nature.com/nature/journal/v427/n6969/full/427003a.html



Sonia M.R.Vasconcelos
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“A recent analysis turned up numerous examples of plagiarism on 
the arXiv server (see Nature 444, 524–525; 2006). Ginsparg says 
that it’s not uncommon for scientists with a poor command of 
English to plagiarize introductions or background paragraphs 

from earlier work, often adding an appropriate citation.”
(Turkish physicists face accusations of plagiarism, Nature, 449, 8, 2007)



37
Sonia M.R.Vasconcelos

My experience with editing of hundreds of manuscripts has led me to believe that
many researchers, at least in Iran, plagiarize because they simply do not
know that it is an illegitimate act. Sometimes a non-native English
speaking author may insert words or even sentences from a previously-
published article simply because s/he is declined to sacrifice quality and
accuracy of the work for want of linguistic expertise.
(Editorial, Hepatitis Monthly, 8, 2008).

“… the misappropriation of language from other authors has been noted and the
trend is quite significant… this almost exclusively occurs when the principal,
usually first named, author… does not have English as their mother tongue,
and struggle to represent the background to their work in good English in
the Introduction, or to explore articulately the significance of the results in
the Discussion and Conclusions.” (Editorial, Biomaterials, 2007)

Percepções...
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http://opais.sapo.mz/index.php/sociedade/45-sociedade/36998-estudo-detecta-plagio-em-75-de-teses-do-ensino-superior-em-mocambique.html



Ophthalmia neonatorum is conjunctivitis in infants that occurs
in the first 28 days of life.1,2 One of the most common
infections in the neonatal period, ophthalmia neonatorum
frequently results from maternal infection with Neisseria
gonhorreae, Chlamydia trachomatis, or herpes simplex
virus.1,2,3,4 Ophthalmia neonatorum is usually restricted to the
eye and represents a serious threat to the child´s vision if not
treated. In more severe cases, it can spread systemically
causing arthritis, septicemia, or meningitis.4
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Thank You
Questions?
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