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Purpose

Staff seeks Council clearance for two initiatives (an R01 RFA and an R21 RFA) to support studies of the ethical, legal, and social issues involved in returning individual research results to participants and families in genetics and genomics research studies.

Background

A complicated problem that currently vexes researchers and institutional review boards (IRBs) is deciding what, if anything, to communicate to individual research participants about discoveries made in the course of genetics and genomics research studies (beyond the communication of general research findings that are not specific to any participant’s individual risk status).  The discovery may relate directly to the disorder under study (e.g., in a genome-wide association study of Type 2 diabetes, the discovery that a research participant carries a variant associated with diabetes).  Alternatively, the discovery may be unanticipated and incidental--unrelated to the disorder that is the direct focus of the study (e.g., in a study of Type 2 diabetes, the discovery of a BRCA or ApoE mutation in a particular research participant, or in a cancer genetics study, the discovery of a sex chromosome abnormality).  In either situation, the meaning of the information may be unknown or indeterminate, or it may change over time.

Determining whether and how to return such findings to research participants (and/or to their families) can present genetics and genomics researchers and their IRBs with an ethical quandary.  On the one hand, a researcher or IRB may believe that there is an ethical obligation (or potentially even a legal obligation) to make the information known—especially if it has potential clinical significance and interventions are available to either prevent or reduce the risk of the disorder.  The reasoning is that it would be unduly paternalistic--and thus ethically problematic--to withhold such information from the very person who stands to benefit most directly from having it.  This concern is only exacerbated as research information increasingly becomes “open source.”  

On the other hand, a researcher or IRB may consider that, at least in some cases, it would be unethical to share such information—especially if the research participant was told he or she would not be re-contacted, if the information relates to a disorder for which there is no known intervention, or if the precise clinical significance of the information is unclear. Yet, information that has no direct clinical benefit currently may later have such benefit, as more is learned about the genetic basis of the disorder.  

These same dilemmas—exacerbated by practical and governance issues--confront institutions that manage biobanks of archived genomic samples or data.  For example, a commitment by a biobank to return individual information to research participants requires that their research laboratory become certified by CLIA (the Clinical Laboratory Improvement Amendments) or that it become associated with a CLIA-certified lab.  Further it requires maintaining contact--perhaps for many years--with the research participants who have provided the banked samples or data.  This can raise logistical challenges—such as where the samples or data have been de-identified and a researcher has misplaced a key code or left the institution.  Honoring a commitment to return individual research results over a long term can also requires also significant resources from the research funding agency (while the research is ongoing) and from the researcher’s institution (after the funding ends).  For example, infrastructure may have to be developed to communicate with participants and multiple secondary researchers, and staff may have to be hired for genetic counseling and follow-up.  This, in turn, may require the diversion of funds away from the research enterprise itself—a circumstance that further complicates the ethical analysis.  

If a researcher decides to return individual research results (or if an IRB requires the return of such information), a decision must also be made about to whom, how and when to return the information, so that it will be communicated in a sensitive and accurate manner that enhances the possibility of clinical intervention and follow-up.  Currently, no formal guidance exists in this area, leaving genetics and genomics researchers and their IRBs with little to on which to base their decision-making other than individual preferences and intuitions.  

So far, most studies that have investigated the attitudes of research participants regarding the return of individual results in genetics and genomics research have shown an overwhelming preference for learning such information—at least when the topic is considered superficially or in the abstract.  However, responses become more equivocal when people are asked to consider the uncertainties and nuances that can be raised by incidental, unanticipated findings, findings with unknown or uncertain significance, or findings for which the significance may change over time.  In addition, it is well known from other contexts that people’s statements about what they would theoretically want are often quite different from what they actually want, when confronted with a “real life” situation.  For this reason, research is urgently needed that rigorously and systematically investigates what information research participants want; how they understand or utilize the information when they receive it; and what impact the information has on their lives.  All of these questions bear examination from the standpoint of both individual research participants and their family members.  
In addition to the need for social and behavioral research of this type, there is a need for legal research analyzing such topics as: the legal obligations relating to disclosure or non-disclosure (including the parameters of the “duty to warn” on the part of primary investigators, secondary investigators, institutions that manage archives or biobanks, and the associated IRBs); the implications of CLIA for the development of policies regarding the disclosure of all types of individual genetics and genomics research results; the legal ramifications of current informed consent practices and current practices relating to the stripping of identifiers from samples and data for a range of approaches to this issue; and (correspondingly) the legal ramifications of various approaches to this issue for informed consent and de-identification.  

Finally, there is a need for normative research to examine such issues as the nature and extent of the potentially competing ethical obligations the regarding return of individual results that may be owed to research participants and their family members.  Are there any ethical arguments that support the withholding of results relating to disorders for which interventions are available?  Does the weight of those arguments vary if the findings are unexpected or unrelated to the research itself?  Are there times when unanticipated, incidental findings should be withheld from participants, such as when the finding relates to misattributed parentage or to a disorder for which no intervention exists?  What are the ethical obligations owed to participants and their families in cases where the meaning of the results is indeterminate or many change over time?

Research Scope and Objectives

Together, the two proposed RFAs will solicit applications for social and behavioral, legal, and normative research studies that address the topic of returning a range of genetics or genomics research results.  The R21 initiative will be targeted toward investigators (including single investigators) who are proposing smaller-scale, highly-focused legal or normative analyses or small, exploratory social and behavioral research projects.  The R01 initiative will be aimed at the generation of empirical data to increase understanding whether participants in genetics and genomics studies are interested in receiving individual research results; how they understand various types of information; what impact the information has on them; and how they incorporate the information into their lives.  The R01 initiative will targeted primarily toward investigators proposing social or behavioral research studies in which there is likely to be direct interaction with participants in current, ongoing genetics or genomics studies; Priority will be given to R01 applicants proposing to collaborate with genomics researchers who are conducting or plan to conduct studies that are likely to generate actual research results.  R01 applicants may include legal or normative research components in their proposed studies, but they are not required to do so. 

A consortium of researchers will be organized, which will include the principal investigators and key personnel of all projects funded as a result of these RFAs, as well as other investigators who are working on related issues.  This consortium will meet at least one time per year, and by conference call on an ongoing basis, to identify and address common issues, explore opportunities for synergy among studies, and identify areas of possible consensus.    

It is expected that the studies funded through these RFAs, as a group, will significantly expand the evidence base upon which rational policy recommendations in this area can be developed.  Investigators will be encouraged to include the development of policy options as a specific aim of their proposed studies.  

Mechanisms of Support

These initiatives will use the R01 and R21 award mechanisms. 

Funds Available

NHGRI will commit a total of approximately $1 million per year for up to three years for the R01 initiative, and $500,000 per year for up to two years for the R21 initiative.  Additional funds for both initiatives will be sought from other NIH Institutes.  It is anticipated that about three R01 awards and three R21 awards will be funded (or more, if funding from other Institutes is obtained).  
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