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Ethics Principle

eRespect for Human
*Right and Dignity

eBeneficence

*Fairness Risk vs. Benefits

eJustice




Ethical Considerations
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Ethical Considerations
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Continuing Review/Report

*Progress report

eSerious adverse events &
unanticipated problem

eProtoco
eProtoco

deviation/Violation
Amendment

«Closing Report




Requirements

*The ethical review committee should
conduct further reviews as necessary in the
course of the research, including
monitoring of the progress of the study.
(CIOMS guideline 2)

«An IRB conducts continuing review of
research at intervals appropriate to the

degree of risk, but not less often than once
a year (45 CFR 46.109(e)).




Elements to review

« The number of subjects accrued;

« A summary of any withdrawal of subjects;
« SUSAR and any investigator brochure;

e Any complaints

e Local issues

e Any new information

e Protocol amendment

e Current informed consent




Key topics to consider

Risk assessment

«Adequacy of Process for Obtaining
Informed Consent

Local Issues (investigators, institutions,

funding, regulations, laws, clinical practices,
complaints, etc)

«Trial progress




Serious adverse events (SAE)

«Any untoward medical occurrence that at
any dose
e Results in death
e|s life-threatening

e Requires in-patient hospitalization or prolongation of
existing hospitalization

« Results in persistent or significant disability/capacity
«|s a congenital anomaly/birth defect

« Require medical intervention to prevent the outcome
listed in this definition

ICH GCP




Serious adverse events (SAE)

Table 1. Guidance for re

Appendix 1

orting LOCAL Serious adverse events

What must be reported

Reporting time frames

How to report

Who report to

whom
Fatal/ Life Immediately, no later The same form | 1.PIto Sponsor
threatening SAE than 24 hours after PI reported to 2.P1 to IRB
acknowledgement sponsor
Non-fatal / Immediately, no later The same form | 1.PIto Sponsor

Non-life threatening
SAE

than 7 calendar days
after PI acknowledgement

reported to
sponsor

2.PI to IRB




Guideline for Pl to report local AE

Is the adverse event serious?

NO

y

Do not report to [RB

VES

Fatal / Life- Report immediately
v ———)
threatening (no later than 24 hours)
Report immediately
) Non-fatal / Non- N

(nolaterthan 7 calendar

ife-threatening i)
ays

Report Form: Same form
as required by sponsor.




Unanticipated problems

eunexpected (in terms of nature, severity, or
frequency)

erelated or possibly related to participation in the
research

eplaces subjects or others at a greater risk of
harm than was previously known or recognized.

OHRP 2007




Role of IRB in reviewing Local SAE

«Protect subjects safety

Monitor Pl comply with approved
protocol

eEnsure Pl comply with ICH

«Should not suspend or terminate the
study unless there is strong evidence
that Pl violate the protocol or ethics.




Protocol Amendment
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Protocol Amendment
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Protocol Amendment
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ME2! [PENALTY Box]
N Z :

«Protocol deviation
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Protocol Deviation

Minor Protocol Violation
*Not affect right & welfare of subjects

«Not change the risk/benefit ratio
eNot affect the value of data collected

eNot result form willful or knowing
misconduct

«Not violate ethical principle




Protocol violation

Protocol

violation

(a) reduces the quality or
completeness of the data

g

Ve

(b) makes the Informed
Consent Form inaccurate

.

Ve

(c) impacts a subject's
safety, rights, or welfare

g

[Bhatt, A. Perspect C. Clin. Res. 2012;3(3):117]
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Protocol Violation

«Serious Protocol Violation
eHave or pose a significant risk to subjects

«Cause damage to the scientific integrity
of the data collected

«Result form willful or knowing
misconduct

elgnore the established research, medical,
ethical principles




Decision of IRB in Reviewing
Protocol Deviation/violation
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Closing report

«Did investigators follow previously approved
protocol?

«Did investigators comply with ICH-GCP?
What is the result?

Why the research is not complete?
Documentation and achieving




Responsible conduct of
research: Conflict of interest

Intellectual and
personal
matters

Work

Financial gain ;
commitment

Conflict of interest as potential sources of influence in the conduct
and reporting of clinical trials.

Conflict of interest is not inherently wrong. However, procedures for
managing of COl must be established and implemented:

v' Reporting significant conflicts before any research is undertaken.

v Managing, reducing, or eliminating significant conflicts of interest.

v" Providing subsequent information on how the conflicts were handled. y




Responsible conduct of research:
Conflict of interest

«Example:

« Gene therapy trial at University of Pennsylvania in which Jesse
Gelsinger died. Lead investigator James Wilson was president
and major stakeholder (30%) of Genova, company developing
product under test, and U Penn itself had further stake. Issues
during animal testing withheld from participants As suffer
Jesse should not have been in Phase | tri

ene therapycu

x COnsent expenment bIOO R

o 2 ool ”‘d ' Iaboratorycu '> ing

X Conflict of Interest (financial) : s
x Conductof clinicaltrial . P —

dnugs

26




Responsible conduct of research:
Conflict of interest

«Example: Phase 2 and Phase 3 clinical cardiovascular RCTs:
114 studies (1,433 investigators with 725 (50.6% declared COl)
— 66 studies (58%) had half or >50% of Pls had COI
54 studies — favorable outcomes
12 studies — unfavorable outcomes (p<0.001)
— 25 studies (22%), at least 1 Pl reported stakes in the industry
|:23 studies — favorable outcomes
2 studies — unfavorable outcomes

e Conclusion: Authors’ COls are associated with favorable
outcomes in cardiovascular trials.

[Riaz, H., et al. Conflicts of interest and outcomes of cardiovascular trials. Am. J. Cardiol. 2016;117:858-86c)




Responsible conduct of research:
Management of COI

«To assure that the interests do not adversely
influence the research.

«Some options for managing conflicts of interest include:

1)  Requiring full disclosure of all interests so that others
are aware of potential conflicts and can act accordingly

2)  Monitoring the research or checking research results
for accuracy and objectivity

3) Removing the person with the conflict from crucial
steps in the research process, such as the interpretation
of data or participating in a particular review decision.

** |nstitutional policy on management of conflict of interest




