What This Module Covers:

Before discussing the current system for the protection of human subjects in research, it is important to review some of the significant historical events that have
influenced current ethical guidelines and HHS regulations.

This module covers the following topics:

= Goals and Principles of Human Subjects Protection
= Nazi Medical War Crimes
= Syphilis Study at Tuskegee

= Timeline of Important Historical Events
Goals and Principles of Human Subjects Protection

Human subjects are essential to the conduct of research intended to improve human health. As such, the
relationship between investigators and human subjects is critical and should be based on honesty, trust,
and respect.

Nazi Medical War Crimes (1939—1945)

Although not the first example of harmful research on unwilling human subjects, the experiments conducted by Nazi physicians
during World War Il were unprecedented in their scope and the degree of harm and suffering to which human beings were

subjected. _—
‘Medical experiments” were performed on thousands of concentration camp prisoners and included deadly studies and

tortures such as injecting people with gasoline and live viruses, immersing people in ice water, and forcing people to ingest bt g gl
poisons. 2% #upfersulfat

In December 1946, the War Crimes Tribunal at Nuremberg indicted 20 physicians and 3 administrators for their willing Prot. Ni

participation in the systematic torture, mutilation, and killing of prisoners in experiments. The Nuremberg Military Tribunals
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found that the defendants had: e e .
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= Corrupted the ethics of the medical and scientific professions 2194; It ;.;mte,_um.,ma: [ht. i

= Repeatedly and deliberately violated the rights of the subjects Deepnndimlat instmie,

The actions of these defendants were condemned as crimes against humanity. Sixteen of the twenty-three
physicians/administrators were found guilty and imprisoned, and seven were sentenced to death.

Historical Events

The Nuremburg Code

In the August 1947 verdict, the judges included a section called Permissible Medical Experiments. This section became
known as the Nuremberg Code and was the first international code of research ethics.

This set of directives established the basic principles that must be observed in order to satisfy moral, ethical, and legal
concepts in the conduct of human subject research. The Code has been the model for many professional and governmental
codes since the 1950s and has, in effect, served as the first international standard for the conduct of research.

A The Code provides ten Directives for Human Experimentation
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Historical Events

The Syphilis Study at Tuskegee

Arguably the most notorious example in the United States of the violation of the rights and welfare of human subjects was the
long-term study of black males conducted by the United States Public Health Service in Tuskegee, Alabama. This study of the
natural history of untreated syphilis was initiated in the 1930s and continued until 1972.

The Syphilis Study at Tuskegee involved approximately 600 African-American men: about 400 with syphilis (cases) and about
200 without syphilis (controls). These men were recruited without informed consent and, in fact, were led to believe that
some of the procedures done in the interest of research (e g, spinal taps) were actually “special free treatment ”

By 1936, it was apparent that many more infected men than controls had developed complications, and 10 years later, reporis

indicated that the death rate among those with syphilis was about twice as high as it was among the controls. In the 1940s, ;L)MMM ‘:’J"“ ““iT““’lrs’ml .
¢ provides 2 blood sample to study invastizators
penicillin was found fo be effective in the treatment of syphilis. The Syphilis Study at Tuskegee continued, however, and the in the sarly 1950

men were neither informed about nor treated with the antibiotic.

Historical Events

Outcomes of the Syphilis Study at Tuskegee

The first accounts of this study appeared in the national press in 1972. The resulting public outrage led to the appointment of an ad
hoc advisory panel by the Department of Health, Education and Welfare (which later was split into the Department of Education and
the Department of Health and Human Services [HHS]) to review the study and develop recommendations to ensure that such
experiments would never again be conducted.

Outcomes included:

1. National Research Act of 1974
2. HHS Policy for Protection of Human Subjects

3. Mational Commission for the Protection of Human Subjects of Biomedical and Behawvioral Research
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Module 2

What This Module Covers:

= The Belmont Report — Ethical Principles and Guidelines for the Protection of Human Subjects of Research

= HHS Requlations for the Protection of Human Subjects, 45 CFR 46

The Objectives For This Module Are:

» To identify the three principles of ethical human subjects research identified in the Belmont Report
= To comprehend the current HHS regulations, including:

« Risks associated with participation in research and appropriate protections against risks

* Vulnerable populations that need specific protections

« Situations in which research involving humans is exempt from regulatory requirements

The Belmont Report

Following the public outrage over the Syphilis Study at Tuskegee, Congress established the National Commission for the Protection of Human Subjects of
Biomedical and Behavioral Research in 1974. The National Commission was charged with:
1. Identifying the ethical principles to guide all research invalving human subjects

2. Developing guidelines for the conduct of ethical research involving human subjects

In 1979, the National Commission drafted The Belmont Report — Ethical Principles and
Guidelines for the Protection of Human Subjects of Research.

The Belmont Report identified three principles essential to the ethical conduct of research with
humans:

1. Respect for persons

2. Beneficence

3. Justice The Belmont Report

Ethical Principles and Guidelines for the Protection of

These three basic principles serve as the foundation of the current HHS regulations and Human Subjects of Research

guidelines for the ethical conduct of human subjects research supported by HHS. i G s A T e iR

—

Respect for Persons

11 respect autonomy is ta give welght to the

Respect for Persons

autonomous person's considered opinions and cholces
while refraining from ebstructing his or her actions. .. 9 L ]

- Belmant Report

The principle of respect for persons can be broken down into two basic ideas:

@ 1. Individuals should be treated as autonomous agents

& 2. Persons with diminished autonomy are entitled to additional protections

The challenges in applying the Belmont principle of respect for persons are in:

= Making sure that potential participants comprehend the risks and potential benefits of participating in research

= Avoiding influencing potential participants’ decisions either through explicit or implied threats (coercion) or through excessive compensation (undue
influence)



Beneficence

© 6 Persons are treated in an ethical manner niot only by respecting thelr
decisions and protecting them from harm, but also by making efforts to BEneficence
secure their well-being, Such treatment falls under the principle of ieneric
beneficence. The term beneficence is often understoad to cover acts of
kindness or charity that go beyond strict obligation. In this document,
beneficence is understood In a stronger sense, as an obligation, @ "}l‘- - Belmont Report

Two general rules have been articulated as complementary expressions of beneficent actions:

1. Dono harm
2. Maximize possible benefits and minimize possible harms

The challenge inherent in applying the Belmont principle of beneficence is how to determine when potential benefits outweigh considerations of risks and vice
versa.

Justice

& 6 1ust as the principle of respect for persons finds expressian In the requirements for 2
Justice

consent, and the principle of beneficence In risk/benefit assessment, the principle of
Jjustice gives rise to moral requirements that there be fair procedures and outcomes (n
the selection of research subjects. \} 9 - Belmant Repart

Justice requires that individuals and groups be treated fairly and equitably in terms of bearing the burdens and receiving the benefits of research.

The principle of justice may arise in decisions about inclusion and exclusion criteria for participation in research and requires investigators to question whether
groups are considered for inclusion simply because of their availability, their compromised position, or their vulnerability — rather than for reasons directly related to
the problem being studied.

The challenge of applying the Belmont principle of justice is how to decide which criteria should be used to ensure that harms and benefits of research are
equitably distributed to individuals and populations.

Review

The Belmont Report identifies three principles essential to the ethical conduct of research with humans.

Drag the principle from the right and drop onto the correct statements listed on the left.

Investigators should allow individuals to make
their own decision. B r

Individuals who are less able to make decisions
for themselves require additional protections.
Respect for Persons
Investigators should design research studies so
as to maximize benefits and to minimize risks
to individuals.
The burdens and benefits of research should JUSthE.‘

be fairly distributed among individuals,
groups, societies, etc,

The HHS Regulations — Protection of Human Subjects

The ethical principles for research involving human subjects described in the Belmont Report are codified in the Code of Federal
Regulations, 45 CFR 46 The NIH follows all Subparts of the HHS regulations:

Code of Federal

Reqplations Subpart A — Basic HHS Policy for Protection of Human Research Subjects
TITLE 45
PUBLIC WELFARE Subpart B — Additional Protections for Pregnant \Women, Human Fetuses and Neonates Involved in Research
D,\E,:f,':x:,,', gt‘:\;ﬁ; Subpart C — Additional Protections Pertaining to Biomedical and Behavioral Research Invoiing Prisoners as Subjects
PART 46 e i i i H
- e Subpart D — Additional Protections for Children Involved as Subjects in Research

Humangrmszcrs Subpart E — Registration of Institutional Review Boards (effective July 14, 2009)




Subpart A - Basic HHS Policy for Protection of Human Research Subjects

Subpart A, also called “The Common Rule”, describes the required protections for all human subjects.

Subpart A defines a human subject as “a living individual about whom an investigaror...conducting research
obtains:

1. Data through intervention or interaction with the individual, or

2. |dentifiable private information.”

Subpart A defines research as “a systematic investigation...designed to develop or contribute to generalizable
knowledge.”

This definition includes:
= Research development

= Testing

= Evaluation
Case Study: Human Heart Study

Case Study |

An investigator will be using human hearts in order to study factors leading to heart failure. One group of normal, control hearts will be
obtained from cadavers. A set of diseased hearts will be obtained from individuals who are to receive a heart transplant.

Does this study involve human subjects?

Q Yes, this study involves human subjects
Correct!

The use of healthy hearts from cadavers does not constitute human subjects research, because the individuals from whom the hearts will be obtained are not living,
but the use of the diseased hearts removed during fransplant surgery is human subjects research, since the donors are alive.

@ No. this study does not involve human subjects

Additional Protections

The Belmont principle of respect for persons states, in part, that individuals with diminished autonomy may need additional protections. Subparts B, C, and D
describe additional protections for some of the populations that are considered particularly vulnerable:

SubpartB
Additional Protections for Pregnant \Women, Human Fetuses and Neonates Involved in Research

SubpartC
\ 1 ’ Additional Protections Pertaining to Biomedical and Behavioral Research Involving Prisoners as Subjects

SubpartD
! Additional Protections for Children Involved as Subjects in Research

Vulnerable Populations

Subparts B, C and D define the specific categories of research in which pregnant women, human fetuses and neonates, prisoners, or children respectively may
be involved. The subparts describe additional requirements for informed consent, and may specify additional responsibilities for the Institutional Review Board (IRB)
when reviewing research involving these populations, and list the requirements for research that need additional levels of review and approval.

LA} 1T+ g

Other vulnerable populations include, but are not limited o, mentally disabled persons and economically and/or educationally disadvantaged persons. While the
regulations do not specify what additional protections are necessary for these groups, the HHS regulations (45 CFR 46.111) do require that investigators include
additional safeguards in the study to protect the rights and welfare of these individuals “when some or all of the subjects are likely to be vulnerable to coercion or
undue influence.”
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