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Return of Research Results:
What About the Family?

Susan M. Wolf

hen work began on return of results in

s ; s ; genomic research about a decade ago, few

thought about the family. The question

of whether researchers owed participants a duty to

offer back individual results and incidental findings

of potential health importance was vexing enough.

At that point researchers customarily refrained from

offering results to participants. If consent forms said

anything at all about return of results, it was often to
clarify that no results would be offered back.!

In 2005, the University of Minnesota’s Consor-
tium on Law and Values began a project funded by
the National Human Genome Research Institute
(NHGRI) at the National Institutes of Health (NIH)
to examine the question of how incidental findings
should be managed in genetic and genomic research.?
By this point, imaging researchers had recognized
and documented the inevitability of incidental find-
ings, including in neuroimaging research using MRI
to image the brain. In imaging research, the “uniden-
tified bright object” that could signal a mass or the
obvious arterial malformation was hard to ignore in
reading the scans. The imaging research community
was hard at work developing classification schemes
for incidental findings and protocols for ascertaining
which findings required clinical attention, and decid-
ing how to communicate these findings to research
participants and their physicians. The genetics and
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genomics research community lagged behind. Our
project took the progress made in the imaging con-
text as a starting point for developing consensus rec-
ommendations cutting across imaging, genetic, and
genomic research.?

Others soon took up this difficult problem as well.*
What made this problem difficult was that it erupted in
the research sphere, where investigators were commit-
ted to seeking generalizable knowledge. Yet incidental
findings discovered in the course of research were trou-
bling because of their potential implications in the clini-
cal sphere, where clinicians were committed to advanc-
ing the well-being of individual patients.® Researchers
wondered whether they had responsibilities to recog-
nize and even hunt for these incidental findings, and
then responsibilities to alert the research participant to
permit clinical evaluation. After all, they were research-
ers not clinicians, operating with limited research bud-
gets to seek group results for population benefit. And
if they had responsibilities to recognize, analyze, and
offer back incidental findings of potential clinical con-
cern, they probably also had duties to evaluate and offer
back individual results on variables under study when
those research results signalled clinical concerns.

Analyzing return of results and incidental findings
has proven enormously challenging, requiring empiri-
cal research, new philosophical analysis, legal scru-
tiny, attitudinal research, and innovation in research
design and clinical practice. Over time, the debate has
broadened to include the question of whether genomic
biobanks and other large collections of data and speci-
mens to fuel research across the globe have responsi-
bilities as well to address the potential for findings of
health importance to the source individual. Thanks to
NHGRI funding for a follow-up project,’ the Consor-
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tium on Law and Values tackled this biobank question,
publishing consensus recommendations in 2012.7

At this point in the debate, there is a robust, interna-
tional literature on return of genomic results and inci-
dental findings. Yet that literature gives short shrift to
the next big question — what about the family?® After all,
when researchers discover that an individual participant
has a genetic variant associated with increased risk of
breast and ovarian cancer or colorectal cancer, the find-

tiple disciplines in the United States and Canada. Over
the course of three years, the Working Group analyzed
the issues to develop consensus recommendations on
how to approach return of results and incidental find-
ings to relatives, including after the participant’s death.
The issues were complex, requiring consideration of
the science, clinical care, laboratory practice, ethics,
and law. The group considered the literature and data,
working through multiple drafts. We also met with the

This collection of articles will not end the debate. Instead, it will deeply
inform policy development and genomic sequencing practice, inspire new
analyses, and catalyze the next phase of research on return of results.
When focused work on return of results to research participants began a
decade ago, the family issues were lurking. Now they are in full view. As
genomic research progresses and translation into clinical genomics advances,
the challenge of doing right by participants and their relatives looms large.

ing may have health implications for genetic relatives, as
well as for the participant. Indeed, investigators studying
the genomics of any life-threatening condition may dis-
cover risk variants of health significance after the death
of the research participant. And biobanks archiving
data and specimens long into the future may discover a
variant of high health importance after the death of the
source individual and face the question of whether to
try to contact relatives. These scenarios raise challeng-
ing questions: Do investigators have duties to alert fam-
ily members? What if relatives approach the research-
ers asking for this information? How should researchers
reconcile family need with privacy protections for par-
ticipants’ health information (which under HIPAA con-
tinue for 50 years after the individual’s death)?

In 2011, investigators at Mayo Clinic’'s NCI-supported
pancreatic cancer biobank began collaborating with
partners at the University of California, San Francisco
(UCSF) and the University of Minnesota’s Consortium
on Law and Values to tackle the question of return of
results and incidental findings to relatives, including
after the death of the research participant. This project
was stimulated by actual research findings in deceased
biobank participants with potential implications for
their family members. The project combined quantita-
tive and qualitative research based at Mayo and UCSF
with systematic evaluation of the ethical, legal, and
social issues (the ELSI questions) in a Working Group
process based at the University of Minnesota. That
Working Group was comprised of experts from mul-
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Mayo Clinic pancreatic cancer biobank’s patient and
family representative group (RAPPORT, an acronym
for “Representing Advocacy for Pancreas Patients with
Outreach and Research Teams”). In addition, we co-
organized an international workshop at the Brocher
Foundation in Switzerland to compare ethical and legal
approaches to return of results to families. We conferred
with colleagues in the Clinical Sequencing Exploratory
Research (CSER) Consortium formed by NHGRI and
NCIT to link funded investigators and speed progress.?
And finally, we presented our draft recommendations
at a national conference at the University of Minnesota
in November of 2014 to elicit feedback and critique.
This symposium issue presents 14 articles result-
ing from this process. The centerpiece is the Working
Group’s consensus paper offering analysis and rec-
ommendations.’”® Additional articles feature ground-
breaking empirical studies, pioneering analysis of
where return of results fits in the ethics of translational
genomics, incisive investigation of the role of IRBs and
of biobanks, multiple articles on return of results from
genomic research in children and adolescents, much-
needed exploration of return of results to diverse par-
ticipants and families, and comparison between emerg-
ing U.S. approaches and approaches in other countries.
This collection of articles will not end the debate. Instead,
it will deeply inform policy development and genomic
sequencing practice, inspire new analyses, and catalyze the
next phase of research on return of results. When focused
work on return of results to research participants began a
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decade ago, the family issues were lurking. Now they are in
full view. As genomic research progresses and translation
into clinical genomics advances, the challenge of doing
right by participants and their relatives looms large.
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