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o INTRODUCTION
@B‘ The mission of the NIH is to improve human health through
g biomedical and behavioral research. Performing research

involving human subjects is a necessary and important part of
that mission.

Main MENU

GLOSSARY

The NIH is committed to assuring that all of its research activities

involving human subjects are conducted in a way that promotes
their rights and welfare.
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INTRODUCTION

@E} Learning Objectives:

PAGE Upon completion of this lesson, you should know that:

Fnes®

. The NIH's Intramural Research Program (IRP) has a
Human Research Protection Program (HRPP) which
includes policies and procedures for the conduct of
Main MENU research involving human subjects.

. There are important historical, legal, and ethical
foundations for the NIH's HRPP and its polices and
procedures.

GLOSSARY

. The Office of Human Subjects Research (OHSR) is
available to help you understand and comply with the
requirements of the NIH's HRPP.
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@B‘ The NIH's Human Research Protection Program (HRPP) is a
system of polices and procedures designed to protect the rights
and safeguard the welfare of human subjects who participate in
research studies in the IRP. In accordance with sound ethical
principles and federal legal requirements, NIH has developed
policies and procedures to help you understand and fulfill your
responsibilities when you conduct or collaborate in research
involving humans at the NIH or elsewhere.

PAGE

Main MENU

The NIH official responsible overall for the IRP's HRPP is the
Deputy Director for Intramural Research (DDIR). Dr. Michael
Gottesman is the DDIR.

GLOSSARY
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INTRODUCTION
Fnes®

@B‘ The policies and procedures of NIH's HRPP incorporate:
PAGE
1. well established ethical principles for conducting research
with humans, and

2. requirements of Federal Regulations for the Protection of
Human Subjects, Title 45 Part 46 of the Code of Federal
Regulations (45 CFR 46).

Main MENU
In this lesson you will learn more about the ethical principles and

legal requirements that underlie the NIH's HRPP and its policies
and procedures.

GLOSSARY
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INTRODUCTION

Sometimes it is not
easy to see how the

Fnes®

PAGE policies and
procedures of NIH's
A HRPP apply to
F particular cases, for
example, when your
MaIN MENU research deals only

indirectly with patients
or volunteers.

GLOSSARY The Office of Human Subjects Research (OHSR) has designed this
course to help you identify those research activities which involve
human subjects and to help you understand how to protect the rights
and welfare of all human subjects involved in your research activities.
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INTRODUCTION
F e
@B‘ This course is not intended to give you "right and wrong"
g answers to all questions related to your human subjects

research. It is designed to provide you with information about the
NIH's HRPP and where you can go for help when you need
guidance and advice concerning your research activities.

Main MENU

GLOSSARY
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GLOSSARY Let's begin by considering a hypothetical
collaborative research project involving receipt
and analyses of human blood samples in your
NIH laboratory.
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F e
@D Hypothetical Collaborative Research Project
PAGE
Dr. B., an oncologist
0 . )
r in an economically
underdeveloped
e country, has been

conducting a trial to
develop a vaccine
against gastric
cancer which is
highly prevalent in
his country.

GLOSSARY
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INTRODUCTION
Fnes®

@EJ Hypothetical Collaborative Research Project

Before he began the study, Dr. B.
called and asked if you would be
willing to perform some research
analyses of blood samples to be
drawn from subjects in the proposed
vaccine trial and to help with the data
evaluation. He suggested that you be
identified as a co-author on relevant
publications.

Main MENU

GLOSSARY
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INTRODUCTION
Fnes®

@EJ Hypothetical Collaborative Research Project

You have along, professional
association with Dr. B.

Main MENU He was a research fellow in your
NIH laboratory; you have
collaborated on several research
projects, and you are co-authors on
a number of publications.

GLOSSARY
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F e
@D Hypothetical Collaborative Research Project
PAGE
A You judged that your role in the
¥ research was peripheral (i.e., you
would have no contact with human
Main MENU

subjects).

You agreed to help and have been
receiving and analyzing data and
blood samples monthly for a year.

GLOSSARY
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F e
@D Hypothetical Collaborative Research Project
PAGE During a recent interview, Dr. B.
said that, without the important
a» input of his colleague at the NIH, the
¥ vaccine trial would not have been
possible.
Main MENU

A clinical trial with the same vaccine
had been planned by researchers in
the United States, but was not
conducted because of concerns
about scientific validity and ethical
permissibility.

GLOSSARY
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INTRODUCTION

F e
@D Hypothetical Collaborative Research Project
PAGE
a0
¥ A journalist's interest is aroused
when he learns that four of ten
Main MENU peoplein Dr. B's trial had life-

GLOSSARY

threatening adverse events,
allegedly from reactions to the
vaccine.
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F e
@EJ Hypothetical Collaborative Research Project
PAGE When Dr. B. notifies you that four
subjects suffered serious
2 outcomes, you become concerned

and question whether or not you
have followed the NIH's policies and

Main MENU

procedures related to
collaborations.

You become more concerned when
the journalist calls you and the NIH
Freedom of Information Office to
request information on the vaccine-
related deaths in this research
collaboration and your role in the
trial.

GLOSSARY
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@D Hypothetical Collaborative Research Project

I
F
The journalist asks you for a copy
o of the research protocol and the
AIN MENU

minutes of the NIH Institutional

Review Board (IRB) that approved
the study.

GLOSSARY
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@EJ Hypothetical Collaborative Research Project

PAGE You know that IRBs are responsible for
reviewing and approving research
involving human subjects, but you did
not think that NIH IRB approval of this
collaboration was necessary because
you were only receiving and analyzing
blood samples and neither you nor the
NIH would have any contact with the
human subjects involved in the
research.

Main MENU

GLOSSARY
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F e
@D Hypothetical Collaborative Research
Project
PAGE
o You ask your
f secretary to get
the phone
number of the
Main MENU

journalist and
tell him you will
call him back.
You need help
but you are not
sure whom to
ask.

GLOSSARY
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INTRODUCTION

F e
@B| The collaborative research activities which you
' performed in this hypothetical case -- analyses of blood
P samples drawn specifically for research and analyses of
research data -- are considered research with human
0 subjects.

Therefore, before
Main MENU starting the research,
you must adhere to
relevant NIH policies
and procedures which
may include seeking
GLOSSARY review and approval
by an NIH IRB for such
research
collaborations.
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INTRODUCTION

F e
In this case, you did not follow NIH policies and procedures
| before you performed the sample and data analyses.
PAGE e People were apparently seriously harmed by their

participation in research in which you were a
collaborator.

o You were incorrect in your judgment that the NIH
Main MENU IRB did not need to review and approve the
research because you would not have any direct
contact with the subjects.

GLOSSARY
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F e
| You will learn more about IRBs as you proceed through this
/ course. The previous case will be discussed further in the
PAGE Case Study Lesson.
Main MENU

GLOSSARY
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F e
| In order to understand better the reasons for your
/ responsibilities when conducting research involving
PAGE human subjects, let's review a brief history of the ethical
guidelines and the Federal regulations.
Main MENU

GLOSSARY
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INTRODUCTION

The first formal codification of
international ethical guidelines
PAGE for the conduct of research

involving humans began in the
P late 1940's.

Fnes®

In 1946, 23 Nazi physicians
MAIN MENU went on trial at Nuremberg
because of research atrocities
performed on prisoners of war.

Nuremburg Trial

GLOSSARY

Subsequently, in 1947, the Nazi War Crimes Tribunal issued the
Nuremberg Code, which was the first internationally recognized code of
research ethics.
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INTRODUCTION
Fnes®

While the Nuremberg Code
and subsequent ethical
PAGE guidelines represented the
most enlightened thinking
oS of the time, many well-
F intentioned researchers in
the United States either did
MaIN MENU not know about them or did
not apply this guidance to
their research activities.

Nuremburg Trial

GLOSSARY
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INTRODUCTION
Fnes®

@B' A series of abuses of research
/ subjects came to public attention in
PAGE the U.S. between 1953 and 1972,
including the infamous Tuskegee
Study, on the natural history of
syphilis, conducted by Public Health
Service employees.

Main MENU

These cases led some people to
conclude that U.S. researchers could
not be trusted to conduct studies
involving humans.

GLOSSARY

More information about historical research cases can be found in the
History Lesson.
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g?éﬁ}% INTRODUCTION
Fnes®

@B‘ In the 1950's and 1960's, as federal funding for biomedical

research increased dramatically, ethical safeguards and legal
requirements were imposed on research activities involving
human subjects. The U.S. Government, in dialogue with the
research community, gradually designed one of the most
comprehensive systems in the world for protecting human
subjects.

PAGE

Main MENU

The protection of human subjects became a central requirement
when conducting clinical research.

GLOSSARY
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fié{?% INTRODUCTION

Laws, regulations, and public opinion challenged the
research community to make the system operable
and accountahble.

By Congressional mandate, the National Commission for the

Protection of Human Subjects of Biomedical and Behavioral
Research was established in 1974 to make recommendations
for the conduct of research involving humans.

GLOSSARY
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@ INTRODUCTION

Oversight for the system was assigned by law to
the Secretary of the Department of Health and
Human Services (DHHS). DHHS set as a goal:

High guality research accompanied
by high standards of research ethics.

GLOSSARY
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INTRODUCTION

F e
@D The primary task of the National Commission was to identify the
ethical principles that would guide all research involving
PAGE humans. The Belmont Report -- Ethical Principles and
Guidelines for the Protection of Human Subjects was published
a0 in 1978.
F
Main MENU The principles of The Belmont

Report govern all research
supported by the U.S.
government, including that
conducted by researchers in
GLOSSARY the NIH Intramural Research
Program (IRP).
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INTRODUCTION

@E' These principles are:

1. Respect for Persons: This principle acknowledges the

Fnes®

PAGE
dignity and freedom of every person. It requires obtaining
informed consent from research subjects (or their legally
authorized representatives).
e 2. Beneficence: This principle requires that researchers

maximize benefits and minimize harms associated with
research. Research-related risks must be reasonable in light of
expected benefits.

3. Justice: This principle requires equitable selection and
recruitment and fair treatment of research subjects.

GLOSSARY
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INTRODUCTION

F s
In the early 1980s, regulations for the conduct of research with
-' humans were published, entitled Title 45 Code of Federal Regulations
PAGE Part 46, Protection of Human Subjects (45 CFR 46). They have been
revised several times.
Main MENU

GLOSSARY
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g?éﬁ}% INTRODUCTION
Fnes®

In the early 1980s, regulations for the conduct of research with humans
| were published, entitled Title 45 Code of Federal Regulations Part 46,
Protection of Human Subjects (45 CFR 46). They have been revised several

times.

PAGE

The ethical principles of The Belmont Report are embodied in these

regulations. Taken together The Belmont Report and 45 CFR 46 articulate

the minimal ethical and legal obligations of those who conduct or support
MAINMENU— research involving human subjects.

GLOSSARY
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INTRODUCTION
Fnes®

were published, entitled Title 45 Code of Federal Regulations Part 46,
page  Protection of Human Subjects (45 CFR 46). They have been revised several
times.

@E' In the early 1980s, regulations for the conduct of research with humans

< The ethical principles of The Belmont Report are embodied in these
regulations. Taken together, The Belmont Report and 45 CFR 46 articulate
the minimal ethical and legal obligations of those who conduct or support

MAINMENY - research involving human subjects.

Among other things, these regulations require that each institution
conducting federally-funded research adheres to the principles of The
Belmont Report and sets forth in writing ethical principles, policies and
GLOSSARY procedures for protecting the rights and welfare of human research
subjects. In the Intramural Research Program, this written statement is the
NIH Federal-Wide Assurance (FWA).

The FWA is a contract between the NIH and DHHS's Office for Human

Research Protections (OHRP) which commits the IRP's HRPP to designing

and implementing policies and procedures that protect the human supgget33 of 52
involved in its research activities.

file://IC|/Documents¥%20and%20Settings/thompsonf2.NIH/Deskto...rai ning/ohsrfil ecourses/researcher CB T/introNEW/intro33.html 3/5/2010 7:55:02 AM



file:///C|/Documents%20and%20Settings/thompsonf2.NIH/Desktop/Investigator%20Training/ohsrfilecourses/researcherCBT/introNEW/intro34.html?myStudentID=[myStudentID]
file:///C|/Documents%20and%20Settings/thompsonf2.NIH/Desktop/Investigator%20Training/ohsrfilecourses/researcherCBT/menu.html?myStudentID=[myStudentID]
file:///C|/Documents%20and%20Settings/thompsonf2.NIH/Desktop/Investigator%20Training/ohsrfilecourses/researcherCBT/introNEW/intro32.html?myStudentID=[myStudentID]

Introduction

PROTECTING HUMAN RESEARCH SUBJECTS

gigé;:% INTRODUCTION

Fnes®

The policies and procedures of NIH's HRPP are found in:

@B‘ . The standard operating procedures (SOPs) for each of NIH's

PAGE Institutional Review Boards (IRBs),

. The CC Medical Administrative Series (MAS) (see http://
intranet.cc.nih.gov/mec/mas/index.shtml) and

. The Manual Chapter #3014 entitled "NIH Human Research
MAIN MENU Program"” (see http://www1l.0d.nih.gov/oma/manualchapters/

intramural/3014)

You are expected to comply with the requirements of NIH's
HRPP.

GLOSSARY

If you have questions about what is required of you you may
contact the NIH Office of Human Subjects Research (OHSR),
telephone (301) 402-3444 or discuss them with your Laboratory/
Branch/Section Chief.

There is much information about the NIH's HRPP on the OHSRage 34 of 52
web site at http://ohsr.od.nih.gov.
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Iggi& INTRODUCTION
Fnes

“

. The NIH's HRPP places shared responsibility for protecting the
AGE rights and safeguarding the welfare of human subjects directly
on you, as a research investigator, and the NIH, as an institution.

Main MENU

GLOSSARY
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o INTRODUCTION
“
The NIH's HRPP places shared responsibility for protecting the
PAGE 0 . .
rights of human subjects directly on you, as a research
investigator, and the NIH, as an institution.
If in a given situation you are not sure if you are conducting
o research involving human subjects, you should ask OHSR for
AIN MEMNU

resolution. Not knowing or not understanding what the NIH
requires of you is not an acceptable reason for ignoring or
circumventing its policies and procedures.

GLOSSARY
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o INTRODUCTION
The The NIH's HRPP places shared responsibility for protecting
-' the rights of human subjects directly on you, as a research
PAGE investigator, and the NIH, as an institution.

If in a given situation you are unsure if you are conducting
research involving human subjects, you should ask OHSR for a
resolution. Not knowing or not understanding what the NIH

Main Mt requires of youis not_ an acceptable reason for ignoring or
circumventing its policies and procedures.

Failure to comply with the NIH's HRPP policies and procedures
may constitute unethical behavior and violation of the law, and
can lead to loss of research privileges for an individual, a
laboratory, or for an entire research program.

GLOSSARY
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INTRODUCTION
Fnes®

,|
@E The requirements of NIH's HRPP:

PAGE

. Apply to all research activities involving human subjects
conducted by IRP personnel or supported by IRP contracts
or other agreements, and

Main MENU . Requires that all IRP research activities involving human
subjects follow the ethical principles of The Belmont Report
and the legal requirements of 45 CFR 46.

GLOSSARY
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“

INTRODUCTION
Fnes®

Collaboration with researchers in human subjects research

PAGE activities at other institutions is subject to the requirements of
the NIH's HRPP.
For example, collaborative research activities in which subjects
o are enrolled entirely at a non-NIH site, such as a facility in
AIN MEMNU

another country, must meet high ethical standards similar to
those required at the NIH.

GLOSSARY
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Fnes®

“

PAGE

Main MENU

GLOSSARY

INTRODUCTION

Federal regulations and the requirements of the HRPP apply to research
involving human subjects.

Research means a systematic investigation designed to produce
generalizable knowledge.

Research may involve direct interactions or interventions with subjects,
such as obtaining data by taking medical histories, obtaining blood
samples, urine sampling, diagnostic procedures, or treating patients at
least in part for the purpose of gaining generalizable information.

Research may also involve indirect activities such as the analysis of
specimens or data from people. Participation in these kinds of indirect
activities, particularly if you plan to publish the results (or be a co-
author), constitutes human subjects research.

Page 40 of 52

file://IC|/Documents¥%20and%20Settings/thompsonf2.NIH/Deskto...rai ning/ohsrfil ecourses/researcher CB T/introNEW/intro40.html 3/5/2010 7:55:03 AM



file:///C|/Documents%20and%20Settings/thompsonf2.NIH/Desktop/Investigator%20Training/ohsrfilecourses/researcherCBT/menu.html?myStudentID=[myStudentID]
file:///C|/Documents%20and%20Settings/thompsonf2.NIH/Desktop/Investigator%20Training/ohsrfilecourses/researcherCBT/introNEW/intro41.html?myStudentID=[myStudentID]
file:///C|/Documents%20and%20Settings/thompsonf2.NIH/Desktop/Investigator%20Training/ohsrfilecourses/researcherCBT/introNEW/intro39.html?myStudentID=[myStudentID]

Introduction

PROTECTING HUMAN RESEARCH SUBJECTS

gigé;:% INTRODUCTION

F e
“
s Federal Regulations and the requirements of NIH's HRPP apply
to research involving human subjects.
A human subject is aliving individual about whom an
investigator obtains either (1) data through intervention or
.l interaction with the individual; or (2) identifiable private

information.

GLOSSARY
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PROTECTING HUMAN RESEARCH SUBJECTS

gigé;:% INTRODUCTION

F e
D

Research investigators have a fundamental responsibility to

PAGE safeguard the rights and welfare of the people participating in
their research activities. In addition, our society has decided by
law that an objective review of human subjects research by a
group of diverse individuals is most likely to protect human

et subjects and promote ethically sound research.

GLOSSARY
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INTRODUCTION

F e
D
Research investigators have a fundamental responsibility to
PAGE safeguard the rights and welfare of the people participating in

their research activities. In addition, our society has decided by
law that an objective review of human subjects research by a
group of diverse individuals is most likely to protect human

et subjects and promote ethically sound research.

Therefore, when conducting research involving humans, Federal
regulations and the NIH HRPP both require prospective and
continuing review and approval of the research by a committee
called an Institutional Review Board (IRB).
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@@ IRBs are very important to the
conduct of human subjects
= research at the NIH and other

r research institutions both
inside and outside the U.S.
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INTRODUCTION

F e
@@ One reason IRBs are important is
because research investigators
= have an inherent potential

r conflict of interest