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U.S. legislation as
response to tragedy



The Patent Medicine Evil

Collier’s
THE NATIONAL WEEKLY




Safety of the food supply



Food and Drug Act 1906



Diet dangers c. 1930s



Elixir of Sulfanilamide
tragedy

10/ deaths



Food, Drug and Cosmetic

* Drugs or

for toxicr

Act of 1938

cosmetics must be tested
'y before marketing.

« Adequar

e directions for use

needed 1o be on package
« Some drugs are designated “by

prescript

lon only”



Cranberry crisis of 1959

« Concerns about safety
of pesticides used on
Cranberries




Thalidomide
1960-1961

83 children were born
with unusual birth
defects, not linked 1o
thalidomide use.

a German scientist makes
connections between
thalidomide use and
thousands of babies born
with birth defects.



Keftauver-Harris
Amendments to FDA

Frances Kelsey, FDA

FDA can
demand
sclientific dato
to determine
the drug
WOrks




Congress passes
Animal Welftare Act,

1966



Life magazine 1966



Why do we have

federal regulations for
human
experimentation?



In response to scandals and
tragedies Congress passes the
National Research Act

1974



Both the history of human
experimentation and history of
controversy over human
experimentation much older



United States Congress,
1900

considers Senate bill 3424:

a law that would require
Investigators to disclose In
advance the purpose and
orocedures of any non-
therapeutic experiment involving
numan pbeings.




Senate bill 3424

calls for explicit ban on experiments
using those persons deemed unable
to consent,

including
infants,

children under the age of twenty-
one,

and pregnant women.



" The Yellow Fever Board in
Cuba, 1900



Reed and his colleagues introduce

written permission forms

available in both
English and Spanish



The undersigned
understands...

perfectly well that in case of the development of
yellow fever in him, that he endangers his life to a
certain extent but it being entirely impossible for him
to avoid the infection during his stay in this island, he
prefers to take the chance of contfracting it
infentionally in the belief that he will receive from
the said Commission the greatest care and the
most skillful medical service.



Subjects receive $100 in gold,
$200 if death occurs



“A written consent was obtained
from each one, so that our moral
responsibility was to a certain
extent lessened. Of course, only
the healthiest specimens were
experimented upon .. ."

Aristides Agramonte



Medical research in US

continuing social support for American researchers

celebrating the heroes and martyrs of medical
research

self-experimentation and volunteers
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1952

Polio epidemic c










By the 1960s no longer faith
in medical researchers

Revelation of

apparent Henry

ﬁbuses of Beecher's
uman

subjects, bombshell

especially the

Tuskegee

Syphilis Study



HENRY K. BEECHER, M.D.

Professor of
Anesthesia Research
at Harvard Medical

School

Convener of the
Harvard Ad Hoc Brain
Death Committee




“Ethics and Clinical
Research”

New England Journal of
Medicine 1966



22 examples of
“questionable”
research practices

Not from fringe BUT from mainstream
researchers and institutions



JAMA -

The Jaiemal of the Amenicin Masenl Association




Publication of the 22
examples

the rest from

Science, Cancer, J. of
Urology, Surgery,
Gynecology and Obstetrics,
American J. of Medicine,
Anesthesiology, and
American J. Med. Sciences



Why HENRY K. BEECHER?

Christian faithe
anesthesia¢

experience with
human subjects
researche




Naz1 Experiments




1946-47, prosecution of 23 Nazi medical personnel



United States v. Karl Brandt et al



Permissible
Medical
Experiments

The Nuremberg Code



First principle

.The voluntary consent of the
human subject is absolutely
essential.



Strictly interpreted, the
first principle would
eliminate experiments
on children, prisoners,
the dying, the
mentally ill

efforts to create a
more workable code

The Declaration of
Helsinki (1964)



Beecher concerned about
new researchers who fail to
understand their
responsibilities



Who were the research subjects
in Beecher’s 22 examples?

“mentally defective” children

mentally refarded and delinqguent children
the very elderly

soldiers in the armed forces

charity patients

terminally ill

alcoholics

children and newborns

patients at the NIH Clinical Center



Example 4

Study of effects of new antibiofic for treating acne
using juvenile delinquents

the drug associated with liver problems

teenagers undergo repeated liver biopsies



Example 16



Dr. Saul Krugman et al
begin studies to
acquire information
about the natural
history of hepatitis and
| work toward vaccine



Willowbrook studies

Newly admitted
children (whose
parents give
consent) are given
iInframuscular
Injections of
hepatitis or
“milkshakes™ with
hepatitis




Krugman continued to
defend the studies but

issues persisted about
iInformed consent,
coercion, and study
design (withholding
gamma globulin)



Example 17

Jewish
Chronic
Disease
Hospital
case

Funded by USPHS and American
Cancer Society

Injections of live cancer cells into
elderly patients without
consent

"did not wish to stir up any

unnecessary anxieties in the
patients" who had "phobia and
ignorance” about cancer.



July 25, 1972







Study begins in 1932






PHS Surgeon General Thomas Parran,

Shadow on the
Land

Head of PHS, 1936-
1948






From treatment to “a study
in nature”

Dr. Raymond Vonderlehr
offers Negro men “last
chance for special free
treatment” for their
“bad blood”




Lumbar puncture (to obtain spina

fluid for diagnosis)










World War 11

* PHS asks Tuskegee draft
board to exempt the men In
the study from the draft

e They serve iIn another war



urse Eunice Rivers




SLHUTTIUNT TSLOUNUS THS UlUL. 1TSS oot
was taken in the TVAH in February 1952.
(National Archives, CDC, East Point, GA)







1954

*for the first fime, men in the study
Identified as “volunteers with social
iIncentives”






1969

CDC convenes a blue-ribbon panel to determine
whether Tuskegee study should confinue

only physician not familiar with the Study argues
that the experiment should end and the men
receive freatment

the Study contfinues until 1972



Study Revealed July 25,
1972



« Kennedy holds
hearings on human
experimentation
INncluding the TSS

» Legislation passed
1974

 National Research
ACT




1974 National Research Act

creation of a National Commission to study the
moral issues posed by human experimentation

new federal regulations for IRBs and written
informed consent






Persistent stories about the
deliberate infection of the
men in Tuskegee with

syphilis






Presidential apology 1995



White House Apology for the Syphilis
Study, May, 1997






Wielding the “Tuskegee Analogy”

INn 1997 NEJM acting editor
Marcia Angell compares
placebo-controlled trials for
?revenfnng vertical

ransmission of HIV from
mothers 1o Infants to the
Tuskegee Study



2001

Maryland State Supreme Court rules that families
can sue the Kennedy-Krieger Institute (JHMI),
comparing the research on effects of lead paint on
children to both Nazi experiments and the Tuskegee
Study.



President Bush vetoes stem cell research bill,

summer 2006

research on human
stem cells

‘constitutes a grave
violation of human
rights just as we saw in
the Tuskegee
experiments here in the
United States and in
the Nazi experiments of
World War Il.”



Scandal, tragedy
and revelation
continues



2011






John Cutler




“I saw Doctor Parran on Friday [February 14] and he wanted to
know it | had had a chance to visit your project. Since the answer
was yes, he asked me to tell him about it and I did so to the best of
my ability. He was familiar with all the arrangements and wanted
to be brought up to date on what progress had been made. As you
well know, he is very much interested in the project and a merry
twinkle came into his eye when he said, "You know, we couldn’t

do such an experiment in this country.”*!



Learning the past,
living with the past,
forming the future
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