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Return of research results from
genomic biobanks: a call for data

To the Editor: We welcome the letters from Susan Wolf*
(“Return of Results in Genomic Biobank Research: Ethics
Matters”) and Les Biesecker,” (“Secondary Variants and
Human Subjects Research”) that comment on our recent
paper, “Return of Research Results From Genomic Biobanks:
Cost Matters,” and provide the opportunity to continue the
dialogue on this important and complex topic. We agree that
ethical responsibilities to research participants cannot be
ignored. However, consideration of these ethical responsi-
bilities must include not only arguments favoring return of
research results, but also the potential risks to individuals,
and the burdens and costs to individuals, the research enter-
prise, and society as a whole.

In Susan Wolf’s letter to the editor,’ she points out that the
discussion section of their article* addresses cost as a criti-
cal issue and maintains that sufficient flexibility for biobanks
is provided. Indeed, the article notes the crucial role that
research and biobank funders and regulators would have to
assume in order to sustain adequate support for the respon-
sible management of incidental findings and research results.
The suggestion is made that by using strict criteria for decid-
ing which results to return, biobanks would be able to limit
costs. In addition, financial responsibility would not have to
rest completely on the bank; investigators could bear some
of this responsibility. Although we agree that the discussion
section of the article does address costs and provides some
flexibility for biobanks, these considerations are not ade-
quately reflected in the recommendations. We are concerned
that policy and law makers may reasonably conclude from
the way the recommendations of the paper by Wolf et al.* are
written that biobanks should be principally responsible for
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the evaluation of findings and ensuring return of research
results from any biobank in which it is possible to reidentify
participants. We contend that regardless of who assumes the
responsibility, these costs are likely to be substantial in many
cases. Although developing strict criteria for the return of
research results from some biobanks would directly affect the
cost, it is unclear how much savings it would provide given
the expense of setting up an extensive infrastructure for eval-
uating and ensuring appropriate return of findings. Given the
current funding constraints on the whole research enterprise,
there is a real ethical tension between being able to afford to
do the kind of research that leads to tangible benefits for a
large number of people versus the need to manage and deliv-
er validated individual research results in a meaningful and
ethically appropriate way. We believe that the debate around
personal versus community benefit based on real economic
evaluation and practicability must also be included in any
analysis of the ethical issues of return of research results.

Dr Biesecker’s letter to the editor” raises several issues that
merit further discussion. He states that in our recent com-
mentary, we appear to discourage any return of results in
research involving biobanks except when the biobank main-
tains the kind of direct involvement with participants as seen
in ClinSeq. We, however, do not make this assertion; rather,
our reason for mentioning ClinSeq was to use it as an example
of a bank that generates primary research results and in which
there is direct interaction with participants. These charac-
teristics provide a stark comparison to the dbGaP model, in
which the biobank has no relationship with the participant
and in which data are shared with many investigators for
secondary research projects. Our goal was to simply empha-
size how different models present very different challenges in
the discussion of return of results.

Dr Biesecker’s letter addresses the importance of participant
engagement in any discussion of return of research results. He
raises the question of whether the field would benefit more from
a larger number of less expensive, narrowly defined biobank
studies with no participant engagement or a smaller number
of more expensive studies with high degrees of ongoing partici-
pant engagement, iterative phenotyping, and return of results.
We agree that it is important to engage research participants in
biobanking research through direct interaction whenever it is
possible to do so. However, we do not agree that it is ethically
required, nor do we think that all biobanking research must
be performed using participant engagement models similar to
ClinSeq. Biobanks that are established from existing specimens
(e.g., pathology archives or specimens from previously collected
projects) are also needed, even if it is not possible to reidentify
participants/contributors or to provide them with individual
research results. Many of these existing collections may be
uniquely valuable because of extensive amounts of clinical
follow-up data or due to changes in standards of care (e.g.,
untreated, node-negative breast cancer cases), and they could
not be established prospectively today. Furthermore, it is argu-
able whether participants/contributors must derive personal
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benefit from return of research results to be engaged in the
research; there are many other ways of engaging participant/
contributors in biobanking research.

In summary, biobanking must be conducted in an ethically
responsible way. However, continued discussion is needed
regarding the ethical obligations and practical implementa-
tion issues for returning research results from biobanks. Good
data are needed on the actual benefits, risks, and burdens of the
return of individual findings from research. This is an evolving
issue that must be informed not only by advances in the science
but also by experience addressing the challenges of incorporat-
ing genomic information into the clinic. Recent discussions on
this topic raise questions about our ability to manage the return
of genomic findings even in the clinic.’ Care must be taken so
that the return of individual findings generated in research does
not get ahead of what is acceptable for return in clinical care.
Additional data in these areas will help inform the development
of guidance and approaches to this topic that will respect par-
ticipants/contributors, while advancing important and ethically
responsible research. In the meantime, we refer those interested
to the forthcoming Australian guidelines,® which take a differ-
ent approach to this problem and which we believe may provide
a clear way forward for the foreseeable future.
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