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Canadian Research Ethics Board Leadership Attitudes to the
Return of Genetic Research Results to Individuals and their
Families

Conrad V. Fernandez, P. Pearle O'Rourke, and Laura M. Beskow

Précis
Genomic research may uncover results that have direct actionable benefit to the individual. An
emerging debate is the degree to which researchers may have responsibility to offer results to the
biological relatives of the research participant. In a companion study to one carried out in the
United States, we describe the attitudes of Canadian Research Ethics Board (REB) chairs to this
issue and their opinions as to the role of the REB in developing related policy.

Introduction

The return of individual genetic results to research participants has been widely discussed in
the context of an explosion of genetic research utilizing an ever more rapid and inexpensive
array of sequencing and bioinformatics platforms.! To date, a number of consensus
statements guide researchers as to the breadth and limits of their obligations for offering
genomic research results to participants.? Typically these recommendations are rooted in the
result's clinical validity, actionability, and potential health consequences, and are predicated
on the informed consent of the participant. An emerging discussion is the challenging
question of the degree to which researchers may additionally have responsibility for offering
results to family members of the research participant. Some have argued that ethical
obligations to relatives intensify as the significance and actionability of the result increase,3
while others claim that obligations to next of kin should follow the clinical model where the
decision to share genetic results falls to the patient.* A detailed reflection on the many
ethical issues that arise in considering whether such a responsibility exists, and if so how to
honor it, is presented in this issue of JLME by Wolf et al.>

Human research protection bodies clearly need to be engaged in the oversight of genomic
research including the return of research results. Review of publically available documents
from Institutional Review Boards (IRB) and Research Ethics Boards (REB) generally shows
a paucity of guidance on this topic.5 While researchers are often supportive of the concept of
returning meaningful results to participants,” recommendations from regulatory bodies
provide limited guidance.® In the United States, federal regulations do not directly speak to
the return of research findings; in contrast some countries have regulatory requirements on

Corresponding author: Conrad Fernandez, MD, FRCPC Professor, Departments of Pediatrics and Bioethics Head, Division of
Pediatric Hematology/Oncology Dalhousie University and the IWK Health Centre 5850 University Avenue, Halifax, NS, B3K 6R8
Office phone: 902-470-6839; Cell phone: 902-229-6988 Fax: 902-470-7216 (administrative); Fax: 902-470-7208 (clinical) Preferred
communication through conrad.fernandez@iwk.nshealth.ca.



1duosnuen Joyiny 1duosnuey Joyiny 1duosnuen Joyiny

1duosnuep Joyiny

Fernandez et al.

Methods

Page 2

this topic.8 For example, European regulations (2005) require a plan for return of results.®
Similarly, the Canadian TriCouncil Policy for Human Research version 2 (2014) (hereafter
referred to as TCPS v2), specifically calls on researchers to offer participants any research
result with material significance, to have a prospective plan to do so in the context of
genomic research, and to present the plan to their REB for approval. Despite these
requirements, a detailed means to operationalize the return of results is not set out, even in
the TCPS v2.

In this environment of uncertainty, the leadership of both U.S. and Canadian research ethics
review boards are often asked to provide guidance. However, little is known about REB
leadership opinions’ and attitudes’ as to REB roles in establishing a framework of oversight,
nor about the degree of responsibility an REB can or should take on in determining what
results should be returned to the individual participant or extended family members.

In this issue of JLME, Beskow and O'Rourke report the results of a survey utilizing a
hypothetical scenario constructed to probe the opinions of IRB chairs from member
institutions of the American Association of Medical Colleges regarding the return of genetic
results to participants and family members.10 In addition, they examined the views of IRB
chairs as to the proper role of the IRB with regard to responsibility for policies, procedures,
and oversight. This undertaking presented an opportunity to compare and contrast Canadian
REB chair attitudes in a national landscape distinct from the regulatory environment in the
United States. Thus, we used the same survey instrument to query Canadian REB chairs and
present here the findings from a Canadian perspective as a companion to the U.S. findings.

This research project was approved by the IWK Health Centre Research Ethics Board,
Dalhousie University, Halifax, Canada.

A. Participants

Names, postal addresses and email contacts for REB chairs, co-chairs and vice-chairs linked
with REBs affiliated with all 17 universities associated with medical schools in Canada were
identified from publicly accessible websites.

B. Survey method

The survey was distributed via email through Fluid Surveys (https:/fluidsurveys.com)!! and
followed up by a mailed postal survey. To conduct the survey, we sent a preannouncement
and then one week later an email invitation with an initial cover letter that served as the
consent document. Consent was assumed by return of the survey. Two email follow-up
reminders were sent to non-responders who had not expressly elected to opt out. A final
mailed copy of the survey was sent with a pre-stamped return envelope. No participant
incentive was offered for response. Participation was promoted in the consent document by
assuring confidentiality, sending reminders to non-responders, and emphasizing our ultimate
goal of generating empirical data that could assist REBs and researchers.
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C. Survey instrument

D. Analysis

Results

The details of the instrument development and validation are presented in Beskow and
O'Rourke.10 Briefly, the 34 item survey instrument was organized in two main sections. The
first focused on opinions about a hypothetical scenario in which researchers using a
pancreatic cancer biobank discover a link to a gene called CDKNZ2A that may also increase
risk of melanoma. The second gathered opinions about the role of oversight bodies such as
IRBs or REBs in guideline development, decision making, and oversight of return of results
processes. The instrument used to survey Canadian REB chairs was identical to the one used
by Beskow and O'Rourke except for the deletion of one question not relevant to the
Canadian context. The survey instrument is available from the corresponding author.

The data were collated as part of the Fluid Surveys software and analyzed descriptively
using Excel.

A. Respondents

The response rate was 22/52 (42%); of these, 5 did not complete the full survey.
Respondents were 41% female, 32% male with 27% missing. Approximately half described
their primary professional background as medicine or nursing (45%) with 4 (18%) having a
bioethics background. Two respondents described themselves as having a participant or
community background. Most of those who responded were over 50 years of age (n=11) and
of European ancestry (n=13). They had a mean of 8 years’ experience as Chair or Vice Chair
(range 1-19 years) and 17/22 (73%) described their REB as primarily biomedical. Most
(65%, n=14/22) described themselves as familiar or very familiar with reviewing human
genetics research protocols.

From a personal standpoint, 8/22 (36%) REB chairs described themselves as interested or
very interested in receiving genetic information about themselves; 3/22 (14%) were
somewhat interested; and 6/22 (27%) said they were not at all or not too interested.

B. Hypothetical scenario exploration

The hypothetical scenario described a patient taking part in a non-therapeutic biobank called
the Pancreatic Biospecimen Resource (verbatim text available in Beskow and O'Rourkel9).
In this scenario, researchers using the biobank resource find a pancreas cancer-related gene
(CDKNZ2A) that is also associated with predisposition to melanoma. The cumulative risk of
melanoma was predicted to be approximately 40% by age 80 years with a pancreatic cancer
risk of approximately 60%. The clinical utility of this gene variant was described as possible
but not established because the benefit of screening for either pancreatic cancer or melanoma
is unproven. The consent form used in the scenario indicated, “If a researcher finds that
results obtained from the genetic research performed on your sample may be useful for your
health care or your family members’ health care, you may be contacted and given the choice
to learn your results.” Given this scenario, 15/22 (68%) thought that the participant probably
or definitely should be offered this result. If the participant could not be reached, only 7/22
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(32%) felt that the family should be contacted in order to find the participant, and even fewer
[1/22 (5%)] thought that the family should be given the genetic information in an attempt to
get the information to the participant.

With regard to offering results directly to family members due to potentially significant
implications for blood relatives: 18/22 (82%) would not share the result with a family
member if the participant were alive but could not be contacted. If the participant was
deceased, many (10/22, 45%) still would not share the finding with family; only 6/22 (27%)
said the result should probably be offered to the family if the participant was deceased.

We examined whether varying the content of consent disclosures for the Pancreatic
Biospecimen Resource study would have an impact on REB Chair's opinions. Recall from
above that most respondents would not be in favour of returning results to family members.
Compared to the baseline scenario in which the consent form said participants may be
contacted if a genetic research finding might be useful to their or their families’ health:

. If the consent form had been silent as to return of results, and the
participant cannot now be reached, most respondents would be even less
likely to share results with family members (11/22, 50%) or would be
unchanged in their original opinion (8/22, 36%).

. If the consent form had indicated that the results would only be given to
the participant, and the participant cannot now be reached, one half of the
respondents would be less likely to share results (11/22, 50%) or indicated
it would have no effect on their original opinion (6/22, 27%).

. If the consent form had been proactive in contemplating the permissive
sharing of results with family members, respondents indicated that they
were more likely to favor disclosure (15/22, 68%), including in the
circumstance where the participant was deceased (14/22, 64%).

We also examined Chairs’ opinions as to whether and what kinds of choices about return of
genetic results should be offered in the consent process for participants themselves and for
family members. In general, respondents favored giving the participant choices (Table 1).
Assuming that a participant in the hypothetical Pancreatic Biospecimen Resource had been
asked whether she wanted family members to receive her results and she said “no,” 17/22
(77%) chairs said that her decision should be followed even if she were now deceased. Only
1/22 (5%) thought her decision could be over-ruled after death.

Most (12/22, 55%) chairs felt that if data were submitted from the Pancreatic Biospecimen
Resource into NIH's dbGaP, commitments made in the original consent form regarding
return of results should be upheld, i.e., users of dbGaP should be expected to contact the
Biospecimen Resource if they discover returnable information.

Finally, we asked several questions in the context of a general (rather than disease-specific)
biobank. Given this setting, 10/22 (45%) respondents agreed there might be circumstances in
which family members should be offered a deceased participant's individual genetic research
results, while 5/22 (23%) said there were no such circumstances, and 3/22 (14%) were
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unsure. Survey findings regarding the importance of various factors to a decision for offering
return of results are provided in Table 2.

C. Role of the Research Ethics Board in developing policies and considering return of
specific results

We asked a series of questions examining Chair opinions about the extent to which REBs
should be involved in the development of institutional policies or formal guidelines
concerning the disclosure of individual genetic research results. Brief examples explaining
the theme of the question were provided. The results are shown in Table 3.

With respect to the role of the REB in determining if a genetic result meets the criteria for
disclosure, 9/22 (41%) indicated that the REB should have the ultimate authority, 6/22
(27%) indicated that the REB should have input but not be determinative, and 2/22 (9%)
indicated that the REB should not be involved. Among those who indicated the REB should
not be involved or their input not determinative, no entity was consistently identified as the
one that should have ultimate authority.

In considering the proper role of the REB in determining the specific process for contacting
participants or family members to offer genetic results, respondents were split: 8/22 (36%)
indicated that the REB should have ultimate authority, and an equal number said the REB
should provide input in a non-determinative way; none said the REB should not be involved.
Among those who said the REB's input should not be determinative, half (4/8) said that
another official or entity at their institution should have ultimate authority.

D. Role of the Research Ethics Board in oversight of offering individual genetic results to
research participants

Respondents indicated that researchers should proactively provide detailed information to
the REB regarding plans to disclose individual genetic results to participants. The majority
(13/22, 59%) felt this should be required on a routine basis, with a smaller number (3/22,
14%) indicating this was required only if an offer is likely to be made. Similar results were
seen with regard to plans for disclosing individual genetic results to family members either
routinely (12/22, 55%), versus only if an offer is likely to be made (5/22, 23%).

When researchers have generated results that they believe should be offered to participants
and/or family members, most respondents (15/22, 68%) said researchers should only be
required to consult with the IRB in situations involving a modification to their originally
approved plan.

Discussion

We found that among our Canadian Research Ethics Board chair respondents, a majority
were supportive of offering genetic research results to participants. This mirrors previously
published work from the perspective of Research Ethics Board leadership, studies of
researchers, and studies of participants themselves.12 In the context of our pancreatic
biobank scenario, REB chairs endorsed the return of a genetic research result that was
associated with a significant although not absolute risk for cancer, despite the explicit

J Law Med Ethics. Author manuscript; available in PMC 2016 October 01.



1duosnuen Joyiny 1duosnuey Joyiny 1duosnuen Joyiny

1duosnuep Joyiny

Fernandez et al.

Page 6

statement in the study scenario that “The clinical utility of knowing whether one has a
CDKN2A mutation has not been established.” The fact that there is no proven course of
action to prevent pancreatic cancer or melanoma would appear to be inconsistent with
multiple recommendations suggesting only sharing results with known actionability; this
finding is, however, consistent with the expressed preferences of research participants
surveyed and with other published work on IRB chairs’ views of sharing.13

Of note, our survey respondents were much less apt to extend the same support for offering
these results to family members, even though they might be of potential benefit to these
persons. This opposition to sharing with next of kin included not contacting the family to
find the participant, and not sharing results with the family in the hope of getting the results
to the participant. This applied to a somewhat lesser extent when the participant was
deceased. This points to a limit of what the researcher can reasonably be expected to take on.
Some of these limits are identical to those applied in standard clinical practice, which
precludes sharing genetic information directly with family members, while some are more
specific to the research setting. These limits to sharing with kin include concern (legal and
moral) for privacy of the proband even after his or her death, logistical concerns — the not
trivial matter of identifying and locating relatives, concerns about duration of such an
obligation — should it exist, cost constraints in diverting resources from the research
enterprise, and the limits of obtaining adequate permission to offer genetic research
information to family members who were never part of the research in the first place.14 Our
respondents did indicate, both in the setting of the hypothetical scenario of a disease-specific
biobank and in the setting of a general biobank, that participants should be offered a menu of
options for return of results. When participants are offered a choice, most Chairs indicated
that these choices should be respected, even if the participant indicated they did not want a
potentially beneficial result to be shared with next of kin.1>

The Canadian results are similar to the views of U.S. IRBs leaders presented in this issue of
JLME by Beskow and O'Rourke.1 In general, these indicate that while some obligation to
offer results to participants appears to be agreed upon, Chairs recognize that there are, and
should be, limits to that obligation. This may reflect an internationally recognized normative
understanding that there are limits to the extent to which genetic research findings should be
shared with participants. . Although there has been debate, most clinical geneticists would
agree that they can encourage patients to share meaningful results with family members but
are themselves not obligated to do so (unless there is imminent danger, a high and debated
standard in genetics).1 This restriction is due in part to respecting patients’ privacy. Setting
forth an obligation to share results with research participants’ families that is not found in
the clinic setting would seem in most circumstances to be an unreasonable burden to
researchers, overstretch any putative duties and be at odds with the obligation to protect
participant's privacy.

Where U.S. and Canadian IRB/REBs leaders do slightly diverge is in their view of the
proper role of their review boards with regard to policies and procedures for offering results.
U.S. IRB Chairs were more likely to see their boards as the ultimate authority in defining the
process by which results should be offered to participants and family members, but to have a
more limited role with regard to scientific and medical questions (such as determining
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whether a genetic result meets the threshold established for disclosure). In contrast,
Canadian REB leaders more commonly saw their boards as less involved in process issues,
and having more authority with regard to medical and scientific questions. In part, this may
be due to the fact that Canadian national regulations already define the need for a process of
return. In Canada, the TCPS v2 specifically names in article 3.4 that “the researcher has an
obligation to disclose to the participant any material findings discovered in the course of
research,” and later, in the chapter specific to Human Genetic Research, requires the
researcher to develop a plan for managing genetic discovery.1® The U.S. Common Rule does
not address this issue, although some national funding agencies do.1®

We also examined Chairs’ attitudes to the role of the IRB or REB defining itself as the
ultimate authority in determining the criteria by which genetic results should be offered to
participants (e.g. actionability), the circumstances under which they should be offered to
family, and what results ultimately meet the criteria. Canadian REB respondents were
somewhat more likely than their U.S. counterparts to see themselves as ultimate decision
makers in areas of medicine and science; roughly half of Canadian respondents reflected this
stance compared to a third of U.S. IRB respondents. This is despite the fact that the majority
of Chairs had a science background. Given the highly specialized nature of interpreting
genetic information, the rapidly expanding use of high-throughput genomics technologies
that reveal variants of unknown significance, and the sheer volume of data generated, it
makes sense that REBs contribute to the framework of determining what ought to be shared.
However, they cannot be expected to maintain the technical expertise to assess the merits of
sharing individual genetic variants.2? A variety of mechanisms could be considered
including standing or ad hoc committees specific to the institution from which the REB
could draw advice, or a national body perhaps affiliated with either the CIHR Institute of
Genetics or Canadian College of Medical Geneticists.

There are some significant limits to our findings. We surveyed all REBs associated with
medical schools in Canadian universities, but this starting sample size was small and less
than half of those invited responded. Although the response rate is in line with that expected
from similar surveys, these results should be considered as more hypothesis generating for
future research than definitive. It is possible that some of the boards predominantly reviewed
social sciences rather than biomedical research, or reviewed genetic studies less frequently
—which could have contributed to a lower response rate. We asked the opinions of
individual REB chairs but do not know if their opinions are reflective of current practice.
This study was conducted in the fall of 2013. Since that time, the literature has continued to
evolve, including in response to the American College of Medical Genetics (ACMG)
guidelines for clinical testing and disclosure of genetic results.2! In this fast paced
environment, it is possible that attitudes may have shifted; this would need to be tested by
repeating the survey at one or more points in the future. However, it is worth noting that
although the ACMG recommendations stimulated strident debate, these ethical challenges
have been the subject of intense conversation for many years.

J Law Med Ethics. Author manuscript; available in PMC 2016 October 01.



1duosnuen Joyiny 1duosnuey Joyiny 1duosnuen Joyiny

1duosnuep Joyiny

Fernandez et al.

Page 8

Conclusions

Canadian REB Chairs share many of the same attitudes about the offer of genetic research
results to participants and their families as their IRB counterparts in the United States. They
endorsed offering to participants the results depicted in our hypothetical scenario, which are
described as clinically valid and potentially clinically relevant, but with no proven
actionability. Both groups were less likely to endorse researchers sharing such genetic
information directly with family members. Further assessing the nuances of IRB and REB
opinions with regard to genetic research results with other scenarios reflecting situations
with varying combinations of validity and utility is an important area for future research.

At least half of Canadian ethics board respondents to our survey do not feel that REBs
should be the final arbiters of what results should be shared. Frameworks to do this are in
development and should be further supported. Many questions remain about practical and
cost aspects of offering and returning genomic results. The Canadian Panel on Research
Ethics recently convened a committee to examine modifying the guidance in the Tri-Council
Policy v2, and to explicitly examine the implementation of existing recommendations to
offer results of research with material findings. This should assist researchers in developing
a uniform approach to the challenging questions that arise and add clarity to the role of the
REB in oversight.
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Table 1

Page 12

Research Ethics Board chair opinions about whether participants should be offered choices in the return of

genetic results (n=22)

A. Consent form choices about receiving their own individual genetic research results

No; they should simply be informed about what kind, if any, will be offered 0 (0%)

Yes; they should be informed about what kind could be offered and asked to indicate their choice (yes/no) about whether they want | 4 (18)%

to receive them

Yes; they should be informed about what kind could be offered and provided a menu of options to choose the types information 14 (64)%

they do and do not want to receive

Unsure 1(5)%

Missing 3 (14%)
B. Consent form choices about offering participants’ results to family members

No; family members should not be offered a participant's results 8 (36%)

No; participants should simply be informed that their results may be offered to family members 0 (0%)

Yes; participants should be informed that their results may be offered to family members and asked to indicate their choice(s) 10 (45%)

about this option

Unsure 1 (5%)

Missing 3 (14%)
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Table 2

Page 13

Factors indicated by REB Chair as to whether individual genetic research results should be offered to the

family members of a deceased participant in a general biobank.

certified or equivalent lab

Notatall Somewhat important | Very important
important

a. Statements in the consent form regarding whether or not individual 0 0 10 (100%)

genetic research results might be disclosed to family members

b. The level of clinical validity of the results 0 2 (20%) 8 (80%)

c. The level of clinical utility of the results 0 2 (20%) 8 (80%)

d. The reproductive implications associated with the results 0 5 (50%) 5 (50%)

e. The seriousness of the condition associated the results 0 3 (30%) 7 (70%)

f. Whether or not the results were generated (or confirmed) in a CLIA- 1 (10%) 5 (50%) 4 (40%)
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Table 3

Page 14

REB Chair attitudes to the REB role in developing various policies for the return of genomic results.

Define the general Define the Define acceptable | Define the research
characteristics of circumstances under processes for participant's role in
individual genetic which family identifying and the process of offering
results that should be members should be contacting family | genetic results to
offered offered members family members

The REB should not be involved in 1 (5%) 0 1 (5%) 0

the development of these policies

The REB should provide input, but 6 (27%) 9 (41%) 9 (41%) 9 (41%)

not have ultimate authority to

determine these policies

The REB should have ultimate 9 (41%) 8 (36%) 7 (32%) 8 (36%)

authority to determine these policies

Institutional policies/guidelines 1 (5%) 0 0 0

should not be developed; decisions

on a case-by-case basis

Unsure 0 0 0 0

Missing 5 (23%) 5 (23%) 5 (23%) 5 (23%)

J Law Med Ethics. Author manuscript; available in PMC 2016 October 01.



	Précis
	Introduction
	Methods
	A. Participants
	B. Survey method
	C. Survey instrument
	D. Analysis

	Results
	A. Respondents
	B. Hypothetical scenario exploration
	C. Role of the Research Ethics Board in developing policies and considering return of specific results
	D. Role of the Research Ethics Board in oversight of offering individual genetic results to research participants

	Discussion
	Conclusions
	References
	Table 1
	Table 2
	Table 3

