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1947 Nuremburg Code

= |ssued by the Nazi War Crimes Tribunal

= trial of 20 physicians who were tried in
Nuremberg for atrocities committed on
prisoners of war during World War Il

= first internationally recognized code of
research ethics

= Highlights of the NC

o Voluntary consent, limited to human
subject with legal capacity

o Well designed research
o Responsibility of P/ institution

No experiments should be conducted if it is believed to cause
death/disability, except experimental physicians serve as subject



Tuskegee Syphilis Study

= 1932 US Public Health Service funded the study to evaluate natural
Hx of SY

= At beginning of study, no specific Px of SY

=" 600 poor, uneducated African-American sharecropper enrolled

Retrospective problem

— Subjects had poorly informed, e.g. tests & procedures (LP) were done for
study not for Px, they were enrolled in a research

— Doctors followed subjects for yrs without Px (after penicillin was widely
available)

— promised free meals, free physicals and free burial insurance



Tuskegee study

Che New Jork Times|

Syphilis Victims in U.S. Study
Went Untreated for 40 Years

By JEAN HELLER

The Associated Press

WASHINGTON, July 25-—For
40 years the United States Pub-
lic Health Service has conduct-
ed a study in which human
beings with syphilis, who were
induced to serve as guinea
pigs, have gone without medi-
cal treatment for the discase
and a few have died of its
late effects, even though an ef-
fective therapy was eventually
discovered.

The study was conducted to
determine from autopsies what
the disecase does to the human
body.

Officials of the hecalth serv-
ice who initiated the experi-|
ment have long since retired.

Current officials, who say they

have serious doubts about the
morality of the study, also say
that it is too late to treat the
syphilis in any surviving
participants.

Doctors in the service say
they are now rendering what-
ever other medical services
they can give to the survivors
while the study of the disease’s
effects continues.

Dr. Merlin K. DuVal, Assist-
ant Secretary of Health, Educa- J
tion and Welfare for Health
and Scientific Affairs, ex-
pressed shock on learning of]
the study. He said that he was
making an immediate investi-

gation.

| The experiment, called the
Tuskegee Study, began in
1932 with about 600 black men,

On July 25, 1972, Associated Press

reporter Jean Heller disclosed in the
New York Times that the United State...




Dr. Alan Wertheimer

“ Research ethics is a practical enterprise
that has developed in response to specific
historical events. |t is not built on any
general or overarching theory.

The reigning principles....respond to the
desire to square the genuine need for
biomedical research with the protection of
human subjects in the context of a history

that contains several episodes of serious
abuse and exploitation of subjects.”




Tuskegee Syphilis Study & other infamous studies (Willowbrook, Tearoom
trade study, Milgram study)

National Research Act of 1974

Human Health Service (HHS) National Commission for the Prottection
| of Human Subjects of Biomedical and
Established IRB system for Behavioral Research
regulating research I
human subjects involving Clarify ethical guidelines applying to

reseach involving human subjects

Main IRB regulation Belmont report

Part 46 of the Code of regulations ) )
in 1981 of the Code of Federal <:' ex-pla-ln fundamental ethical
Regulations (45 CFR 46) principle



Belmont report & Common rule

=" Composes of 3 principle & its application + distinction
between research & practice

" The objective is to provide an analytical framework that
will guide the resolution of ethical problems arising from
research involving human subjects

> These principles cannot always be applied so as to resolve
beyond dispute particular ethical problems

" Belmont report is applied to the US code of regulation, esp
common rule




Belmont Report

Distinction Between Research and Practice

= |n order to know what activities need IRB review, we need
to know what is research and what is medical practice

o Practice refers to interventions designed solely to enhance the
well being of an individual patient and have a reasonable
expectation of success

o Research designates an activity designed to test a hypothesis,

permit conclusions to be drawn, and thereby develop or
contribute to generalizable knowledge
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Belmont report

" Principle 1: Respect for person
o Treat individuals as autonomous agents
o Protect persons with diminish autonomy

= Principle 2: Beneficence
> Do unto others as you would have them do unto you

" Principle 3: Justice

o Distribute the risks and potential benefits of research equally
among those who may benefit from the research



Declaration of Helsinki (DoH) 1964

= World Medical Association has developed DoH
o Ethic principles for medical research involving human subjects

= Current version of DoH is 2013

" The other international research ethic guideline are generally cited
DoH as ref (Belmont, ICH GCP, CIOMs)

= Highlights
o Allowed for substitute consent, including LAR and assent esp. for minors
o Documentation of ICF

> Require ethical review committee to approve and monitor researches
involving human subjects

o Specify conditions that are acceptable for the use of placebo



CIOMs 1982

= Council for International Organizations of Medical Sciences
(CIOMS) is an international NGO

® Founded under the auspices of WHO and UNESCO in 1949

= Aim: to provide internationally vetted ethical principles and
detailed commentary on how universal ethical principles
should be applied, with particular attention to conducting
research in low-resource settings.

" Current version : the CIOMs 2016 contains 25 guidelines & 4
appendix




Local regulations & international
guidelines

= General principle: the international guideline does not
affect any local laws or regulations which may otherwise
be applicable and which provide additional protections for

human subjects



ICH-GCP E6 (R2)

= Compliance with this standard provides

o public assurance that the rights, safety and well-being of trial subjects are

protected

o clinical trial data are credible.




Stakeholder responsibilities

‘ Sponsor




Responsibilities of IRB

» safeguard the rights, safety, and well-being of all trial subjects

= should obtain all protocol related documents, including post approval report,
such as amendment, deviation, ...

= consider the gualifications of the investigator for the proposed trial

= conduct a continuing review of each ongoing trial

= should review both the amount and method of payment to subjects to assure

that neither presents problems of coercion or undue influence on the trial
subjects



Documents that need to be reviewed by
the IRB

Trial protocol /amendment information about payments and
compensation available to subjects

written informed consent form(s)
the investigator’s current CV and/or
other documentation evidencing
written information to be provided to  qualifications

subjects

Advertisements

Investigator's Brochure

Available safety information



Local regulations & international
guidelines

= General principle: the international guideline does not
affect any local laws or regulations which may otherwise
be applicable and which provide additional protections for

human subjects



9 Y o Y o A v
oA T VUNNGNYINY
Wiz wiyaAnNATestaNaTIULAND

WA.2562 " (AT9T 4)

» Medicall€ouncilfotaniailane ) |
wiosteenzs  ADU "NGHINBANAIBIEIUYANA U

HUNdIVBIAIA™

; UWNEaMIaMSUSSENEWILAY o
"JanosgahnsSuuwndineonuws:sysUngcdffuasovdayadouunna w.A.2562 * (ASofi 4)
02U "NOKUIgAUASDVEIUYAASTIULULDVUDOAE

A3.2519A é’%ﬂy’inqﬁ'ﬂ?’ﬂ"
ANINEIFAYUAY
Usziidnindsesuemagm uaz genems
Usmsaoniveyan lagainms”




Waiver of informed consent in
perspective of Thai regulation
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Belmont report

" Principle 1: Respect for person
o Treat individuals as autonomous agents
o Protect persons with diminish autonomy

= Principle 2: Beneficence
> Do unto others as you would have them do unto you

" Principle 3: Justice

o Distribute the risks and potential benefits of research equally
among those who may benefit from the research



Principle 1
RESPECT FOR PERSON

» INDIVIDUAL ARE TREATED AS AUTONOMOUS AGENT

» PERSON WITH DIMINISHED AUTONOMY ARE GIVEN
PROTECTION




Principle 1: Respect for person

= \/oluntary consent to participate in research

" Informed consent to participate in research
" Protection of privacy and confidentiality

" The right to withdraw from research

participation without penalty



Example

- Voluntary consent to part|C|pate IN research
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Vulnerable subject
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Vulnerability in Research

Vulnerable persons

- Those who are relatively (or absolutely) incapable of protecting

their own interests



Vulnerable persons: example

Fetuses, pregnant women Economically disadvantaged

Pri o Limited access to health care
risoners o Often educationally disadvantaged

Children Minority Groups

Uncomprehending Subjects ° Gays
> Unconscious o Culturally different

° Inebriated . . .
Subjects in Unusual Circumstances

o Sexual abuse / rape victims

Mentally disabled ° HIV-AIDS / STD cases
> Victims of war

o Linguistically disadvantaged

Sick Subjects
o prolonged chronic illness
° Emergency cases
o Depressed persons



Vulnerability in Research

Group-based approach Analytic approach
= Examples: racial minorities, very = Cognitive/communicative
sick, institutionalized, IVDU, vulnerability
prisoner, HIV etc. = |nstitutional vulnerability
= Easier to identify person as = Deferential vulnerability
vulnerable and enforce = Medical vulnerability
protection = Economic vulnerability
= Some circumstances may be = Social vulnerability
redundant, overlook individual
variations

Bankert EA & Amdur RJ, Institutional Review Board Management and Function, 2" ed.



Vulnerable persons

= Recruitment process

" Need for justification for their inclusion

o Unsuitability of less vulnerable populations
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Inform & Consent process

Consent document ¢ P.res.entation information
Signing of a consent doc

The doc is not consent; it is only the record what was
supposed to have been communicated something for

participants to take home to help them remember
what they have agreed to do or think about doing

Bankert EA, Amdur RJ. IRB Management and Function 2" ed.
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Privacy & Confidentiality

®Privacy =

state of being free from unsanctioned intrusion
® Ordinarily, individual have a right to privacy

®Privacy ~ AN UEIUEN

unsanctioned (un'sznkjsnd)
ad|
1. not having been given permission or authorization

Collins English Dictionary — Complete and Unabridged © HarperCollins Publishers 1891, 1984, 1288, 2000, 2003




Violation of privacy:
Example of infamous study

" “Tearoom Trade”, A study won the C Wright Mills Award

o NTANIAL b 8N b “Tearoom (public restroom where strangers met for

impersonal sex)”
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Violation of privacy
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Confidentiality

® Pertains to the treatment of information that an individual
has disclosed in a relation of trust with the expectation
that it will not be divulged to others in ways that are

inconsistent with the understanding of the original
disclosure without permission (OHRP 1993)
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Breach of confidentiality: Example of
infamous study

® “Small town in mass society”
°Arthur J. Vidich & Joseph Bensman: Pls
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Protocol writing & confidentiality
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Protocol writing & confidentiality
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Protocol writing & confidentiality
In-depth interview: example
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withdraw from research participation
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Exculpatory language

= consent language must be carefully selected that deals with what the institution is voluntarily
willing to do under circumstances,

o such as providing for compensation beyond the provision of immediate or therapeutic
intervention in response to a research-related injury.

o For example:
"no funds have been set aside for"
"[the cost] will be billed to you or your insurance,"
or similar wording that explains the provisions or the process.

" |n short, subjects should not be given the impression that they have agreed to and are without
recourse to seek satisfaction beyond the institution's voluntarily chosen limits

ICF FAQs. www.hhs.gov/ohrp
A guide to informed consent. US FDA. https://www.fda.gov/regulatoryinformation/guidances



http://www.hhs.gov/ohrp
https://www.fda.gov/regulatoryinformation/guidances
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Contents in the ICF 1
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Contents in the ICF 2
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Principle 2

BENEFICENCE

MAXIMIZE POTENTIAL BENEFIT
MINIMIZE POTENTIAL RISK




Maximize potential benefit
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Benefit in research

= Refer to something of positive value related to health or
welfare

" Benefit is not a term that expresses probabilities

" May affect
o Individual subject
o Society at large (or special group of subject in society)

Relevant risks and benefits must be thoroughly arrayed in documents and
procedures used in the informed consent process.

Belmont reiort
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Risk

= Refers to a possibility of that harm may occur.
> Chance (probability)
o Severity (magnitude)

= Type of harm
o Physical
o Psychological
o Legal
o Social
o Economic

Belmont report



Minimal risk: Definition

= US common rule

o the probability and magnitude of harm or discomfort anticipated in
the research are not greater in and of themselves than those
ordinarily encountered in daily life or during the performance of
routine physical or psychological examinations or tests.

o [For Prisoner]
probability and magnitude ofo‘ohysical or psychological harm that is

normally encountered in the daily lives, or in the routine medical,
dental, or psychological examination of healthy persons.

= CIOMs defines the almost the same as US CFR for general
person

§46.102(f); §46.303 (d)
CIOMS 2016
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Bottom line: Minimal risk?

" [s the Pl responsible for determining whether the risk of
his/her protocol classified as “minimal risk” ?

> Generally, Pl has to just explain and detail all relevant risks in the
protocol.

o In some circumstance, such as

orequired by institution or IRB, Pl can determine whether the risk of the protocol is minimal or not.
[for example, when IRB require Pl to determine the protocol can be expedited or exempted
according to relevant SOPs.

° For determining whether the ICF can be waived or not.




Potential risk

- ﬂﬂﬁ‘mfﬂ‘]_lLL‘Ll‘]_IZQ‘ﬂ‘leusluﬂ’maﬁ/ﬂ Lﬁmﬁuﬂmﬁdﬁﬂwfﬂ%ﬁi@ﬂ”]?‘].l?ﬁﬂj\‘l’miﬂﬂ
v a vL . = = A = vL I}
%]J‘]J?‘V]f]ﬁ‘ Iﬂﬂ N?gudﬁ@qu\]@fl@ HNAIMNLAGUINTR LN ¢

" g dNUINgN 1ee NNdNNHITIAN NAKLAeevTa i

< v v o o K 1 = ai = 1
- ﬂ”]ﬁ‘LﬂU?J’ﬂﬂ;lj@El’ﬂ%ﬁ@\‘i@'mLL'LI'LI‘LIH‘V]ﬂ[?I’]\‘I"’I ﬁ\lﬂqqﬁ\lmﬁl\‘mﬁ‘@iﬁ\l




Risk minimization

= 546.111 (b)
1. By using procedures which are consistent with sound research
design and which do not unnecessarily expose subjects to risk

2. Whenever appropriate, by using procedures already being
performed on the subjects for diagnostic or treatment purposes




Risk minimization procedure: example

" Inclusion/exclusion -> esp subject that is Trisk of injury
= Screening procedure

=" Monitoring procedure

" Qualification of research staff

= Appropriate number of research subjects

= Criteria to terminate the study (for safety issue)

" Confidentiality protection (esp sensitive issue)
= Avoid unnecessary procedure

Modified from CIOMS 2016



R/B assessment

= Risks to subjects are reasonable in relation to anticipated
benefits

= consider only those risks and benefits that may result from
the research

(as distinguished from risks and benefits of therapies subjects
would receive even if not participating in the research)

" should not consider possible long-range effects of applying
knowledge gained in the research (for example, the

possible effects of the research on public policy)
§46.111 (a) (2)
CIOMs 2016



R/B assessment — rule of thumb

" The greater risk = the greater need for benefit

(esp prospect direct benefit to individual subject)
Risk Benefit

A

High risk study = higher degree of benefit to justify
require high scientific rigor
Minimal risk study — low degree of benefit require to justify
require less scientific rigor



Principle 3
JUSTICE

DISTRIBUTE THE RISKS AND POTENTIAL BENEFITS OF
RESEARCH EQUALLY AMONG THOSE WHO MAY
BENEFIT FROM THE RESEARCH




Inclusion & Exclusion

® Inclusion criteria
> Time, place, person

" Exclusion criteria
o Safety, vulnerable group
o Confounder

I ai I o/ P
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Waive or alteration of
|CF process




Waiver of ICF: Justification
aNnurzadlumsveanannszuIums ICF

E Minimal r|sk
I mmmmu@ﬂ Af mmL@m%imﬂﬂmfmLﬂmuﬁlwmmﬂ?vmqmm
@M’mmiwuqmmwﬂﬂm

E The waiver or alteration will not adversely affect the right and
welfare of the subjects

E The research could not practicably be carried out without the
waiver or alteration

azaa Waive ICF lunnsidsu Retrospective med records lulsuinelnalavisald
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Writing a new protocol
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Before writing proposal
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Documents that initially need to be
reviewed by the IRB

Trial protocol /amendment the investigator’s current CV and/or
other documentation evidencing
gualifications

Information for participant
o written informed consent form(s)
o Advertisements e

o written information to be provided to
subjects

Investigator's Brochure

Case Record form
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How to write a protocol to get IRB
approval?

= Just to know how the IRB/IEC make a decision on an initial
protocol review

= CIOMs 2016, guideline 1

" Belmont report

" |CP-GCP does not specify criteria of IRB approval
= US common rule, 45 CFR46, and 21 CFR 56
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Take home message

® Review Literature

* Make a research question / primary objective

" Provide an appropriate study design/procedure
o Consider whether it is crossectional/retrospective/prospective

= Writing all protocol doc as per EC requirement
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