


¥ 1

A I TR ]
E = irESFana ' o
d’va?)l}%ﬁ-‘?/\?,ﬁ?% ’
Ak A S
A g?ﬁt\zmﬁﬁ K‘AZG’/}%

St
£
A mvfg

2007.05.12 ‘ ‘
B L Fle S A A7 Fg Tk im S A5t g



2007.05.12 ‘ ‘
EAEE TR 1A A7 Fe Tk iR A §



LR A

/%‘/2‘ /‘]; 81'* . ’T%ﬂ— A gxz;ég’ég ,/éf‘
g%wﬁw§§m%f4W%ﬁx
p%/%‘#stﬁfr Fowi ¥R R ML R

AT A MR 2 H G

P
7 3y 2 :
P PR A E'_F‘« A

2007.05.12 ‘ ‘
B L Fle S A A7 Fg Tk im S A5t g



FRPBEAHEFERLL § N2 FEAR

= Frcfafrd $92.11.12 wEFF % O1 =0
N OEMENOLE .-
m P
s B FRBEAOERERLA 20 o
s iE 2 he 2 R H o
AR FHZE -
- WA MRV EF AT o

2007.05.12 | |
ERFEFIR ot AR A7 P Tk iR g



5 TR 325 2 0] (GCP)

Tk Pé‘%%”‘ HREARE R S
i A N - TR R AT
fﬂ;a»_tﬁju.%/r ,i;éjzn’q*“

’le\mﬁfr’:"\bti F/] tﬁo,/jﬁﬁt o

N ‘E‘P‘?-J» ‘zq’é“w Z_ /\’}E<fﬁﬁ>
- Ei‘z,u?d&’/?i"é%m? T R(FE)

2007.05.12 ‘ ‘
EAEE TR 1A A I TRk se A7 5T ¢



5% 2 TRk 385 % 1] (GCP)

s FEILIRA RS E SV R
= Adherence to the protocol
= Accurate and complete documentation
= Drug accountability
= Monitoring
= Archiving
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The Evolution of Clinical Research Ethics
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The Nazi Doctors’ Experiments

= High altitude experiments
= Cold water experiments




The Nuremberg Trial
United States vs. Karl Brandt et al.
15 of 23 defendants found guilty
7 sentenced to death

The “Dock™ of defendant physicians a! the “Docior’s Trial,” November 1946
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The Nuremberg Code (key points)

Informed consent of volunteers must be obtained
without coercion in any form.

Human experiments should be based upon prior
animal experimentation.

Anticipated scientific results should justify the
experiment.

Only qualified scientists should conduct medical
research.

Physical and mental suffering and injury should be
avoided.

There should be no expectation of death or disabling
Injury from the experiment
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The Beecher Article

= 22 studies that have serious ethical problems

The New England
Journal of Medicine

Copyright, 1966 by the Massachusetts Medical Society

Volume 274 JUNE 16, 1966 Number 24

Reprinted from pages 1354-1360,
SPECIAL ARTICLE

ETHICS AND CLINICAL RESEARCH*
Henry K. Beecher, M.D.T

BOSTON
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The Tuskegee Syphilis Study

= 1932-Macon County, Alabama

= US Public Health Service (PHS)-now CDC
= The study of untreated disease

= 200 to 300 syphilitic black males

= “government doctors” were examining “bad
blood”

= 1943-penicillin available, but not given to
study subjects

s 1972-Jean Heller-New York Times
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Tuskegee Trial

1972 F A 48 B2 58
1973 # = 3
1997;& i W“&“ilﬁ %j’/’)

2007.05.12 ‘
EARFEFR SN A7 Iy Tk F R AT g

23



Tuskegee Trial

5, 2
L

DS SEIRANME 1P =SSR AT E LD SPE N N
15 & & £ (IRB Approval)

CELW RN Belmond Report (1974)
EW«%" B2l ry FMB

Multiple Project Assurance (MPA)
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More recent tragedies...

= 1996-Hoiyan (Nicole) Wan-U Rochester
= 1999-Jesse Gelsinger-U Penn
= 2001-Ellen Roche-John Hopkins U

More history in http://www.sskrplaw.com/bioethics/
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Human Guinea Pigs

"83% of Americans believe it essential or

very important that new drugs be tested in
humans; only 24% are very confident that
patients In clinical trials are not treated as
guinea pigS." (Anita Kuntz, Time magazine April 22, 2002.)
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http://www.time.com/time/magazine/0,9263,7601020422,00.html

Documents of Ethical Principles

= Nuremberg Code, 1949

s [ he Declaration of Helsinki, 1964, 1975,
1983, 1989, 1996, 2000

= The Belmont Report, 1979
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Basic Ethical Principles

= Respect for persons: informed consent
= Beneficence: risk/benefit assessment
= Justice: subject selection
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http://ohsr.od.nih.gov/guidelines/belmont.html

Respect for persons

Individuals should be treated as
autonomous agents (autonomy).

= Persons with diminished autonomy are
entitled to protection.
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http://ohsr.od.nih.gov/guidelines/belmont.html

Beneficence

= Do no harm
= Maximize possible benefits
= Minimize possible harms
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http://ohsr.od.nih.gov/guidelines/belmont.html

Justice

s Fairness in distribution

= An Injustice occurs when some benefit
to which a person is entitled is denied
without good reason or when some
burden is imposed unduly
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http://ohsr.od.nih.gov/guidelines/belmont.html

Selection of Subjects

sRacial minorities
sEconomically disadvantaged
sVery sick

= [ he Institutionalized
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http://ohsr.od.nih.gov/guidelines/belmont.html

Informed Consent

Informed consent IS not just a form or a
signhature, but a process of information
exchange that includes four components:

= Information: recruitment written materials
= Comprehension: verbal instructions

= Voluntariness: Q&A

= Agreement documented by signature

2007.05.12 ‘ ‘ 35
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http://ohsr.od.nih.gov/guidelines/belmont.html

Vulnerable subjects

= Those groups that may contain some
iIndividuals who have limited autonomy:
Institutionalized, low socioeconomic, elderly,
terminally ill, student, employees groups.

= Children, mentally incapacitated, individuals
with dementia and other cognitive disorders,
prisoners.

= Pregnant women.
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http://ohsr.od.nih.gov/guidelines/belmont.html

Protective Mechanisms:
Risk/Benefit

= Review of research by an IRB
= Informed consent of subjects
= Institutional assurances of compliance
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Summary

= The 3 basic ethical principles
= Respect for persons, beneficence, justice

= The 7 requirements
= Social value
= Scientific validity
= Fair subject selection
= Favorable risk-benefit ratio
= Independent review
= Informed consent
= Respect for subjects

o The 4 E principles
= Ethics, Effectiveness, Efficiency, Education
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Thank you for attention
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