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Scopes

* History of Research Ethics
e Ethic Scandals, Unethical Research
e Research Ethics Guidelines
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Edward Jenner (1796, B.E. 2339)

Smallpox Vaccine

Louis Pasteur (1885, B.E. 2428)

Rabies Vaccine

Walter Reed (1900, B.E. 2443)

Yellow Fever
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During World War I

Origin of International Guidelines




JOSEF

MENGELE
[ THE ANGEL OF DEATH _

Auschwitz Nazi Camp: 1943 (B.E. 2486)

- Children: injected with chemical

- Prisoners with deformities: brutal surgeries,
amputations

- Female prisoners: sterility and shock treatment
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Dufing World War Il

1939-1945 (B.E. 2482-2488)

* Nazi doctors conducted as
many as 30 different type of
experiments on
concentration-camp
iInmates

* performed these studies
without the consent of the
victims

e Who suffered indescribable
pain, mutilation, permanent

disability, or in many cases
death as a result
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Low pressure experiment

= High altitude experiments
conducted in low pressure
chambers that approximate
pressure at extremely high
altitudes

® [n concentration camps
(Dachau) and killing camps
(Auschwitz)
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Gas Experiments

 Photo in evidence
presented at the trial
of an injury caused by
phosphorous A )

experiment to test

ointments to treat
burn

D17 Madaus /DKo
Prot.Ni*
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Freezing Experiment

e Subjects remained
in ice tanks for 3
hours, severely
chilled and
rewarmed of the

body was then
attempted




Scars on a Polish woman

resulting from experiments to
conducted on her whereby her legs
were shotand slashed, the wound was
Injected with gangrene or strep
bacteria, glass, dirt and wood chips
were rubbed into the wound to
stimulate a battlefield injury, the
wound was sewn up, and

experimental bacterial ointments were

applied to the wound
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Nazi Medical Experiments

e Sea water experiment — subjects deprived of food
and given chemically treated water

* Epidemic jaundice experiment — subjects infected
with jaundice

 Sterilization of subjects by means of x ray, surgery
and drugs

e Spotted fever (typhus) germs infected healthy
subjects to develop vaccine
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Nazi Medical Experiments

* Poison mixed with food or subjects shot with poison
bullets to investigate effects of various poisons.

* Incendiary bomb experiments — Burns inflicted on
subjects by using phosphorous from bombs then
treated with various drug preparations

* Bone, nerve, muscle transplantation from one
person to another
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The Nuremberg Military Tribunals
in 1946 (B.E. 2489)

m 23 German physicians

m “performing medical
experiments upon
concentration camp inmates
and other living human
subjects, without their consent,
In the course of which
experiments the defendants
committed the murders,
brutalities, cruelties, tortures,
atrocities, and other inhuman
acts.”
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Nazi Doctors Trial

11 supplemental trials

23 Nazi physicians were charged with conducting in
human experiments on German civilians and
nationals of other countries

16 defendants were convicted

7 were sentenced to death
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A SUMMARY OF THE NUREMBERG CODE

The voluntary consent of the human subject is absolutely essential
Scientific rigor

Good design

Avoid unnecessary suffering

Death or serious injury should not be an expected outcome

Risks weighed against importance of the problem
Preparation/facilities to protect subject

Scientific qualification of researcher

1.
2.
3.
4.
5.
6.
7.
8.
S.

Subject must be free to withdraw at any time
10.Subject be able to stop study at any time
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The Nuremberg Code 1947(B.E.2490)

As part of the verdict, the Court enumerated some rules for

"Permissible Medical Experiments", now known as
the “Nuremberg Code”. These rules include:

e voluntary consent
* benefits outweigh risks

* ability of the subject to terminate
participation
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Post WWII

Willowbrook Hepatitis Study (1950s)

Jewish Chronic Disease Hospital (1960s)
Thalidomide Study (1961)

Milgram Study (1963)

Tearoom Trade Study (1970)

The Havasupai Indian Tribe Genetics Research (1990)
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WILLOWBROOK STUDY (1950-1970)

WILLOWBROOK

Willowbrook Hepatitis Study
1950-1970 (B.E.2493-2513)

800 Children - Willowbrook State School for the Mentally Retarded

Newly admitted mentally disabled children were inoculated with
infectious hepatitis

Objective: to determine the period of infectivity for the disease
Researchers injected students with mild form of hepatitis
Parents were not informed of the risks

Benefit of study for participants: better hospital facilities and care for
the children

Coercion of parents

VVVYVY VY

A\
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Study at Jewish Chronic Disease Hospital New York 1960’s
(B.E.2503)

* 22 Elderly patients
 Some with dementia, some spoke only Yiddish

* The participants were not informed that the injected material contained
live cancer cells

* No review committee and no approval was sought from attending MDs
providing care.
JEWISH CHRONIC DISEASI

* Need for informed consent in research HOSPITAL STUDY (1960)
e Guardians not asked for permission
 Consent deceptive, inadequate, & not translated

Lerner BH. Sins of omission — cancer research without informed consent. NEJM 2004; 351(7):628-30.
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The Thalidomide Study 1961(B.E.2504)

* Thalidomide was approved as a sedative in
Europe in the late 1950’s.

 The FDA never approved the drug, but samples
were sent to US doctors.

* By 1961 thalidomide was shown to be very
harmful to the fetus, interfering with the normal
development of arms and legs.
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* These events lead to the passage of the Drug
Amendments of 1962 to the Food, Drug and
Cosmetic Act

* This was the first US statues that required
subjects be informed of a drugs experimental
nature and to consent before starting the
research study
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S. MILGRAM'S
The Milgram Study OBEDIENCE STUDY

" A TRULY SHOCKING PSYCHOLOGIST
u u ! ta N -
=2 1 i
g . :

= The study was on obedience and humans’
response to authority.

= The subjects were deceived as to the nature of
the study and were told it was a teacher/
learner experiment.

= The “teachers” were told to give the
“subject” an electrical shock for missed

dNSWEeErs.
WHY
DO WE
OBEY?
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The Milgram Study
1963 (B.E. 2506)
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Milgram study

Public Announcement

WE WILL PAY YOU $4.00 FOR
ONE HOUR OF YOUR TIME

Persons Needed for a Study of Memory

*We will pay five hundred New Haven men to help us complete a scientific
study of memory and learning. The study is being done at Yale University.

*Each person who patticipates will be paid $4.00 (plus 50c carlare) for
approximately 1 hour’s time. We need yvou for enly ooe hour: there are no
further obligations. You may choose the lime you would like to come {evenings,
weckdays, or weekends),

*No special training, education, or experience is nceded. We want:

Factory workers Businessmen Construction workers
City employees Clerks Salespeople

Laborers Professional people White-collar warkers
Barbers Telephone workers Others

All persons must be between the ages of 20 and 50. High school and volicge
students cannot be used.

*|f you meet these qualitications, fill out the coupen below and mail it
now to Professor Stanley Miigram, Department of Psychology, Yale University,
New Haven. Yeu will be notified later of the specific time and place of the
study. We reserve the right to decline any application.

*You will be paid $4.00 (plus S0c carfare) as soon a8 you arrive at the
laboratory,

' TO:
| PROF. STANLEY MILGRAM. DEPARTMENT OF PSYCHOLOGY,
YALE UNIVERSITY, NEW HAVEN, CONN. T want to take part in

this study of memory and learning. { am between the ages of 20 and
50. [ will be paid $4.00 (plus 50¢ carfare) if | participate.

NAME (Please Print}. . ... ... ... ... ... . i
ADDRESS .« . e
TELEPHONENO. ............... Best time to call you ... .. ..
AGE........ OCCUPATION. .. ... il Lt SEX......
CAN YOU COME:

! WEEKDAYS ....... EVENINGS ...... WEEKENDS. ........




Milgram study result:

65% (26 910 40 AY) MmMsnaaeslloudstunszualihgsgai 450 Taad

=
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Criticism of the Milgram Study

 |Informed consent had not been obtained because of
the deception

* Federal regulations specifically allow for deception in
research, but only in limited conditions and only with
IRB approval

e Extreme psychological stress experienced by most
subjects
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Declaration of Helsinki
1964 (B.E.2507)

Adopted by the 18th World Medical Assembly, Helsinki,

Finland, 1964

* Revised by the World Medical Assembly in Tokyo, Japan in 1975, in Venice, Italy in
1983, and in Hong Kong in 1989 and the 48th General Assembly, Somerset West,
Republic of South Africa, October 1996 and 2000 (Edinburgh, Scotland). Added by
the WMA General Assembly, Washington 2002

* Itis the mission of the physician to safeguard the health of
the people

* Medical progress is based on research which ultimately must
rest in part on experimentation involving human subjects

www.med.fu.ac.fh



Declaration of Helsinki
(1964)
(Revision 2004,2008,2013)

* Respect for Persons — people are not a means to an
end; researchers have duty to protect life, health,
privacy and dignity of research participants

e Standard of care must be best available, even for
control group

* Proxy consent and assent for vulnerable populations

 Placebo
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Tearoom Trade Study
1970 (B.E. 2513)

Humphrus :

—— . ————
e T CEE A

* Inthe 1960’s, Homosexual is illegal and behavior stigmatized and
arrested for homosexual conduct resulted from sex in public toilets.

* Laud Humphreys studied of male homosexual sex in public toilets by
observing men who engaged in this type of sex by pretending to be the
watcher for the police for these men

 He made detailed description of 50 sex encounters
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qu*oom at

“ITrade

lmpcr\un.:l
Tearoom Trade Study J

Criticism

* Humphreys decided to conceal his identity in order to avoid response
bias and masquerading as a voyeur

* Did not get his subjects’ consent

* Used their license plate numbers to tract them down

* Claimed to be a health service interviewer and asked them questions in
disguise without revealing the true intent of his studies

www.med.fu.ac.fh



The Havasupai Indian Tribe Genetics Research
1990 (B.E. 2553)

* Descendent of Hohokam Indians

 Settled in an isolated and remote area in the Grand Canyon
* Accessible by horseback, foot, or helicopter

e Restricted gene pool

 Higher incidence of genetic disease

 Highest incidence of type 2 diabetes

* 55% of women and 38% of men were diabetes

www.med.fu.ac.flf\



The Havasupai Indian Tribe Genetics Research

 In 1990, Arizona State University (ASU) researchers conducted genetic
testing to identify an association between certain gene variants and
diabetes

e  Pre-study communications with tribal leaders focused on diabetes
study

 Consents form described the project as studying the causes of
behavioral/medical disorders

 Collected > 200 blood samples from tribe members

 The researchers used the blood samples in multiples studies unrelated
to diabetes, sharing them with other investigators without consented

* Dealing with schizophrenia, inbreeding, and theories about ancient
human population migration from Asia to North America : Stigmatization
Issues

www.med.tu.ac.th



* |n 2004, tribe members filed a S50 million lawsuit alleging, among other
things, fraud, breach of fiduciary duty, negligence, and trespass

* Therese Markow was the geneticist responsible for the research. She maintain
that she had permission for wider-ranging studies. “ | was doing good science,”
she said.

* On April 20, 2010, ASU agreed to pay $700,000 to 41 tribe’s members, return
blood samples, and provide other form of assistance to the Havasupai for
improperly used tribe member’s blood samples in genetic research

* Research subjects could suffer real harm from the failure of researchers to
fully inform them about how their genetic material might be used.
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Tuskegee Syphilis Experiment
(1932-1972, B.E. 2475-2515)

US Public Health Service study
on natural history of syphilis

399 black men with syphilis were
recruited. they were mostly illiterate

 They were not informed about their disease, the nature of the study, the
risk to the partner

» Offers for free examination, medicines, insurance, hot meal,
transportation

* No treatment for the disease

www.med.fu.ac.fh



Second phase
began in 1933 (B.E.2476)

* To strengthen validity and gain more data

* A control group of 201 black men were added
* An autopsies of deceased subjects

* No informed about the purpose of the study

 Government doctors were examining people for
bad blood
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Che New ork Times
Syphilis Victims ;n U.S. Study
Went Untreated for 40 Years

By JFAN HELLER

IO Aabauind Trma

WASMINGTON, July 25—For|  Rare zecious doubts aboet the
40 yeats the Usited States Pu-|  manality of the study, alio say|
Lz Mealth Service bax cooduct-| O It & 100 Rte 10 Lreal e

od a sudy i which Bumasl uphils In asy  scevivisg)
e

belags with pyphiis, who were|  participants.
Iedoced o ascve ax guises: Poctors ia the service aay)
) plgs. tave mm! withows "«:4 they aor:;:- :t;::x;'ux what.|
I I cal trestmest for o dloay wer o services|
N W Y r I m R r 324 & fow Pave dled of kr Uy Can give to the survivers)
iate effects, even though an of-,  While the study of the distaw’s
doctive therngy was eventuly  elle0ls continees.
v, Martin X. DeVal, Assist
° tod o] ant Secretacy of Healh, Edeca
N what tha ant Welare foe Mewrh
i rean]  asd  Scieetific  Afairs,  ex H
[ [ | pressed Seck on Jeamiag eof)
ials sered] e stedy, He ssid that Be was
who npetl| making an irmedate lnvetsd
t have ¥ tired|  gatie
ent ofl Ay l\t)l Toe exporipent, alhd the
! Tukepw Sody, tegaz inl
1902 Wil ahous 600 black men,

« Senator Edward Kennedy held hearings on experimentation with
human subjects, the study was stopped and treatment was given

as needed

 Government would pay all medical expenses for the survivors,

their wives and children who were born with congenital syphilis

e Several bills to regulate research were introduced in congress in

1973
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1997 (B.E.2540)

 President Clinton
issued a formal
apology to the

subjects and their
families




The National Research Act
1974 (2517)

* Regulations for the protection of human subjects
* Requirement for informed consent
* Review research by the institutional review boards

 Created the Commission for the Protection of

Human Subjects of Biomedical and Behavioral
Research
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The Commission for the Protection

of Human Subjects of Biomedical
and Behavioral Research

. Identlfymg the basic ethical principles

* Develop guidelines to assure that the research is
conducted in accordance with those principles

* Consider the boundaries between medical practice
and research

e Role of assessment of risk and benefit

e Selection of subjects
 Nature and definition of informed consent
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1979 National Commission wrote
the “Belmont Report”

The
Belmont

T Report

Exhical Principles

‘THE BELMONT and Guidelines for
RErPORT the Protection of
Human Subjects
Ethical Principles and Guidelines foc the of Research

Protecton of Hussan Subjects of Rescarch

The Mumus
- . B, - v -
A b B .
Cow
)
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The Belmont Report 1979 (B.E.2522)

Basic Ethical Principles:

- Respect for Persons Resect o orsons
- BenEficence Beneficence Justice

- Justice




Principle of Respect for Persons

e Respect for human dignity

- The heart of research ethics, which provides
protection of body, mind, and culture of a person
* Respect for freely given informed consent

— Individual autonomy
— Protection of individuals with reduced autonomy

e Respect for vulnerable persons
e Respect for privacy and confidentiality
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Principle of Beneficence

* Balancing between risks and benefits

* Minimizing harm

 Maximizing benefits




e Both fairness and equity

e Distribute of both the burdens and benefits of
a research equally

e Not neglecting or discriminating against
people that may benefit from the progress of
research




- CIOMS Guidelines

Council for International Organizations of Medical Sciences
1982 (updated1993,2002,2016)

* Provides guidance for the proper application of the principles of the
Declaration of Helsinki and focuses particularly on research sponsored by or

initiated in developed countries and carried out in developing countries.

e The CIOMS-WHO Guidelines added, among other things, a requirement for
review and approval of all proposed research by an “ Ethical Review

Committee"
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ithhold information & Deception V),

* Minimal risk but high value
* No other research method would suffice for achieving the valid result

 Nothing has been withheld that, if divulged, would cause a responsible
person to refuse to participate

* Approved by IRB/EC
» After research activity, researcher should

- Apology
- Debrief
- Respect the right to refuse the use of obtained information

3
FAICT
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e Common Rule 1991

 |CH GCP Guideline 1996

 UNAIDS guidance document: Ethical consideration
in HIV Preventive Vaccine research, 2000

* WHO Operational Guidelines for Ethics
Committees that review Biomedical research, 2000

e WHO Surveying and Evaluating Ethical Review
practices,2002
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International Conference on
Harmonisation (ICH)

» Standardize drug development and approval process
 Protocol development standards

» Review by ethics committee

» Researcher responsibilities

» Sponsor responsibilities



1947 Nuremberg Code * Nazi Doctor Trial s 1946

1964 Declaration of Helsinki * Willowbrook 1950s
* Jewish Chronic Dis. Hosp. 1960s
* Thalidomide Study 1961
* Milgram Study 1963

1979 Belmont Report * Tuskegee Syphilis Study 1932-1972
* National Research Act 1974

1982 Council for International * Research initiated in developed countries
Organizations Of Medical ° A requirement of

Sciences (CIOMS) “ Ethical Review Committee"

1991 Common Rule * The Common Rule is the baseline standard
of ethics by which any government-funded
research in the US is held

1996 International Conference on * Harmonization of regulatory requirements
Harmonisation Good Clinical * GCP
Practice (ICH GCP) * Single market of medical products
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PRIVACY AND CONFIDENTIALITY

OF HEALTH INFORMATION




Kinds of Health Information

Individually Identifiable
 Those that directly identify the individual or
that could be used to identify an individual.
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'IDENTIFIERS

1. Names

2. All geographic information

All elements of dates (except year), including birth,
death, admission and discharge dates
Telephone numbers

Fax numbers

Electronic mail addresses

Social security numbers

Medical record numbers

Health plan beneficiary numbers

10 Account numbers

w

© 0N U R
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11.
12.

13.
14.
15.
16.
17.

18.

IDENTIFIERS

Certificate/license numbers

Vehicle identifiers and serial numbers including license
plate numbers

Device identifiers and serial numbers

Web Universal Resource Locators (URLSs)

Internet Protocol (IP) address numbers

Biometric identifiers, including finger and voice prints
Full face photographic images and any comparable
Images

Any other unique identifying number, characteristic or
code
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hy do we have to submit a research project to
Ethics Committee?

® IRB/REC should safeguard the rights, safety, and well-being of all trial subjects. Special

attention should be paid to trials that may include vulnerable subjects.

® The ethical justification and scientific validation of biomedical research involving human

beings
¢ Institutional Assurances
® Social responsibility

® Guidelines, Rules, Regulations, Laws
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