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OBJECTIVES

& Learn about regulatory requirements that apply to human subjects research.

¢ Define ethical values and principles and explain how they differ from laws,
policies, and codes of conduct.

¢ Describe the ethical oversight regulations and guidance.
¢ Informed consent process and document.

& Apply basic regulatory knowledge to illustrate ethical considerations made by
IRBs 1in reviewing human subjects.

& Identify common ethical challenges that arise in research.



History of Clinical Trials
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History of Clinical Trial Regulations

Nuremberg
Code

Voluntary consent
of the human
subject is absolutely
essential.

Kefauver
Harris Amend.

Safety, effectiveness
and reliability of
drugs.

Declaration of
Helsinki

Ethical principles for
medical research
involving human
subjects.

1979-81

Belmont
Report and
HSR

Regulations

Common Rule for
biomedical and
behavioral research
@ 'volving human
subjects.

ICH

International
quality standard for
clinical trials.
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CLINICAL TRIAL
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https://www.slhn.org/cancer/clinical-trials
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https://www.hhs.gov/ohrp/regulations-and-policy/regulations/45-cfr-46/index.html
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IRB Review Process

Exempt Minimal Risk Review by IRB staff

Expedited Minimal Risk Review by IRB Member
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Approved; Approved Pending Modifications; Deferred; Disapproved



The Belmont Report

individuals should be treated as autonomous agents

Respect for Persons persons with diminished autonomy are entitled to
protection

do not harm

Beneficence maximize possible benefits and minimize possible harms.

to each person an equal share according to individual
need, individual effort, societal contribution and merit.

Justice

https://www.hhs.gov/ohrp/regulations-and-policy/belmont-report/index.html
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Risks are reasonable
Risks and benefits that may result from the
research.

Do not consider possible long-range effects of
applying knowledge gained in the research as

among those research risks.

DON'T WORRY ~ YOUR
CORFIDERTIALITY AS A
RESEARCH SUBJECT IS
GUARANTEED]

Adequate provisions for confidentiality

Consider if only minimum necessary data
is collected.

Evaluate plan for access control, security
— electronic and physical.

ACTUALLY, JUST THE
TREADMILL WAS IN MY
PROTOCOL ... THEREST OF
17 was THEZRB's TpeA/

Risks are minimized

Evaluate if the research design is sound.
Evaluate if subjects will be exposed to
unnecessary risks.

- AND WE NEEVC NON-ALCONOLIC
WOMEN FOR OUR CONTROL GROUP.
OF COURSE, ANY OF YOU WHO DON'T
QUALIEY TO €€ IH THE STUDY
CAN LEAVE AT ANY TME ..

Adequate provisions for privacy
Privacy refers to persons and their
interest in controlling access to
themselves.

Consider recruitment strategy.

PROTHERO DIPNT BELIEVE IN THESE NEW-FANBLED FEASIBIITY STRNES
AND RANKINGS TO DECIDE WHERE TO SITE STUPIES

Subject selection is equitable
Review eligibility criteria.

Consider if research burdens and benefits are
distributed fairly.

THE SPONSOR. CBVIDUSLY ToOK RESEARCH INTEGRITY SERIUSLY BuT
176 NEW REMOTE MONITORING SYSTEM WAS CAUSING DR-SIMKINS
SOME INCONVENIENCE. !

Data and Safety Monitoring

DSMP for all studies greater than minimal
risk.

Consider if safety and efficacy data will be
reviewed, frequency of review and who will
review this.

. YOUWILL BE RANDOMIZED INTO =2
OBSERVATIONAL COHORTS, INA DY Pei|e-brnfD DESIGN

WITH A CROSS-OVER COMPONENT q:[Dn-bIST1I{g; OF FOUR

Informed Consent
Consider if information provided is adequate.

Consider who is giving consent and who is
obtaining consent.

Consider documentation of consent.

Additional protections for vulnerable
populations.

Children — parental permission — one or
both parents, assent. Risk category —
no greater than minimal risk (404),
greater than minimal risk with
prospect of direct benefit to
participant (405), minor increase over
minimal risk with no prospect of direct
benefit (406).

Pregnant women — is there a prospect
of biomedical benefits?

Prisoners- specific regulatory criteria —
refer to policy.




IRB Oversight

Continuing Unanticipated
Review Problems

Protocol Adverse
Amendments Events



FDA 21 CFR 50
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