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Interrelated but distinct

• What is to be returned?
• The minimal ethically required?
• Nearly all possible information?
• Health related findings only? PGx?
• Ancestry? Recreational findings?

• What is disclosed about what is returned ? 
• What is to be disclosed about what research is to be conducted

• Broad consent covering future uses
• Tiered consent distinguishing different disease states
• Specific consent for uses of data
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Consensus Statement

• Floor— “At a minimum… researchers should offer individual genomic 
research results that are valid, medically important, and actionable if 
discovered purposefully or by chance during the course of data 
analysis.”

• The ceiling-– “Researchers might be ethically and scientifically justified 
in returning all genomic information… in some format…”

• In between---might also be justified in offering something in between 
“all actionable results identified during research” and “all genomic 
information”



“We found overwhelming evidence of high interest in return of IRR from potential and actual genomic 
research participants. There is also a general willingness to provide such results by researchers and 
health professionals, although they tend to adopt a more cautious stance. While all results are desired 
to some degree, those that have the potential to change clinical management are generally prioritized
by all stakeholders. Professional stakeholders appear more willing to return results that are reliable and 
clinically relevant than those that are less reliable and lack clinical relevance. The lack of evidence for 
significant enduring psychological harm and the clear benefits to some research participants suggest 
that researchers should be returning actionable IRRs to participants.”



Consent options
• Specific consent often not an option for scientifically useful research repository of a 

general nature 
• Broad consent— “In general, broad consent is preferable whenever possible to 

facilitate future research and increase the scientific value of the data.” (HHS 
Guidance 2019)

• Tiered consent –divide by test and disease characteristics
• Could also create tiers of return of results





• Tiered vs Broad Consent (plus element of open data 
sharing) had no impact likelihood to participate 





Recommendation 6: Include Plans for the Return of Individual Research
Results in Research Protocols.

For all studies using human biospecimens, investigators should routinely
address their plans regarding the return of individual research results in their funding 
application or research protocol. The investigator’s plan should describe

A. whether individual research results will be offered to participants and, if so, when and how. 
The plan should also provide the rationale for these decisions, including how participant 
needs, preferences,
and values were considered;
B. how the consent process will reflect transparency and effective communication with 
participants regarding whether and, if so, how individual results will be offered;
C. how investigators and their institutions will respond if participants request their results, 
including how information in the designated record set will be released to participants when 
they have a right to
access their individual research results under HIPAA; and
D. the budget and resources for the return of individual research results, when appropriate.



Recommendation 9: Ensure Transparency Regarding Return of Individual
Research Results in the Consent Process.

In the consent process, investigators should communicate in clear language
to research participants
A. which individual research results participants can access, if requested,
including any results participants have a legal right to access under HIPAA, and how to request these 
results; and
B. which individual research results, if any, will be offered to participants and why, and the participant’s 
option to decline to receive their research results.
C. If results are going to be offered the following elements should also
be communicated during the consent process:
1. the risks and benefits associated with receiving individual research results;
2. conditions under which researchers will alert participants of urgent results
3. at what time and through what process results will be communicated to participants;
4. whether the results will be placed in the participant’s medical record and whether the results will be 
communicated to the participant’s clinician; and
5. when relevant to the research protocol, the participant’s option to have results shared with family 
members in the event the participant becomes incapacitated or deceased





Numerous national laws [24;28] and policies
[30;32;39;40;41] therefore recommend or require participants
be informed of the return policy during the consent
process before consenting. Denmark’s genomic research
guidelines require pre-test counselling for the study of
highly penetrant genes, and recommend consent include an
estimate of the frequency of incidental findings [33]. 

Other norms extend beyond providing information, and encourage or require 
researchers to offer
participants a choice about receiving results (e.g., an opt-in
or opt-out) [4;10;29;31;37;38;42–45]. The CIOMS/WHO
guidelines go further and recommend offering participant
tiered choices [8]. Australia’s health research guidelines
even expect participants to have opportunities to update
their preferences about the return of results







“Within the context of biobanking consent, we
previously convened a multidisciplinary panel to 
reach consensus about what information must be 
understood for a prospective participant’s consent 
to be considered valid. Subsequently, we presented 
them with data from another study showing that 
many U.S. adults would fail to comprehend the 
information the panel had deemed essential. When 
asked to evaluate the importance of the 
information again, panelists’ opinions shifted 
dramatically in the direction of requiring that less 
information be understood. Follow-up interviews 
indicated significant uncertainty about defining a 
threshold of understanding and what should 
happen when prospective participants are unable 
to grasp key information.”



All of Us Research Program—a success story 
and a precautionary tale 
• Program had problem of building an airplane while it is in the air
• IRB had the problem of reviewing a program where that would be the case

• In ideal world, full GRoR plan would have been part of initial protocol, consent information and 
forms would have included those plans from the beginning, prior to recruitment

• In practice, not what happened
• Earliest participants who signed up had no mention of genetic or genomic testing
• Some information given about plan to do testing to a small second cohort—was it sufficient 

to begin sequencing prior to GRoR plan?
• Both required reconsenting
• Developed outstanding modular approach to consent and plan about what to return --several 

years into the program



Controversial issue

• Do you need to include plan and info on GRoR at time of initial 
consent or only prior to actual return? Can you have a basic consent, 
allow sequencing, and then further consent when research results are 
ready to be returned? If so, how much information needs to be 
included in basic consent?

• IRB wanted detailed GRoR plan (even if prior to FDA approval and 
would require some changes)



Consent Materials

• Primary Consent
• GRoR Consent
• Specific Informing loops (informed consent modules) for different 

types of genetic information (health related and PGx sequencing 
results; ancestry genetic testing;  recreational genetic results from 
genotyping). 



Revised Primary Consent
• We will study your samples, including your DNA. We may measure things that naturally occur in our 

bodies, like cholesterol. We may look for signs of outside factors that affect health. For example, we 
may look for environmental toxins, medicines, or drugs. 

• We will also study your DNA. DNA is in your blood and other samples.
• All human beings share more than 99% of their DNA with each other. The tiny bit that is different is 

part of what makes each of us unique. Things like our hair color and eye color depend on the bits of 
DNA that are different between human beings. We call these our DNA changes. These DNA changes 
can also tell you about your health and how your body works. They can tell you about where your 
ancestors may be from. We are still learning about what role DNA plays in many parts of our lives. 

• DNA is passed from parents to kids. Half of your DNA came from your mom and half came from your 
dad. If you have kids, each of them will get half your DNA. In this way, your DNA also tells you about 
your family.

• We will use many methods to study your samples. For example, we might study your DNA using 
whole genome sequencing. Whole genome sequencing is a way of studying nearly all of a person’s 
DNA. Every person’s whole genome sequence is different. It is unique to them, like a fingerprint. 

• Because All of Us will last for ten or more years, some of the methods we will use may not even be 
invented yet.



• We will create a scientific database. The scientific database will have individual-level data and 
samples. This includes your DNA data. Access to this database will be controlled. Researchers 
will have to be approved by All of Us to use this database. They will have to have special training 
before they can be approved. Their research may be on nearly any topic. They may look for 
patterns in DNA. This may help them discover different ways that DNA affects people. These 
researchers may be from anywhere in the world. They may work for commercial companies, like 
drug companies. They may be citizen or community scientists. Citizen and community scientists 
are people who do science in their spare time. 

• Researchers can also ask to study your samples or DNA directly. We may send them a small 
amount of your samples or DNA so that they can do this. Before we send researchers your 
samples or DNA, they will have to take special training and sign a contract stating that they will 
not try to find out who you are. They will have to tell us what they want to study. All of Us will 
have to approve it. 

• Researchers will use many methods to study your samples and DNA. Because All of Us will last 
for ten or more years, some of the methods may not even be invented yet. The data 
researchers get from studying your samples and DNA may be added to the All of Us scientific 
database. 



What are the risks of letting you use my DNA 
for research?

Your DNA is a type of private information. It is unique to you.

If there is a data breach, someone could see or use your DNA 
information without permission. There is a very small chance they 
could figure out who you are. They could try to use information 
about your DNA against you. It could impact your employment, 
insurance, or family relationships.

There are federal laws that can help protect your privacy. Some of 
these laws say that employers can’t treat people differently 
because of their DNA. These laws do not apply to employers with 
fewer than 15 employees. These laws also say that health insurers 
can’t use DNA information to change your coverage, drop you, or 
charge you more. 



Are there any benefits? 
All of Us is not medical treatment. It is a research program. 
You will not get direct medical benefits from taking part in 
All of Us. 

That said, you may indirectly benefit from taking part in All 
of Us. For example, we will provide ways for you to get 
access to all the data you share with us and some of the 
results about you. This information may be interesting to 
you. You may learn about your health. You may learn about 
your DNA changes. You will be able to share your All of Us
information with your healthcare provider if you choose. 
You will have the option to learn about additional study 
opportunities. Finally, you will be helping researchers make 
discoveries that may help future generations. 



Will I find out the results of the research? 
Sometimes, we will ask you if you want us to check your 
data or samples for results that you might find interesting. 
For example, we may ask you to fill out another form 
where you can choose if you want us to check your DNA 
for certain kinds of DNA changes and return your results to 
you. This form is called the Consent to Receive DNA 
Results. It will tell you about the risks and benefits of 
having us check your DNA and about learning your results. 
We will not check for these kinds of DNA changes until you 
make a decision.

Some of the results we give you may tell you about your 
health and others may not.



GRoR 
Consent



What are “DNA changes”?
All human beings share more than 99% of their DNA with each other. The tiny bit that is different is part 
of what makes each of us unique. Things like our hair color and eye color depend on the bits of our 
DNA that are different between human beings. We call these our DNA changes. We know what some 
DNA changes mean, but we still have a lot to learn. For example, we are still learning what role DNA 
plays in most health conditions. In fact, that’s one of the reasons we are doing the All of Us Research 
Program. But for a small number of things we already know a lot about the role DNA plays.

We know that certain changes in our DNA can affect our health. For example:
● Certain DNA changes can increase our risk for a few specific health conditions. This could include

some cancers and types of heart disease.
● Certain changes in our DNA can increase the risk of passing specific health conditions onto our 

children, even if we don’t have those conditions. 
● Certain changes in our DNA can impact how a few specific medicines work. 

We also know that other changes in our DNA can tell us about things like:
● Where our ancestors may be from.
● How our bodies work.

The more we study our DNA, the more we will learn what DNA changes mean about us. 



GRoR consent sections

• How will you check my DNA?
• How long will it take to get results?
• What exactly will you check for?
• What will you tell me?
• Do I need to pay to get my DNA results?
• How could learning my DNA results help me?
• What are the risks of learning my DNA results?
• What are the risks of sharing my DNA results?



GRoR consent sections

• What are the limits of All of Us DNA results?
• Are there ways that DNA results cannot be used?
• Will you ever give out my DNA results?
• Do I have to learn my DNA results?
• When will my consent expire?
• Who can answer my questions?



Would you like to learn any of your DNA results?
▢ No, I do not want to learn about any DNA results. 
● I know I can change my mind later. 
● I know this means that researchers can still use my DNA to make 

discoveries unless I withdraw (quit).

▢ I’m not sure right now. 
● I know that until I decide, I will not learn about any of my DNA results.
● I know I can change my mind later.
● I know this means that researchers can still use my DNA to make 

discoveries unless I withdraw (quit).

▢ Yes, I want to learn some or all of my DNA results. 
● I know All of Us will ask me later what specific types of DNA results I 

want. I get to choose.
● I know this means All of Us will tell me the kinds of results I choose to 

learn. 
● I know this means I have to keep my contact information in All of Us up-

to-date so that you can give me my results.
● I know this means that researchers can still use my DNA to make 

discoveries unless I withdraw (quit).



Informing loops with more details 

• Ancestry testing
• Recreational genetic tests
• Health related results of sequencing (ACMG pathogenic variants)
• PGx 



Take home lessons

• Better to have plan in place and consents in place at time of protocol review
• Staged and tiered consent (with some broad consent elements) can work

• Primary consent that includes basic info
• Return of results specific consent that covers broad range of results to be 

returned
• Specific informed consent modules for different types of results to be 

returned (informing loops in AoURP parlance)
• Skepticism about understanding even with outstanding approach to disclosure
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