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What do we mean by consent as
it pertains to research?



Special Communication

World Medical Association Declaration of Helsinki
Ethical Principles for Medical Research
Involving Human Subjects

World Medical Association

Adopted by the 18th WMA General Assembly, Helsinki, Finland, June 1964, and amended by the:

29th WMA General Assembly, Tokyo, Japan, October 1975

35th WMA General Assembly, Venice, Italy, October 1983

415t WMA General Assembly, Hong Kong, September 1989
48th WMA General Assembly, Somerset West, Republic of South Africa, October 1996

52nd WMA General Assembly, Edinburgh, Scotland, October 2000
53rd WMA General Assembly, Washington, DC, USA, October 2002 (Note of Clarification added)
55th WMA General Assembly, Tokyo, Japan, October 2004 (Mote of Clarification added)
59th WMA General Assembly, Seoul, Republic of Korea, October 2008
64th WMA General Assembly, Fortaleza, Brazil, October 2013




Informed Consent Requirements

...adequately informed of the aims, methods, sources
of funding, any possible conflicts of interest,
institutional affiliations of the researcher, anticipated
benefits and potential risks of the study and the
discomfort it may entail, post-study provisions and
any other relevant aspects of the study.

...informed of the right to refuse to participate in the
study or to withdraw consent to participate at any
time without reprisal.

WMA Declaration of Helsinki. JAMA 2013; 310: 2191-4.



Informed Consent Requirements

e [t must be ensured that the individual has
understood the information.

WMA Declaration of Helsinki. JAMA 2013; 310: 2191-4.






Options in Immediately Life-threatening
situations

* Attempt detailed discussions for the purposes of
obtaining prospective “consent”

* Seek permission to enrol based on limited
information (assent) and delay consent discussions
to a later time

* Enrol patient without discussion (consent waiver or
exception)



Table 1. Alternatives to prior individual consent in emergency paediatric research.

Type of consent

Characteristics

Critique

Deferred consent

Initial assent to enter the study is obtained

Full informed consent is deferred (delayed) until the patient
has stabilised and/or surrogates are

able to listen and understand trial information

Surrogates can withdraw at any point

Consent cannot be obtained after the intervention has already been
given; consent is only therefore permission to remain in the study

Proxy consent by
third parties

Advanced consent/
Presumed consent:

Retrospective
consent

An appropriate person other than the parent/immediate guardian
gives consent for the participant

Potential proxies include - legal representatives, and independent
physicians

Potential participants are identified prior to meeting eligibility
criteria and consent for future enrolment should they
became eligible

Initial research intervention occurs without the surrogate's consent
Consenting takes place after the initiation or completion of
the research intervention

Difficulties in ensuring independence of proxies
Proxies not capable of knowing the wishes of a parent espedially
without prior discussion

Difficult to identify participants in advance in emergency research
Potentially causes unnecessary distress or harm, especially where
inclusion criteria are not met

Participants have no control over what has been done in the past

Waiver of consent:

Research intervention occurs without the participant’s or
surrogate’'s consent

Considered to be a violation of patient autonomy

doi:10.1371/journal pone.0054894 1001

Molyneux, S. et al. PLOS One. 2013; 8:e54894



Consent models driven by national
research ethics guidelines as well as
local IRB/REB interpretation






Deferred Consent

* An individual cannot consent to what has
already happened to them or their child

* Consent can only apply to what one has
control over going forward in time



So Why Deferred Consent?

Opportunity to consent to:

e continued study involvement

 Remaining Intervention(s)

* Follow-up and data collection

* Use of previously collected data

e Use of previously collected biological samples

Supports autonomy, right to self determination



; ¥ 4‘ Academic Emergency Medicine

OfMicial Journal of the Society for Academic Emergency Medicine

Biros SecTiON oN RESeARcH ETHICS

Waiver of Informed Consent in Pediatric
Resuscitation Research: A Systematic Review

Mohamed Eltorki, MBchB, Elizabeth Uleryk, MLS, and Stephen B. Freedman, MDCM, MSc

Eltorki et al. Acad Emerg Med. 2013; 20:822-34



Eltorki et al. * REVIEW OF EFIC IN PEDIATRIC RESUSCITATION RESEARCH

506 articles

identified

133 duplicates removed |, |

373 articles

screened

326 excluded due to |

irrelevant titles/abstracts ' 36 articles excluded:

* Absence of quantifiable

47 full-text articles
outcome: 24 (includes
assessed for eligibility

reviews, focus groups,

commentaries, editorials)

11 articles included in + Not related to waiver of

qualitative systematic consent: 4

review * Not pediatric related: 8




Community
Consultation and
Public Disclosure

Feasibility of
Waiver of Consent

Attitudes toward
ER Research

Articles

Baren, 1999
Morris, 2004
Morris, 2006
Bulger, 2009
Biros, 2009
Raymond, 2010

Clifton, 2002
Dutton, 2008
Stanley, 2012

Culbert, 2005
Gamble, 2012

Hypothetical study

Focus groups, surveys
Survey, hypothetical study
Phone survey

Survey

Survey

Retrospective observational
Prospective Cohort
Prospective observational

Postal survey
Postal survey

227 parents
121 adults
91 parents
2418 adults
1901 adults
93 parents

387 (mixed)
1734 (mixed)
262 children

Parents
Parents




OPEN @ ACCESS Freely available online = PLoS Onhe

What Parents of Children Who Have Received Emergency
Care Think about Deferring Consent in Randomised

Trials of Emergency Treatments: Postal Survey

Carrol Gamble'*, Simon Nadel? Dee Snape?®, Andrew McKay', Helen Hickey', Paula Williamson',
Linda Glennie®, Claire Snowdon?, Bridget Young?

1 Clinical Trials Research Centre, University of Liverpool, Liverpool, United Kingdom, 2 St Mary’s Hospital, Imperial College Healthcare NHS Trust, London, United Kingdom,

3 Mental and Behavioural Health Sciences, University of Liverpool, Liverpool, United Kingdom, 4 Meningitis Research Foundation, Thornbury, Bristol, United Kingdom,
5 London School of Hygiene and Tropical Medicine, London, United Kingdom




Table 1. Scenario A: If a child of mine had a serious infection and needed emergency fluid treatment.

Neither agree nor
Strongly disagree Disagree disagree Agree Strongly agree p-value

Statement 1: | would not want my child to be included in a clinical trial of these two commonly used fluids under any circumstances.
Bereaved 7 (40) 9 (50) 1 (5) 0 (0) 1 (5) 0.29
Recovered 14 (28) 18 (37) 15 (31) 2 (4) 0 (0)

Statement 2: | would be willing for my child to be included in a clinical trial of these two commonly used fluids without the trial being, explained to me
beforehand.

Bereaved 3(17) 2(11) 0 (0) 7 (39) 6 (33) 1.00
Recovered 4 (8) 5(10) 7 (15) 21 (44) 11 (23)

Statement 3: | would like to be told that my child was being included in the trial and to be asked for consent for their information to be included in the trial as soon as
their condition stabilised.

Bereaved 0 (0) 2(11) 2(11) 8 (45) 6 (33) 0.68
Recovered 0 (0) 6 (12) 10 (20) 17 (35) 16 (33)

Statement 4: | would not want to be told about the trial at any time, as long as both fluids are considered safe.

Bereaved 6 (33) 6 (33) 2(11) 3(17) 1 (6) 0.10
Recovered 7 (14) 18 (37) 6(12) 7 (14) 11 (23)

Figures are n(%). Missing responses: Question 1:1 bereaved; Question 2:1 bereaved and 1 recovered; Question 3:1 bereaved; Question 4; 1 bereaved.
doi:10.1371/journal.pone.0035982.t001

Gamble, C. PLOS One. 2012. 7: e35982




Table 2. Scenario B: If a child could not be resuscitated and unfortunately died in the emergency department we would want to
tell the parents that their child had been given the fluid as part of a clinical trial of emergency treatments.

Neither agree nor
Strongly disagree Disagree disagree Agree Strongly agree p-value

Statement 5: | think in the scenario described it would be better not to tell the bereaved parent/carer about the trial at any time.
Bereaved 6 (33) 6 (33) 0 (0) 1 (6) 5 (28) 0.06
Recovered 7 (14) 11 (23) 3 (6) 8 (16) 20 (41)

Statement 6: | think in the scenario described it would be better to include a child’s records in the trial without immediately asking the bereaved parent/carer, and
seek their consent later at the most appropriate time.

Bereaved 3(17) 3(17) 0 (0) 7 (39) 5 (27) 0.59
Recovered 3 (6) 13 (27) 10 (20) 16 (33) 7 (14)

Statement 7: | think in the scenario described it would be better to tell the bereaved parent/carer about the trial and seek their consent before including their child’s
records in the trial.

Bereaved 3 (16) 5(27) 1 (5) 5 (26) 5 (26) 0.19
Recovered 11 (22) 17 (35) 2 (4) 14 (29) 5(10)

Figures are n(%). Missing responses: Question 5:1 bereaved; Question 6:1 bereaved.
doi:10.1371/journal.pone.0035982.t002

Gamble, C. PLOS One. 2012. 7: e35982




A paradigm for inpatient resuscitation research with an exception

from informed consent™

Marilyn C. Morris, MD; Ruth L. Fischbach, PhD, MPE; Robert M. Nelson, MD, PhD; Charles L. Schleien, MD




Tahle 2. Synopsis of qualitative comments made by parents

(Qualitative Theme

Ramdomization
Discomfort with randomization

Acceptance of randomization
when the study compares
two “standard of care”
therapies

Preference for a study comparing
two “standard of care”
practices to one evaluating a
new medication

Discomfort in reading in the
handout that doctors may
not know which therapy is
best

Burden on parents of deciding
whether to allow their child
to participate

Handout may generate anger

Handout may generate fear

tepresentative Quotes

“I dom’t want an important decision
made based on the flip of a coin®

“It's no big deal to be part of the
study since you might get either
one amyway”

“If it was something very different
with the study, I'd say no, but
these are both something yo
already do. You're not trying :
new experimental therapy”

“It's scary to read that the
medicines you have don't always
work. You think that CPR in the
hospital will always work™

“I don't want to hear ‘maybe,” ¢
that you don’t know what w
are doing"

“If something is just the procedure
it's okay. But if you're giving a
parent a choice, that's stressful.
You don't want the responsibility
of deciding™

“Why should she be a guinea pig?"

“I'd be angry that you don't know
which is better”

“It would have freaked me out to
read it at the time of ad 4
the idea of cardiac arrest is so

sCary”

No. (%) of Parents
‘Who Expressed
This Opinion

10§11}

11 {12)

10 (11)

Morris, MC et al. Crit. Care Med. 2006; 34

: 2567-75.
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‘The Words Will Pass with the Blowing Wind’: Staff and
Parent Views of the Deferred Consent Process, with Prior
Assent, Used in an Emergency Fluids Trial in Two African
Hospitals

Sassy Molyneux'%3*, Maureen Njue', Mwanamvua Boga®, Lilian Akello®, Peter Olupot-Olupot’,
Charles Engoru®, Sarah Kiguli®, Kathryn Maitland*?

1 Health Systems and Social Science Research Group, Kenya Medical Research Institute -Wellcome Trust Research Programme, Kilifi, Kenya, 2 Centre for Tropical Medicine,
University of Oxford, Oxford, United Kingdom, 3 The Ethox Centre, Department of Public Health and Primary Health Care, Oxford University, Oxford, United Kingdom,
4 Kilifi Clinical Trials Facility, Kenya Medical Research Institute-Wellcome Trust Research Programme, Kilifi, Kenya, 5 Wellcome Trust Centre for Clinical Tropical Medicine,
Department of Paediatrics, Faculty of Medicine, Imperial College, London, United Kingdom, 6 Department of Paediatrics, Mulago National Referral Hospital, Makerere
University, Kampala, Uganda, 7 Mbale Regional Referral Hospital, Mbale, Uganda, 8 Soroti Regional Referral Hospital, Soroti, Uganda, 9 Malaria Consortium, Kampala,

Uganda




FEAST Trial Consent Data

Table 5. FEAST trial consent rates and types of consent.

Type of consent Overall Kilifi Soroti

Total Enrolled 3170 216 633
Assent Only (% of enrolled) 135 (4%) 4 (2%) 36 (6%)
Full prior consent (% of enrolled) 1534 (49%) 189 (87%) 257 (40%)
Deferred consent following assent (% of enrolled) 1501 (47%) 23 (11%) 340 (54%)
Total eligible® 3463 339 660
Refused consent (% of eligible) 293 (8.5%) 123 (36%) 27 (4%)

*Mot including those that met inclusion criteria but were not enrolled for other reasons such as trial packs not being available. Refer to FEAST Trial paper for more
information on ‘other’ reasons for non-enrolment

doi:10.1371/journal.pone.0054894.1005

Molyneux, S. et al. PLOS One. 2013; 8:e54894



FDA Exception from Informed Consent

life-threatening situation requiring urgent intervention
Available treatments unproven or unsatisfactory
Collection of valid scientific evidence needed

Obtaining informed consent is not feasible due subject’s
medical condition

Intervention must be administered before consent can be
obtained

No reasonable way to prospectively identify individuals
Participation in the research holds the prospect of benefit

The investigation could not be practicably carried out without
the waiver



FDA Requirements for EFIC studies

Community consultation

Public disclosure

Investigator commitment to attempt to locate SDM
Study oversight by DMC



Ethical Conduct for
Research Involving
Humans

Canadian Institutes of Health Research
Natural Sciences and Engineering Research Council of Canada
Social Sciences and Humanities Besearch Council of Canada

Please cite this document as follows:

Canadian Institutes of Health Besearch, Matural Sciences and Engineering Research Council of Canada,

and Social Sciences and Humanities Research Council of Canada, Tri-Council Policy Statement: Ethical

Conduct for Research Involving Humans, December 2010,



Chapter 3, Article 3.8: Exception to Consent for
Research in Individual Medical Emergencies

Article 3.8  Subject to all applicable legal and regulatory requirements, research involving
medical emergencies shall be conducted only if it addresses the emergency needs
of the individuals involved, and then only in accordance with criteria established
in advance of such research by the REB. The REB may allow research that involves
medical emergencies to be carried out without the consent of participants, or of
their authorized third party, if all of the following apply:

(a) a serious threat to the prospective participant requires immediate intervention;
(b) either no standard efficacious care exists or the research offers a realistic
possibility of direct benefit to the participant in comparison with standard care;

(c) either the risk is not greater than that involved in standard efficacious care, or
it 1s clearly justified by the prospect for direct benefits to the participant;

(d) the prospective participant is unconscious or lacks capacity to understand the
risks, methods and purposes of the research project;

(e) third party authorization cannot be secured in sufficient time, despite diligent
and documented efforts to do so; and

(f) no relevant prior directive by the participant is known to exist.
When a previously incapacitated participant regains capacity, or when an authorized

third party is found, consent shall be sought promptly for continuation in the
project, and for subsequent examinations or tests related to the research project.




Ofticial Journal L 158

of the European Union

Legislation



Clinical Trials Regulation EU No 536/2014

L 158/34 i Official Journal of the Furopean Union 27.5.2014

Article 35
Clinical trials in emergency situations

1. By way of derogation from points (b) and (c) of Article 28(1), from points (a) and (b) of Article 31(1) and from
points (a) and (b) of Article 32(1), informed consent to participate in a clinical trial may be obtained, and information
on the clinical trial may be given, after the decision to include the subject in the clinical trial, provided that this decision
is taken at the time of the first intervention on the subject, in accordance with the protocol for that clinical trial” and
that all of the following conditions are fulfilled:

{a) due to the urgency of the situation, caused by a sudden life-threatening or other sudden serious medical condition,
the subject iz unable to provide prior informed consent and to receive prior information on the clinical trial;

{(b) there are scientific grounds to expect that participation of the subject in the clinical trial will have the potential to
produce a direct clinically relevant benefit for the subject resulting in a measurable health-related improvement alle-
viating the suffering and/or improving the health of the subject, or in the diagnosis of itz condition;

) it is not possible within the therapeutic window to supply all prior information to and obtain prior informed
consent from his or her legally designated representative;

) the investigator certifies that he or she is not aware of any objections to participate in the clinical trial previously
expressed by the subject;

) the clinical trial relates directly to the subject’s medical condition because of which it is not possible within the thera-
peutic window to obtain prior informed consent from the subject or from his or her legally designated representative
and to supply prior information, and the clinical trial is of such a nature that it may be conducted exclusively in
Emergency situations;

the clinical trial poses a minimal risk to, and imposes a minimal burden on, the subject in comparizon with the
standard treatment of the subject’s condition.




Practical Issues with Delayed Consent






Seeking Consent for Continued Study
Participation

Too Early ‘Just Right’ Too Late

Risk of
Coercion Paternalistic



Can We Practice Patient/SDM Centered Ethics?

e Should we be flexible in our consent processes to
accomodate the needs/preferences of participants?

* Should we seek to minimize intrussiveness and
coercion risk or rigidly pursue consent
documentation ‘as soon as possible’.

* Practical approach considers capacity and includes
communication with clinical care providers.



What about Evidence-based Ethics?

Requires Virtuous Learning Loops so that all ‘actors’
can learn from their successes and failures

Based on evidence based standards

Urgent need for research on what happens to human
subjects in research

Resources from sponsors and research institutions
required; commitment to use results to improve
governance

McDonald, M. Health Law Journal. 2001; 9:1-21



for the
SQUEEZE Trial

A trial to determine whether septic shock reversal is quicker in pediatric patients randomized to an
early goal directed fluid-sparing strategy vs. usual care (SQUEEZE

é CCHCSP
Canadian Blood Services P G C C S E

Société canadienne du sang
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So What Are the New Angles?

Appropriate situations for Consent waiver
Defining/refining the role of Community Consultation

Using relevant trials as a virtuous learning loop to
continuously expand our knowledge

Impact of patients being included on the research
team



Thank You




