Research Ethics: Why Bother?

Ross Upshur BA (Hons.), MA, MD, MSc, CCFP, FRCPC

Professor

Department of Family and Community Medicine and Dalla Lana School of
Public Health

University of Toronto

Head, Division of Clinical Public Health, DLSPH

Assistant Director, Lunenfeld Tanenbaum Research Institute

Scientific Director, Bridgepoint Collaboratory for Research and Innovation



Outline

Historical Background
Problems of Calibration
Problems of Trust

Problems of Integrity
Problems of Effectiveness
Bare Essentials

Issues of Research in Frailty




Historical context

World War 2 Medical War Crimes

2. The Tuskegee Syphilis Study

3. The Jewish Chronic Disease Hospital Study
4. The Willowbrook Study

5. The San Antonio Contraceptive Study

6. For More see: http://www.ahrp.org/history/
chronology.php



Evolution of Codes

Nuremberg Code
Declaration of Helsinki
CIOMS

Belmont Report
National Guidelines



Presidential Commission for
the Study of Bioethical Issues

About Us Studies News Ieetings Blo Contact Us

Moral Science: Protecting
Participants in Human Subjects
Research




Ethics Review

Problems of Calibration



Edit View Favorites

Help

Back ~ () ‘_XJ ‘_’pﬂ _h /;_ ) Search \;;/ Favorites @? 0~ i\,.' ] - J ﬁ 3

[@ http:/fwww . biomedcentral.com/1472-6939/3/2

V‘ Go Links >

Log on/ Register

ome University of Toronto

'\

MC
Aedical Ethics

Full peer review - Fast publication

High visibility 4

HEALTH AND QUALITY
OF LIFE QUTCOMES

Click here to submit your manuscript!

e | journals A-Z | subject areas | advanced search | authors | reviewers | libraries | jobs | about | my BioMed Central

> Medical Ethics
'olume 3

ming options:
bstract

ull text

DF (251KB)

ociated material:
eaders' comments
re-publication history
ubMed record

ated literature:
rticles citing this article
n Google Scholar

n PubMed Central

ther articles by authors
oodyear-Smith F

bb B

avies G

achson I

eelau SM

imilar articles (PubMed)

ls:

-mail to a friend
ownload references
ost a comment
rder reprints

E-mail
Corresponding author

Debate Highly accessed J Open Access

International variation in ethics committee requirements: comparisons

across five Westernised nations

Felicity Goodyear-Smith 1 2%, Brenda Lobb 2 4, Graham Davies 3 X, Israel Nachson 4 2 and Sheila M Seelau 5 X
IDepartment of General Practice & Primary Health Care, the University of Auckland, Auckland, New Zealand

2Department of Psychology, the University of Auckland, Auckland, New Zealand

3School of Psychology, University of Leicester, Leicester, United Kingdom

4Department Of Criminology, Bar-Ilan University, Ramat-Gan, Israel

SDepartment of Psychology, University of Wisconsin-whitewater, Whitewater, United States of America

BMC Medical Ethics 2002, 3:2  doi:10.1186/1472-6939-3-2

The electronic version of this article is the complete one and can be found online at: http://www.biomedcentral.com/1472-6939/3/2
Received 9 December 2001

Accepted 19 April 2002

Published 19 April 2002

© 2002 Goodyear-Smith et al; licensee BioMed Central Ltd. This is an Open Access article: verbatim copying and redistribution of this
article are permitted in all media for any purpose, provided this notice is preserved along with the article's original URL.

item remaining) Opening page http:/jwww.biomedcentral.com/1472-6939/3/2...

0 Internet




jack - q @ @ ih /_F) Search \;I\\'(Favorites E} Bv L_;'_ lil:l v J ﬂ ‘5

@ http:/iqjmed.oxfordjournals.orgfcgifcontent/abstract[96/4/3057ijkey=856d0a01 1d07fb48191F538a%9dat0e2e8b0b3daSakeytypez=tf_ipsecsha v Go Links > f
OXFORD JOURNALS CONTACTUS MY BASKET MY ACCOUNT

i

&I.

5

SWEGRTLAR  wn

ABOUT THIS JOURNAL CONTACT THIS JOURNAL SUBSCRIFTIONS CURRENT ISSUE ARCHIVE SEARCH

Institution: University of Toronto Library Sign In as Personal Subscriber

Oxford Journals > Medicine > QIM: An International Journal of Medicine > Volume 96, Number 4 > Pp. 305-307

o 00s s ot o
@ 2003 Association of Physicians LD TEED
} Full Text FREE

= = = = = == } EREE Full Text (PDF) FREE
Variations in experience in obtaining local Mot ien o e ol ie cited

ethical approval for participation in a multi- } Alert o if 2 correction is posted

centre study

} Email this article to a friend

N.A Maskell, EL. Jones, R.J.O. Dawies, and } Similar articles in this journal
on behalf of the BTS/AMRC MIST steering comrmittee b Similar articles in ISI Web of Science

} Similar articles in PubMed

From the Oxford Centre for Respiratory Medicine, Churchill Hospital, John ' Alertme to new issues of the journal

Radcliffe NHS Trust, Oxford, UK - Addto g Personal frchie
} Download to citation manager

} cited by other online articles

} Search for citing articles in:
ISI Web of Science (11)

Background: The Department of Health recently issued guidance on how Local : m
Disclaimer
Research Ethics Committees (LRECs) should handle an Multi-centre Research SESEme

Ethics Committee (MREC)-approved application. This process is mtended as a

rapid standardized approval process, facilitating the execution of clinical trials. } Articles by Maskell, N.A.
} Articles by Davies, R.J.0.

Received 6 December 2002 Accepted for publication 16 December 2002,

:/Iqimed. oxfordjournals.orgfcgifcitmar?gca=qjmed; 96,4305 ® Internet




Edit

View

Favorites Tools Help

Back ~ »\) @ @ ‘/h "r) Search *Favoritas @ 8- : % w - LJ ﬁ :3

55 @ http:f/qimed.oxfordjournals.orgfcaifcontentffull /965323 Go

OXFORD JOURNALS CONTACT us MY BASKET MY ACCOUNT

.. N

Institution: University of Toronto Library Sign In as Personal Subscriber

A

Oxford Journals > Medicine > QIM: An International Journal of Medicine > Volume 96, Number § > Pp. 323-324

QI Med 2003; 96: 323-324
@ 2003 Association of Physicians

Editorial

The ethical bureaucracy

Christopher Martyn

Hands up those who think that research ethics committees are doing a good job.

Do not expect to see Drs Maskell, Jones and Dawvies wawving. Last month in the
QIM, they reported what happened while they were setting up a multicentre
study of intrapleural si:reptok_inase.l They reckoned that the local investigators
spent 62 hours photocopying to produce the 25 296 pieces of paper needed to
satisfy the 51 local research ethics committees (LRECs) involved. Others have

written about similar experiences.2

The present system of research ethics committees in the UK was established in
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Scientists behaving badly
Brian C. Martinson, Melissa S. Anderson and Raymond de Vries

Nature 435, 737-738 (9 June 2005)

Table 1| Percentage of scientists who say that they engaged in the behaviour listed within the
previous three years (n=3,247)

Top ten behaviours All Mid-career Early-career

1. Falsifying or ‘cooking' research data 03 0.2 0.5

2. Ignoring major aspects of human-subject requirements 03 03 0.4

3. Not properly disclosing involvement in firms whose products are 03 0.4 0.3
based on one's own research

4, Relationships with students, research subjects or clients that may be 14 1.3 14
interpreted as questionable

5. Using another's ideas without obtaining permission or giving due 14 1.7 1.0
credit

6. Unauthorized use of confidential information in connection with one's 1.7 24 0.8 ***
own research

7. Failing to present data that contradict one's own previous research 6.0 6.5 5.3

8. Circumventing certain minor aspects of human-subject requirements 76 90 6.0**

9. Overlooking others' use of flawed data or questionable interpretation 125 12.2 12.8
of data

10. Changing the design, methodology or results of a study in response to 15.5 20.6 o5 e

pressure from a funding source

Other behaviours

11. Publishing the same data or results in two or more publications 4.7 5.9 34

12. Inappropriately assigning authorship credit 10.0 123 74 **

13. Withholding details of methodology or results in papers or proposals 10.8 124 89**

14. Using inadequate or inappropriate research designs 135 14.6 12.2

15. Dropping observations or data points from analyses based on a gut 153 14.3 16.5

feeling that they were inaccurate
16. Inadequate record keeping related to research projects 275 277 273

Note: significance of x? tests of differences between mid- and early=career scientists are noted by ** (P<0,01) and *** (P <0,001),
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Problems of Effectivness




S. N. Whitney & C. E. Schneider Cost in lives of ethics review

Viewpoint:
A method to estimate the cost in lives of ethics board review of biomedical research

® S.N.Whitney' & C. E. Schneider?

From the ' Department of Family and Community Medicine, Baylor College of Medicine, Houston, TX; and *University of Michigan Law School and
University of Michigan Schoolof Medicine, Ann Arbor, MI, USA

Keywords: biomedicalresearch/ethics, ethical review, ethics committees, research, government regulation, pub-
lic policy, research/legislation & jurisprudence.




When biomedical research produces life-saving
interventions like new drugs and devices, new uses for old

drugs and new systems of care, time is critical —
cardiologists want to learn of breakthroughs in treating
heart attacks immediately, and intensivists want to reduce
central line infections now. Medical journals, through rapid

online publication, labour to save weeks, days and
even hours to speed life-saving research to

physicians. Regulatory delay is as harmful as any other
delay. Further, biomedical research does not just save
lives, it promotes other important social goods, like
soothing suffering and diminishing disability. Regulatory
delay presumably diminishes these benefits as well in ways
that also need to be assessed.



Hyman

“The available evidence indicates that there are
substantial direct and indirect costs associated
with IRB oversight of research. IRBs also
operate inconsistently and inefficiently, and
focus their attention on paperwork and

bureaucratic compliance. Despite their
prevalence, there is no empirical
evidence that IRB oversight has any

benefit whatsoever—let alone benefit that
exceeds the cost.”



Research Ecology

Modern Research is a complex human
undertaking

Highly trained professionals, institutions,
funders and research subjects

Multiple interacting parts

Most linear view: idea-grant proposal-
approvals-study execution-publication-
dissemination-action



Richard Smith

Prepublication peer review is faith based not
evidence based, and Sudlow’ s story shows how
it failed badly at Science. Her anecdote joins a
mountain of evidence of the failures of peer
review: it is slow, expensive, largely a lottery,
poor at detecting errors and fraud, anti-
innovatory, biased, and prone to abuse. As
two Cochrane reviews have shown, the upside is
hard to demonstrate. Yet people like Sudlow
who are devotees of evidence persist in belief in
peer review. Why?
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Conclusions

There is little empirical evidence on the

effects of grant giving peer review. No
studies assessing the impact of peer review on
the quality of funded research are presently
available. Experimental studies assessing the
effects of grant giving peer review on
importance, relevance, usefulness, soundness
of methods, soundness of ethics, completeness
and accuracy of funded research are urgently
needed. Practices aimed to control and evaluate
the potentially negative effects of peer review
should be implemented meanwhile.



Time to publication for results of clinical trials (Review)
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Conclusion

Two studies with a total of 196 trials met the
inclusion criteria. In both studies just over half

of all trials had been published in full.

Trials with positive results (i.e. statistically
significant in favour of the experimental arm)

were published in approximately 4 to 5
years.

Trials with null or negative results (i.e. not
statistically significant or statistically significant in

favour of the control arm) were published
after about 6 to 8 years.



(Grants

NIH Report Average age of independent
iInvestigator award:

42 for PhD

43 for MD-PhD
Average NIH funding cycle 27 months
Success Rates low



‘ Time to Publication Ross et al. JAMA 2013)

eFigure: Time to publication after completion among clinical trials registered in ClinicalTrials.gov and published in the
biomedical literature (cited in MEDLINE).
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Time to approval

Schnitzbauer et al. BMJ 2009

Time taken to get ethics committee approval (time with committee)
Median (range) No of days

Country
Austria
Belgium
Finland
France
Germany
Italy
Netherlands
Spain
Sweden
UK:
National
Local
Total

No of committees
2

35 (26 to 44)
119 (119 to 181)
47

123

43
61
91
75
30

29 to 93)
35 to 107)
61 to 120)
72 to 77)

P e U

168
78 (24 to 98)
246 (192 to 266)



Bare Essentials




Canadian guidelines

Tri-Council Policy Statement

Living document, reflecting evolving field of scholarship

HOWEVER

m [t mandates minimum and universal standards




Ethics review

Research requiring review
REBs are responsible for ethics review of research involving humans as
subjects of research

Research Ethics Boards (REBs)

The REB has the authority to approve, disapprove, propose modifications to,
or terminate any proposed or ongoing research involving human subjects

Review process

REBs adopt a proportionate approach to ethics review, based on the principle
that the more potentially invasive or harmful the research, the more care
should be taken in its review.

FOCUS IS ON HUMAN SUBJECT PROTECTION



‘ Fundamental principles

= The moral imperative of respect for human dignity
translates into other correlative ethical principles:

Respect for free and informed consent

-_—

2. Respect for vulnerable persons
3. Respect for privacy and confidentiality
s. Respect for justice and inclusiveness

5.  Balancing harms and benefits




‘ Emanuel’s 7 Requirements

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

Favorable risk-benefit
ratio

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

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

legal knowledge

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
unaffiiated with the research

Public accountability; minimizing
influence of potential conflicts
of interest

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

Informed consent

Respect for potential and
enrolled subjects

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 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 results of
clinical research;

(5) maintaining welfare of subjects

Respect for subject autonomy

Respect for subject autonomy
and welfare

Scientific knowledge; ethical and
legal knowledge

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

*Ethical requirements are listed in chronological order from conception of research Lo its formulation and implementation.
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Special Considerations in Frailty Research

Consent

Anticipate and plan for accommodating and
responding to cognitive impairment
Consent shall be given voluntarily.
Consent can be withdrawn at any time.

Consent must be informed



Participants in Vulnerable
Circumstances

In considering the need for an alteration
to consent requirements, researchers and
REBs should also consider whether the
prospective participants (as individuals,
groups, or populations) are in vulnerable
circumstances (see Article 4.7). The
existence of vulnerable circumstances
may require greater effort to minimize
risks to participants and/or maximize
potential benefits (see Chapter 2, Section
B).



In keeping with the principle of Justice, those
who lack the capacity to decide on their own
behalf must neither be unfairly excluded from
the potential benefits of research
participation, nor may their lack of decision-

making capacity be used to inappropriately
include them in research.

Article 4.5 Elderly people shall not be

inappropriately excluded from research solely
on-the basis of their age.



Tips tor success

Do the TCPS tutorial
Get to know your REB chair

Take responsibility for research ethics
submissions (do not delegate until such time
as you are competent and you know the
person to whom you have delegated is
competent

Be a good academic citizen: Serve on an
REB!



TCPS 2

s Pdf: http://www.pre.ethics.gc.ca/eng/policy-
politique/initiatives/tcps2-eptc2/Default/

= Tutorial: http://www.pre.ethics.gc.ca/english/
tutorial/




