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What 1Is Human Research?

« Human research is conducted with or about people, or their
data or their tissue.
 Examples of human research
= Trials of clinical interventions — drugs/devices
* Interviews
= Surveys
= Focus Groups
» Observations
= Medical records
= Clinical Audits



 National Statement on Ethical
Conduct in Human Research
(2007)

 Australian Code for the
Responsible Conduct of
Research (2007)

NATIONAL STATEMENT




MERIT AND INTEGRITY
Genuine search for knowledge

Based on literature, prior research and /
or established problem

Sufficient expertise and resources

Any conflicts of interest addressed

PRINCIPLES OF ETHICAL CONDUCT

BENEFICENCE
Responsibility to minimise harms
Not non-maleficence
Not overstating the benefits
Benefits must justify the risks

Fair flow of benefits versus burdens

Genuinely informed consent




What makes Clinical Research Ethical?

Table 2. Seven Requirements for Determining Whether a Research Trial Is Ethical®

VALUE

Requirement Explanation Justifying Ethical Values Expertise for Evaluation
Social or scientific value Evaluation of a treatment, intervantion, Scarce resources and Scientific knowledge; citizen's
‘ or theory that will improve health and nonexploitation understanding of social
well-being or increase knowledge priorities
Scientific validity Use of accepted scientific principles Scarce resources and Scientific and statistical
VALIDITY and methods, including statistical nonexploitation knowledge; knowledge of
techniques, to produce reliable condition and population to
and valid data assess feasibility
Selection of subjects so that stigmatized Justice Scientific knowledge; ethical and

‘ Fair subject selection

FAIR

and vulnerable individuals are not
targeted for risky research and the
rich and socially powerful not favored
for potentially beneficial research

legal knowledge

SELECTION

Favorable risk-benefit
ratio

Minimization of risks; enhancement of
potential benefits; risks ta the subject
are proportionate to the benefits to
the subject and society

MNonmaleficence, beneficence,
and nonexploitation

Scientific knowledge; citizen's
understanding of social valuas

Independent review

RISK-BENEFIT
RATIO

Review of the design of the research
trial, its proposed subject population,
and risk-benefit ratio by individuals
unaffiliated with the research

Public accountability; minimizing
influence of potential conflicts
of interest

Intellactual, financial, and
otherwise independent
researchers; scientific and
ethical knowledge

Informed consent

INDEPENDENT
REVIEW

Provision of information 1o subjects
about purpose of the research, its
procedures, potential risks, benefits,
and altematives, so that the
individual understands this
information and can make a
voluntary decision whether to
enroll and continue to participate

Respect for subject autonomy

Scientific knowledge; ethical and
legal knowledge

Respect for potential and
enralled subjects

INFORMED
CONSENT

RESPECT FOR

Respect for subjects by

(1) permitting withdrawal from the
rasearch;

(2) protecting privacy through
confidentiality;

(3) informing subjects of newly
discovered risks or benefits;

(4) informing subjects of results of
clinical research;

(5) maintaining welfare of subjects

Respect for subject autonomy
and welfare

Scientific knowledge; ethical and
legal knowledge; knowladge of
particular subject population

PARTICIPANTS

*Ethical requirements are listed in chronological order from conception of research to its formulation and implementation.

JAMA 2000: v.283(20) pg 2701-2711



Social or Scientific validity —
result is important, adds to potential well-being

Explanation

Justifying Ethical Values

Evaluation of a treatment, intervention,
or theory that will improve health and
well-being or increase knowledge

Scarce resources and
nonexploitation

Scientific englizen’s
understanding of glcial
priorities

Use of accepted spientiﬁ_c pFiI‘ICi_DI_Oﬁ

Scarce resourc

es and
o

T.echniqu. o produc; reliable
and valid data

BAUnC and statistical
knowledge; knowledge of
condition and population to
assess feasibility

Fair subject selection

Selection of subjects so that stigmatized
and vulnerable individuals are not
targeted for risky research and the
rich and socially powerful not favored
for potentially beneficial research

Scientific knowledge; ethical and
legal knowledge

Favorable risk-benefit
ratio

Minimization of risks; enhancement of
potential benefits; risks to the subject
are proportionate to the benefits to
the subject and society

Nonmaleficence, beneficence,
and nonexploitation

Scientific knowledge; citizen's
understanding of social values

Independent review

Review of the design of the research
trial, its proposed subject population,
and risk-benefit ratio by individuals
unaffiliated with the research

Public accountability; minimizing
influence of potential conflicts
of interest

Intellectual, financial, and
otherwise |
researchers; scientific and
ethical knowledge

Informed consent

Provision of information to subjects
about purpose of the research, its
procedures, potential risks, benefits,
and alternatives, so that the
individual understands this
information and can make a
voluntary decision whether to
anroll and continue to participate

Respect for subject autonomy

Scientific knowledge; ethical and
legal knowledge

Respect for potential and
enrolled subjects

Respect for subjects by

{1) permitting withdrawal from the
research;

{2) protecting privacy through
confidentiality;

{3) informing subjects of newty
discovered risks or benefits;

{4) informing subjects of resuits of
clinical research;

{5) maintaining welfare of subjects

Respect for subject autonomy
and

Scientific knowledge; ethical and
legal knowledge; knowledge of
particular subject population

*Ethical requirements are listed in chronological order from conception of research to its formulation and implementation.
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Scientific validity —

methodology appropriate, can give an answer

Table 2. Seven Requirements for Determining Whether a Research Trial Is Ethical*

Requirement Explanation Justifying Ethical Values Expertise for Evaluation
Social or scientific value Evaluation of a treatment, intervention, Scarce resources and Scientific knowledge:; citizen's
: itation understanding of social
well-being or increase knowledge priorities
Scientific validity Use of accepted scientific principles Scarce resources and Sc nd statistical
and methods, including statistical nanexploitation . knowledge of

techniques, to produce reliable

and valid data

Fair subject selec ; :
and vulnerable individuals are not
targeted for risky research and the
rich and socially powerful not favored
for potentially beneficial research

Scientific knowledge; ethical and
legal knowledge

Favorable risk-benefit Minimization of risks; enhancement of
ratio potential benefits, risks to the subject
are proportionate o the benefits to
the subject and society

Nonmaleficence, beneficence,
and nonexploitation

Scientific knowledge; citizen's
understanding of social values

Independent review Review of the design of the research
trial, its proposed subject population,
and risk-benefit ratio by individuals
unaffiliated with the research

Public accountability; minimizing
influence of potential conflicts
of interest

Intellectual, financial, and
otherwise incependent
researchers; scientific and
ethical knowledge

Informed consent Provision of information to subjects
about purpose of the research, its
procedures, potential risks, bensfits,
and alternatives, so that the
individual understands this
information and can make a
voluntary decision whether to
enroll and continue to participate

Respect for subject autonomy

Scientific knowledge; ethical and
legal knowledge

Respect for potential and Respect for subjects by
enrolled subjects (1) permitting withdrawal from the

research;

(2) protecting privacy through
confidentiality;

(3) informing subjects of newly
discovered risks or benefits;

(4) informing subjects of results of
clinical research;

{5) maintaining welfare of subjects

Respect for subject autonomy
and welfare

Scientific knowledge; ethical and
legal knowledge; knowledge of
particular subject population

*Ethical requirements are listed in chronological order from conception of research to its formulation and implementation.

Page 7



Equity of access—
does not target the vulnerable
OR exclude the marginalised

Table 2. Seven Requirements for Determining Whether a Research Trial Is Ethical*

Requirement Explanation Justifying Ethical Values Expertise for Evaluation
Social or scientific value Evaluation of a treatment, intervention, Scarce resources and Sclentific knowledge; citizen's
or theory that will improve health and nonexploitation understanding of social
well-being or increase knowledge priorities
Scientific validity Use of accepted scientific principles Scarce resources and Scientific and statistical
and methods, including statistical nonexploitation knowledge; knowledge of

techniques, to produce reliable

E————————

condition and population to
assess feasibility

Fair subject selection Selection of subjects so that stigmatized Justice
and vulnerable individuals are not
targeted for risky research and the
rich and socially powerful not favored

Scientific knowledge; ethical and
legal knowledge

for potentially beneficial research

onmaleficence, beneficence,
ratio potential benefits; risks to the subject and nonexploitation

are proportionate to the benefits to

the subject and society

Scientific knowledge; citizen's
understanding of social values

Independent review Review of the design of the research Public accountability; minimizing Intellectual, financial, and
trial, its proposed subject population, influence of potential conflicts otherwise independent
and risk-benefit ratio by individuals of interest researchers; scientific and
unaffiliated with the research ethical knowledge

Informed consent Provision of information to subjects Respect for subject autonomy Scientific knowledge; ethical and

about purpose of the research, its
procedures, potential risks, bensfits,
and alternatives, so that the
individual understands this
information and can make a
voluntary decision whether to

enroll and continue to participate

legal knowledge

Respect for potential and Respect for subjects by Respect for subject autonomy
enrolled subjects (1) permitting withdrawal from the and welfare
research;

(2) protecting privacy through
confidentiality;

(3) informing subjects of newly
discovered risks or benefits;

(4) informing subjects of results of
clinical research;

(5) maintaining welfare of subjects

Scientific knowledge; ethical and
legal knowledge; knowledge of
particular subject population

*Ethical requirements are listed in chronological order from conception of research to its formulation and implementation.
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Risk/benefit ratio—

minimise risks but do not ignore them

Table 2. Seven Requirements for Determining Whether a Research Trial Is Ethical*

Requirement

Explanation

Justifying Ethical Values

Expertise for Evaluation

Saocial or scientific value

Evaluation of a treatment, intervention,
or theory that will improve health and
well-being or increase knowledge

Scarce resources and
nonexploitation

Scientific knowledge; citizen's
understanding of social
priorities

Scientific validity

Use of accepted scientific principles

Scarce resources and

Scientific and statistical

and methods, including statistical nonexploitation knowledge; knowledge of
techniques, to produce reliable condition and population to
and valid data assess feasibility

Fair subject selection Selection of subjects so that stigmatized Justice Scientific knowledge; ethical and

and vulnerable individuals are not
targeted for risky research and the

for potentially beneficial research

legal knowledge

Favorable risk-benefit
ratio

Minimization of risks; enhancement of
potential benefits; risks to the subject
are proportionate to the benefits to

the subject and society

Nonmaleficence, beneficenc
and nonexploitation

Independent revi

Scientific knowledge; citizen’s
understanding of social values

trial, its proposed subject population,
and risk-benefit ratio by individuals
unaffiliated with the research

accountability; minimizing
influence of potential conflicts
of interest

Intellectual, financial, and
otherwise independent
researchers; scientific and
ethical knowledge

Informed consent

Provision of information to subjects
about purpose of the research, its
procedures, potential risks, benefits,
and alternatives, so that the
individual understands this
information and can make a
voluntary decision whether to
enroll and continue to participate

Respect for subject autonomy

Scientific knowledge; ethical and
legal knowledge

Respect for potential and
enrolled subjects

Respect for subjects by

(1) permitting withdrawal from the
research;

(2) protecting privacy through
confidentiality;

(3) informing subjects of newly
discovered risks or benefits;

(4) informing subjects of results of
clinical research;

{5) maintaining welfare of subjects

Respect for subject autonomy
and welfare

Scientific knowledge; ethical and
legal knowledge; knowledge of
particular subject population

*Ethical requirements are listed in chronological order from conception of research to its formulation and implementation.
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Study desigh to minimise risk

* Phase 1 FIM studies require pre-clinical 2 animal species models

e Additive studies acceptable
Current standard of care PLUS investigational agent OR placebo

* Negative studies not acceptable
ie. Standard of Care PLUS investigational agent
ie. Standard of Care MINUS investigational agent

e Current studies with biosimilars controversial



Independent review - HREC

Table 2. Seven Requirements for Determining Whether a Research Trial Is Ethical®

Requirement Explanation Justifying Ethical Values Expertise for Evaluation

Social or scientific value Evaluation of a treatment, intervention, Scarce resources and Scientific knowledge; citizen's
or theory that will improve health and nonexploitation understanding of social
well-being or increase knowledge priorities

Scientific validity Use of accepted scientific principles Scarce resources and Scientific and statistical
and methods, including statistical nonexploitation knowledge; knowledge of
techniques, to produce reliable condition and population to
and valid data assess feasibility

Fair subject selection Selection of subjects so that stigmatized Justice Scientific knowledge; ethical and
and vulnerable individuals are not legal knowledge

targeted for risky research and the
rich and socially powerful not favored
for potentially beneficial research

Favorable risk-benefit Minimization of risks; enhancement of Nonmaleficence, beneficence, Scientific knowledge; citizen's
ratio potential benefits; risks to the subject and nonexploitation understanding of social values
i (o)

the subject and society

Intellectual, financial, and
otherwise independent
researchers; scientific and
ethical knowledge

Independent review Review of the design of the research Public accountability; minimizing
trial, its proposed subject population, influence of potential conflicts
and risk-benefit ratio by individuals of interest
unaffiliated with the research

Informed con subject autonomy Scientific knowledge; ethical and
about purpose of the research, its legal knowledge
procedures, potential risks, benefits,

and alternatives, so that the

individual understands this

information and can make a

voluntary decision whether to

enroll and continue to participate

Respect for potential and Respect for subjects by Respect for subject autonomy Scientific knowledge; ethical and
enrolled subjects (1) permitting withdrawal from the and welfare legal knowledge; knowledge of
research; particular subject population
(2) protecting privacy through
confidentiality;

(3) informing subjects of newly
discovered risks or benefits;

(4) informing subjects of results of
clinical research;

(5) maintaining welfare of subjects

*Ethical requirements are listed in chronological order from conception of research to its formulation and implementation.
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Informed Consent —

clear simple language, voluntary, no coercion

Table 2. Seven Requirements for Determining Whether a Research Trial Is Ethical®

Requirement Explanation Justifying Ethical Values Expertise for Evaluation

Social or scientific value Evaluation of a treatment, intervention, Scarce resources and Scientific knowledge; citizen's
or theory that will improve health and nonexploitation understanding of social
well-being or increase knowledge priorities

Scientific validity Use of accepted scientific principles Scarce resources and Scientific and statistical
and methods, including statistical nonexploitation knowledge; knowledge of
techniques, to produce reliable condition and population to
and valid data assess feasibility

Fair subject selection Selection of subjects so that stigmatized Justice Scientific knowledge; ethical and

and vulnerable individuals are not
targeted for risky research and the
rich and socially powerful not favored
for potentially beneficial research

legal knowledge

Favorable risk-benefit Minimization of risks; enhancement of Nonmaleficence, beneficence,
ratio potential benefits; risks to the subject and nonexploitation
are proportionate to the benefits to
the subject and society

Scientific knowledge; citizen's
understanding of social values

Independent review Revie_w c_>f the design of the research Public accountability; minimizing

and risk-benefit ratio by individuals
unaffiliated with the research

influence of potential conflicts

Intellectual, financial, and
otherwise independent
researchers; scientific and
ethical knowledge

Informed consent Provision of information to subjects Respect for subject autonomy
about purpose of the research, its
procedures, potential risks, benefits,
and alternatives, so that the
individual understands this
information and can make a
voluntary decision whether to

enroll and continue to participate

Scientific knowledge; ethical and
legal knowledge

Respect for potentia pect for subject autonomy
envolled subjects (1) permitting withdrawal from the and welfare
research;
(2) protecting privacy through
confidentiality;

(3) informing subjects of newly
discovered risks or benefits;

(4) informing subjects of results of
clinical research;

(5) maintaining welfare of subjects

Scientific knowledge; ethical and
legal knowledge; knowledge of
particular subject population

*Ethical requirements are listed in chronclogical order from conception of research to its formulation and implementation.
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Respect— maintaining the welfare of participants
privacy, capacity to withdraw, informed of changes

Table 2. Seven Requirements for Determining Whether a Research Trial Is Ethical®

Requirement

Explanation

Justifying Ethical Values

Expertise for Evaluation

Social or scientific value

Evaluation of a treatment, intervention,
or theory that will improve health and
well-being or increase knowledge

Scarce resources and
nonexploitation

Scientific knowledge; citizen's
understanding of social
priorities

Scientific validity Use of accepted scientific principles Scarce resources and Scientific and statistical
and methods, including statistical nonexploitation knowledge; knowledge of
techniques, to produce reliable condition and population to
and valid data assess feasibility

Fair subject selection Selection of subjects so that stigmatized Justice Scientific knowledge; ethical and

and vulnerable individuals are not
targeted for risky research and the
rich and socially powerful not favored
for potentially beneficial research

legal knowledge

Favorable risk-benefit
ratio

Minimization of risks; enhancement of
potential benefits; risks to the subject
are proportionate to the benefits to
the subject and society

Nonmaleficence, beneficence,
and nonexploitation

Scientific knowledge; citizen's
understanding of social values

Independent review

Review of the design of the research
trial, its proposed subject population,
and risk-benefit ratio by individuals
unaffiliated with the research

Public accountability; minimizing
influence of potential conflicts
of interest

Intellectual, financial, and
otherwise independent
researchers; scientific and
ethical knowledge

Informed consent

Provision of information to subjects
about purpose of the research, its
procedures, potential risks, benefits,
and alternatives, so that the

Respect for subject autonomy

information and can make a
voluntary decision whether to
enroll and continue to participate

—

Scientific knowledge; ethical and
legal knowledge

Respect for potential and
enrolled subjects

Respect for subjects by

(1) permitting withdrawal from the
research;

(2) protecting privacy through
confidentiality;

(3) informing subjects of newly
discovered risks or benefits;

(4) informing subjects of results of
clinical research;

(5) maintaining welfare of subjects

Respect for subject autonomy
and welfare

*Ethical requirements

from concepti

Scientific knowledge; ethical and
legal knowledge; knowledge of
particular subject population

lon and implementation.



Why Research Ethics Matters

Responsibility to participants

Professional obligations and reputations

Use of public funds carries with it obligations to the
community

Requirements of research funding bodies, state,
federal and international

Requirements of the Hospital insurer —
indemnification of researchers

Requirements of many journals

Reputation of the Hospital

I FIND T MARDER AND HARDER O GET ANY
WO Dore WITH ALL THE ERNCISTS HAnGiNG
AQOUNTD



Risks In human research

A common mistake researchers make is to describe a project as involving

no risks
‘ RECRUITING RESEARCH SUBTECTS TODAY ’

SIDE EFFECTS?
NONE THAT WEVE
OBSERVNEDTHLS
FAR..

When what they actually mean is that there are strategies in place
to negate or minimise the risks



Risks In human

“Another common o
mistake Is to assume
that risks only refers to
physical or perhaps also
significant psychological
harms.”

research

Physical (Injury, iliness, harm)
Psychological (significant distress)

Social (impact on social networks, access
to services and support)

Economic (loss of income, earnings and
cost to participants)

Legal (exposure to civil or criminal
proceedings)

Humiliation (devaluation of worth)



Assessing risks in human research:
Recognition of burden on participants

« To whom do the risks apply?

e Participants, potential participants, third parties, environment,
and / or researchers.

 Addressing risks -

* Are there alternatives?
» Can risks be negated or minimised?
e Can risks be managed?

 Can the risks be justified?

 Disclosure to potential participants



Research Integrity

e the trustworthiness of research due to the soundness of its methods and
the honesty and accuracy of its presentation

e Singapore Statement on Research Integrity (2010)



Research Integrity: Individual

Intellectual honesty in proposing, performing, and reporting research.
Accuracy in representing contributions to research proposals and reports.
Fairness in peer review.

Collegiality in scientific interactions, including communications and
sharing of resources.

Transparency in conflicts of interest or potential conflicts of interest.
Protection of human subjects in the conduct of research.
Humane care of animals in the conduct of research.

Adherence to the mutual responsibilities between investigators and their
research participants.



Research Integrity: Institution

Integrity is a commitment to creating an environment that promotes
responsible conduct by embracing standards of excellence, trustworthiness,
and lawfulness.

'Responsible Conduct of Research' refers to a wide range of areas of research
compliance, professional conduct, and personal responsibility which include:

* Data management

* Research misconduct

* Peerreview

e Publication & authorship

e Care of human participants in research
* Conflict of Interest declaration

* Collaboration in research

e Health and safety



Research Misconduct

* Failure to comply with the Code of Conduct for Research
* includes conductin, or in connection with, research that is:
(a) dishonest, reckless or negligent and

(b) seriously deviates from accepted standards within the scientific and scholarly community for
proposing, conducting or reporting research:

 the fabrication or falsification of data or results,

* the use of another person's ideas, work or data without appropriate acknowledgement (plagiarism),
 misleading ascription of authorship to a publication

e failure to disclose conflicts of interest

e failure to obtain the required prior ethical or regulatory approval for the research project to proceed;

e or failure to conduct the research project in accord with the approved ethical or regulatory protocol.



Research Ethics Matters
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