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(Nuremberg Code for Human Experimentation)
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SPECIAL ARTICLE
ETHICS AND CLINICAL RESEARCH*

He~xry K. BEecHEr, M.D.7

BOSTON

UMAN experimentation since World War II has
created some difficult problems with the in-
creasing emploviment of patients as experimental
ubjects when it must be apparent that they would
ot have been available if thev had been truly
ware of the uses that would be made of them.
vidence is at hand that many of the patients in the
examples to follow never hud the risk satisfactorily
bxplained to them, and it seems obvious that further
undreds have not known that thev were the sub-
ects of an experiment although grave consequences
ave been suffered as a direct result of experiments
escribed here. There is a belief prevalent in some
ophisticated circles that attention to these matters
would “block progress.” But, according to Pope
Pius XII' . . . science is not the highest value to
vhich all other orders of wvalues should be
" Lubordinated.”
Y I am aware that these are troubling charges. Thev
ave grown out of troubling practices. They can be
Hocumented, as I propose to do, by examples from
eading medical schools, university hospitals, pri-
ate hospitals, governmental military departments
the Army, the Navv and the Air Force), governmental
nstitutes (the National Institutes of Health), Vet-

*From the Anaesthesia Laboratory of the Harvard Medical School
t the Massachusetts General Hospital.

*Daorr
chowol.

Professor of Research in Anaesthesia, Harvard Medical

erans Administration hospitals and industry. The
basis for the charges is broad.z

I should like to afirm that American medicine is
sound, and most progress in it soundly attained.
There is, however, a reason for concern in certain
areas, and I believe the type of activities to be
mentioned wil! do great harm to medicine unless
soon corrected. It will certainly be charged that any,
mention of these matters does a disservice to medi-
cine, but not one so great, I believe, as a continua-
tion of the practices to be cited.

Experimentation in man takes place in several
areas: in self-experimentation; in patient volunteers
and normal subjects; in therapy; and in the different
areas of experimentation on a patient not forhis bene-
fit but for that, at least in theory. of patients in
zeneral. The present study is limited to this last
category.

REASONS FOR URGENCY OF STUDY

Ethical errors are increasing not only in number
but in variety — for example, in the recently adde
problems arising in transplantation of organs.

tAt the Brook Lodge Conference on “Problems and Complexite®
of Clinical Research™ | commented that “what seem to be hreaches
etlucal conduct in c&pcrimcm;i:inn are by no means rare. but b
almost. one fears, universal,”™ [ thought it was obvious that I was
“universal” referving tw the fact thut examples could eusily be -f;:;n.l
in afl categories where research in man takes place to any !lgﬂ_' this
extent. Judging by press comments, that was not obvious: hence:
note.
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Tuskegee Trial
rE
» *v1932 -1972# 4 US Public Health Service (PHS)-
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- 'government doctors ; were examining ' bad

blood |




Tuskegee Trial
v AR
+ 1943 & = & P Penicillin® 5 #x:«

=2, )2




Tuskegee Trial
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« 1972 % Jean Heller-New York Times& % o
+ 1997 £57 % B %Clinton 2 B ¥ #1 o

“....what the United States government did was
shameful and | am sorry.”
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Was there reaIIy a need for this clinical trial?
2. ¥t PR S g pnio o B ALK A Y
Best active control treatment or placebo group?
. e RIRAFERAS AL PR DKL NFA

Has the clinical trial eliminated obvious bias and deception?

4. FF oRAE 0 e BIRA R OR Mcfr e S AT A E Rk D
Are sample size and statistical power adequate to show an effect if present?

5. i K e X § pmip e 3 AT A Sy

Were patient’ s chances of receiving an active medicine acceptable?

6. 522 0t TRfk R 2 i k¥ 2 HdcR ?

What was the safety of patients entering the clinical trial?
7Kﬁwﬁ&$%m@€m?V*?

What type of patients should have been entered?
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(OHRP : Office for Human Research Protection)
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»1999-3:
»1999-5:
»1999-8 :

»2000-1

»>2000-7

Greater Los Angeles Health Care System.
Duke University Medical Center.

University of Illinois, Chicago.

: Virginia Commonwealth University

»2000-6 :
: John Hopkins University

U. of Oklahoma Health Sciences Center




* Healthy volunteer in a
asthma study

*Died on July 2, 2001
iInhalation of a non-
approved drug

* Lungs were destroyed

Ellen Roche  Employed at Johns
24 years old Hopkins University
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The Collaborative Institutional Training Initiative (CITI Program)
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CITI Collaborative Institutional Training Initiative

About Us HIPS Course RCR Course International Course Site Lab Animal Course

CITI Login and Registration Page
The CITI Praogram is a subscription service providing research ethics education to all members of the resear
community. To participate fully, learners must be affiliated with a CITl participating organization.

The CITl course is a protected sit ] 'e a new learner at a participating organization you must register to create
your own username and password a S

@ New Users Redgister Here
0 Already Registered? Login Below
Username

Password

To ensure that all users enjoy rapid response times, access is tempaorarily limited to 1500 concurrent users. As learners
log off others will be permitted to log on. There are currently 394 users logged in to the site.




e 80% of AAHRPP accredited Institutions
utilize the CITI program as a

component of their HSP educational




Biomedical research

History and Ethical Principles

Basic Institutional Review Board (IRB) Regulations and
Review Process

Informed Consent
Conflicts of Interest in Research Involving Human Subjects

Records-Based Research

International Research

HIPAA and Human Subjects Research
Genetic Research in Human Populations

The IRB Member Module - ""What Every New IRB
Member Needs to Know"'

Social and Behavioral Research for Biomedical
Researchers




Biomedical research (cont.)

Research With Protected Populations - Vulnerable
Subjects: An Overview

Vulnerable Subjects- Research With Prisoners
Vulnerable Subjects- Research Involving Minors

Vulnerable Subjects- Research Involving Pregnant
Women and Fetuses in Utero

Workers as Research Subjects-A Vulnerable Population

Group Harms: Research With Culturally or Medically
Vulnerable Groups

FDA-Regulated Research
Hot Topics
Human Subjects Research at the VA




Soclal Behavior Research

History and Ethical Principles - SBR

Defining Research with Human Subjects - SBR

The Regulations and The Social and Behavioral Sciences - SBR
Assessing Risk in Social and Behavioral Sciences - SBR

Informed Consent - SBR

Privacy and Confidentiality - SBR

Research with Prisoners - SBR

Research with Children - SBR

Research in Public Elementary and Secondary Schools - SBR
International Research - SBR

Internet Research - SBR




SIDCER

Strategic Initiative for Developing Capacity In
Ethical Review (SIDCER)

2t & TDR™

—Special Programme for Research & Training In
Tropical Disease, UNDP/World Bank/\WHO
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SIDCERT™ z_# % #3

- FERCAP E'f = b ¥ Forum for Ethical Review Committees in Asia
and the Western Pacific

« FLACEIS if'_ﬂ i ‘;""" Latin American Forum of Ethics Committees
In Health Research

* PAB|N ?k«-‘/“’"" Pan-African Bioethics Initiative

* FECC | S i %T Forum of Ethics Committees in the Confederation of
Independent States

* FOCUS i 4y i*" ?\2 Forum for ERCs/IRBs in Canada and the United
States.
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- WHO : Operational Guidelines for Ethics
Committees That Review Biomedical Research

WREMETE AEE
- WHO : Surveying & Evaluating Ethical Review Practice
- AAHRPP : Association for the Accreditation of Human
Research Protection Program, Inc

- NHRI Forum-- X 8¢5 % | ¢ Pk
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Helen McGough, Director, Human Subject Division, UW







