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Before discussing the current systemn for the protection of human subjects in ressarch, it is important to review some of the significant historcal events thet have influsnced
current ethical guidelines and HHS regulations.

This module covers the following toples:

« Goals and Principles of Human Subjects Protection
« Mazi Medical War Crimas

» Syphilis Study at Tuskenee

« Timeline of Impartant Historlcal Events
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The Nuremburg Code

In the August 1947 verdict, the judges included & saction called Permissible Medical Experiments. This section
became known as the Muremberg 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
govarnmental codas since tha 18508 and has, in effect, sarvad as tha first intermational standard for the conduct of

research.

The Gode Provides Ten Directives for Human Expenmentation

“Wigw from above of the defendants dock duing a session of the
Medical Case [Doctors) Trhal in Muembarg, which man from December
B1846 o July 19, 1847
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Dr. Leo Alexander, RBoston neurologist and psychiatrist who served as consul-
tant to the Secretary of War and to the Chicf of Counsel for War Crimes at the

trial, examines a Polish girl who was permanently crippled by physician exper-
iments. {World Wide Photo )



Karl Brandt, personal physician to Adolph Hitler and Reich Commissioner for
Health and Sanitation, sentenced to death by hanging. (U.S. Army Photo, Ray
D’Addario)



Andrew lvy




The Nuremberg Code, 1947

The voluntary consent of the human subject is
absolutely essential.

“It was a good ethics code for barbarians.”
Jay Katz (1922-2008) on his medical school professors’ reaction.



Thalidomide




The “Banality of Evil”

* The Eichmann Trial, Jerusalem, * Hannah Arendt,
1961 The New School




Stanley Milgram’s
Obedience to Authority Experiment
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Henry Beecher

Harvard professor of anesthesiology
NEJM paper, 1966,
“Ethics and Clinical Research”

Describes 22 cases of unethical
human experiments in the published
literature, e.g.,

* Brooklyn Jewish Chronic Disease
Hospital

* Willowbrook State Hospital

Rejected “rigid rules” in favor of the
“virtuous investigator”

® Mem Faplin
Jamarnal ol Medicing
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Jewish Chronic Disease Hospital
Case, 1963

* Live cancer cells injected into 22 debilitated patients

*Intended to measure patients’ ability to reject
foreign cells

* No informed consent

e State of New York brought charges against Dr.
Chester Southam and Dr. Emanuel Mandel

* Suspended medical licensure for one year



Saul Krugman and Willowbrook

« “...were bound to be
exposed...”

* Special unit isolated from
other infections

* Likely to have subclinical
infection and immunity

* Parents gave informed
consent

e Krugman, The Lancet
1971



http://images.google.com/imgres?imgurl=www.med.nyu.edu/pedsid/krugman2.gif&imgrefurl=http://www.med.nyu.edu/pedsid/&h=270&w=283&prev=/images?q=saul+krugman&svnum=10&hl=en&lr=&ie=UTF-8

Beecher's LSD Papers

Lasagna L, von Felsinger JM, Beecher HK. Drug-induced mood changes in
man. 1. Observations on healthy subjects, chronically ill patients, and
postaddicts.” J Am Med Assoc 1955: 157:1006-1020.

von Felsinger JM, Lasagna L, Beecher HK. Drug-induced mood changes in
man. 2. Personality and reactions to drugs. J Am Med Assoc 1955;
157:1113-1119.

von Felsinger JA, Lasagna L, Beecher HK. The response of normal men to
lysergic acid derivatives (di- and mono-ethyl amides). J Clin Exp
Psychopathol 1956; 17:414-428.*

*DoD funded; “The drugs were administered as unknowns”
subjects appear to have been college students.
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I bave nol bwen forgetful of the study you sentioned Lo me i Lha soating of
the Comsities on Surgory et the Natlonal Rosesrdh Counsil on Yay 29, concer
en oxsmination of aponts thet sight be waed in narcoanalysis or for vse as “truth
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thirks this probles 18 one of ispertance asd ome which cught Lo bo looked into. T
have Found an sblo young peyohistrist vory clesoly assccisted with Dr, Cobb, wha, [
Loliove, say bo intorested in participating in such & study, &F 8t i ondorteken Bore.
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Dan Callahan was a subject in a Beecher
study of “speed”, 1960

“Then, around 1971 or so | read
Beecher's CV since he was part
of our [the Hastings Center’s]
project on brain death. |
noticed in his list of
publications a project he had
run on amphetamines that had
involved swimmers and runners
in the early 1960s--and that's
how | first learned what the
research was and who had run
it! “

-Dan Callahan to JDM, 11/25/14




! The Hastings Center

a nonpartisan research institution dedicated to bioethics
and the public interest since 1969

: Home i Publications ;| Research : Bioethics Wire : Center News : Forthe Media  About : Support

Search
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. uur vlsm“ ...................................
. Bnard ......................................... I HE Knuwles BEEEhEI' AWﬂrd

The Center's Henry Knowles Beecher Award
recognizes individuals who have made a lifetime
contribution to ethics and the life sciences and
whose careers have been devoted to excellence in
scholarship, research, and ethical inquiry.
Recipients are nominated by a committee of The
Hastings Center's Fellows, an elected group of
eminent scholars, and approved by the Board of
Directors. The award is named after the first
recipient, the late Henry Knowles Beecher, MD, a

Internships distinguished physician in the field of anesthesiology who, in the 1960's,
.................................................. courageously shed light on ethically questionable practices in human
.................................................. subjects research. By those actions, Dr. Beecher helped give birth to the

Hastings Center Cunniff-Dixon field of bioethics and became one of its pioneers.

Physician Awards




Beecher on Informed Consent

* 1962 Harvard protest to DoD re the Nuremberg
Code

* Informed consent requirement would “cripple” US
research (Beecher to Kefauver, 1962)*

* Worries about impact of 1960s LSD use (see
Moreno, “Acid Brothers”)

*Thanks to David Podolsky



Impersonal
Sex

in public

places

Laud
Humphreys /=
Re_cipient of the C. Wright Mills Award b
With a foreword by Lee Rainwater Nt







The Stanford Prison Experiment, 1971
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USPHS Syphilis Study, 1932-72

The 5t udy lasted nearly 40 years
[Courtesy Mational Archives)



The National Commission for the Protection of
Human Subjects

of Biomedical and Behavioral Research,
1974-78

* Generally viewed as the first national bioethics
commission.

* Established as part of the 1974 National Research
Act, the National Commission is best known for the
Belmont Report.

* It identified fundamental principles for research
involving human volunteers and was the basis of
subsequent federal regulation in this area.



THE BELMONT REPORT

National Commission for the Protection of Human Subjects of Biomedical
and Behavioral Research 1979

*A. Boundaries between research and practice

*B. Ethical principles underlying the conduct
of research:
*Respect for persons
*Beneficence
*Justice



RESPECT FOR PERSONS

*Individuals should be treated as autonomous
agents (capable of self-determination)

*Persons with diminished autonomy deserve
protection

* Application: Informed consent



BENEFICENCE

Do no harm

* Maximize possible benefits and minimize
possible harms

* Application: Risk/Benefit assessment



JUSTICE

*Fairness in the distribution of the benefits
and burdens of research (distributive justice)
* Application:
*Fair procedures and outcomes in the
selection of subjects
*Protection of vulnerable subjects
*Equitable health care system?



National Commission:
Special Protections for “Vulnerable
Populations”

* Pregnant women
* Fetuses

e Children
* Prisoners

These special protections have also been written into
federal regulation.

But not for those “institutionalized as mentally ill”.
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Click on the desired date or event to read more about that historical moment in the modern history of human experimentation.
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The Secretary’s Advisery Committee on Human Research Protections (2...

The Secretary's Advisory Committee on Human Research Protections
(SACHRP) was established to provide expert advice and
recommendations to tha Secretary of Health and Human Servicas and
the Assistant Secretary for Heslth on issues and topics pertaining to or
associated with the protection of human research subjects. See

< Previous TR ASTE



US apologizes for infecting Guatemalans (€ Tviter | share | Email | Save | Prin
With STDS in the 19405 w:;ﬁ:;?famcmmandmis. Be the first of

By the CNN Wire Staff
October 1, 2010 10:18 p.m. EDT

Washington (CNN) -- The United States
apologized Friday for a 1946-1948 research
study in which people in Guatemala were
intentionally infected with sexually transmitted
diseases.

A statement by Secretary of State Hillary
Clinton and Secretary of Health and Human
Services Secretary Kathleen Sebelius called

President Cbama offers "profound apologies” to the the action "raprehensihle."
Guatemalan president for the lests.

"We deeply regret that it happened, and we

STORY HIGHLIGHTS apologize to all the individuals who were affected by such abhorrent g LR
- Obama offers "profound research practices,” the joint statement said. "The conduct exhibited Arc h in Gu 40€ma la
apologies” i i - R, s
during the study does not represent the values of the United States, Froum l"' 46 1o ]“"I 48

« Guatemala accepts the apology, OF OUr commitment to human dignity and great respect for the people
the presidential spokesman said  of Guatemala.”

« The United States is launching

an investigation President Barack Obama called his Guatemalan counterpart Friday
* The research was "offering profound apologies and asking pardon for the deeds of the R
“repraharaible,” the LI.8. 1940s," President Alvaro Colom told CNN en Espanol in a telephone

statement said X . N
interview from Guatemala City.

"Though it happened 64 years ago, it really is a profound violation of
human rights," said Colom, who said the report took him by surprise.

Clinton called him on Thursday, he said. "She too offered her

mmemlmmime e meied sedime dmd e fald s s caame e b bl
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