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DR. GUTMANN: Okay. We are going to jump right into our first session.

So, yesterday we began with some of our recommendations and had a
very, | thought, productive discussion of them. Today we are going to continue with them.

They clump into twobig categories. One is consent to hold genome
sequencing and to the possible findings and how they will be treated, and the other is
oversight of them.

So, | am going to do, as | did yesterday, read draft recommendations and
then ask Commission membensd anyone in the audience who would like to comment on
them. We are less worried about the precise wording at this point than the actual substance
of what we want to recommend.

So, we left off, we did four recommendations yesterday, and we are on
Recommendation 5. It in draft reads, "Researchers and clinicians should evaluate and adopt
robust and workable consent processes that allow research participants, patients, and others
to understand who has access to their genomic sequences and other dedagtratrated
in the course of research, treatment, and consimtieted sequencing.

"Consent processes should ascertain participant preferences at the time the
samples are obtained, so that participants might choose whether or not to participate or
whether feasible limits on the use of their samples and/or data can be agreed upon."

DR. SULMASY: Just particularly in light of yesterday's discussion,
although the first sentence is already a little long, and so the drafting might make it into two
sentaces, | think we need, as it stands now, to put something at the end that would say,

"and how these data might be used". Because we are referring in that sentence just to



access, but | think that it is important that somebody who is consenting knowddatzh
are going to be used. So, | think that is important to add.

DR. GUTMANN: | am going to move on to the next recommendation.

DR. HAUSER: Sorry. So, | would have one more suggestion, not for the
recommendation, but perhaps for the discussiohictw is that, especially in our
Recommendation 1 we focus on flexibility in terms of consent and options to submit data
based on consent to open access versus not open access.

And I think that we should make a point here, if the other Commissioners
agree that we should extend this flexibility very clearly to an option not to deposit data into
a public database with governmdmmded research when the purpose of the study and the
consent process does not make that feasible.

And | think the same recommagtion could help guide journal editors,
some of whom have policies that only open access sequenced data should be acceptable for
submission to their journals.

DR. GUTMANN: Yes. | mean, | think that is one important part of what
needs to be put in thext. Because this could be misconstrued, and it won't be as you see
the next recommendations, but it shouldn't be construed as to say that there needs to be a
long list of -- this is another point that | am making, but it is a compari@nlong list of
everything that could possibly be used, because that, basically, obviates our earlier
recommendation of how we are recommending that people be able to consent to, as long as
they know clearly what they are consenting to, to some broad uses.

And what youare suggesting is they should also be able to say what kind



of database that they are consenting to. Okay.

DR. KUCHERLAPATI: | mean, | just want to point out, make sure of the
intent of the Commission. As you know, at the present time in terms efigésting for
research purposes, there are extensive informed consent forms that have to be read and
understood and signed by the individual.

But sort of in the clinical testing, basically, if the physician deems it
necessary that a particular tesbgld be done, like any other blood test, they would order it.
There is not as extensive a process of consent, even though there is a simple process of
consent.

And | just want to make sure that the Commission is not recommending, or
whether it is or notecommending, that the kinds of extensive consent forms that would be
used research be used for clinical testing or not. | think it is not maybe clear in this
recommendation.

DR. GUTMANN: Well, the next recommendation, Recommendation 6, is
-- and we vill move on to that after Nita's comment hope really specifies what should be
on a consent form. There you are comment is very pertinent because we need to say there
what we intend between clinical and research.

Now just the philosophical point, wit is a practical point as well here,
there is a reason why consent in the clinical setting is made simpler than in the research
setting. That is, there is a direct benefit to the patient in that setting. And therefore, there is
less of a burden put ancidental things that are not harmful to the patient.

That said, | think your point is absolutely to the point of Recommendation



6. And so, we will get to that in a moment.

But, first Nita?

DR. FARAHANY: So, your response to Raju is helpful. Wéndeen
reading 5 and 6 together to try to understand really what the difference between 5 and 6 is.
So, | will hold my comment on 6 for a moment.

Five, | am trying to understand exactly what we are asking to be done by
this. So, this is one of thosenes where | am wondering if it is specific enough. To the
extent that the answer is, well, we are more specific in 6 as to what we want for consent
procedures, in 5 | am not sure what we are really asking to be accomplished by this.

And so, | would loe a little bit more understanding from others as to how
they see this both to be different and how they see it to be guiding.

DR. GUTMANN: So, | think the most helpful thing, because | have a
similar question and | think we can only answer it if we gda6, is to go on to 6 and see
whether these are genuinely two separate recommendations or one long and necessarily
detailed recommendation. So, let's go on to 6.

Six says, and you will see how much more specific it is than 5, "The Office
for Human Reearch Protections or another designated central organizing agency should
establish clear and consistent guidelines for informed consent forms for research funded by
Common Rule agencies, that involves whole genome sequencing." Now notice here, it is
resarch, not clinical practice.

"Informed consent forms should, one, briefly describe whole genome

sequencing and analysis; two, clearly state how the data will be used in the present study as



completely as possible. State how the data might be used fatdine and explain the
degree to which the individual will have control over future data use. Three, define benefits
and potential risks as clearly as possible and, four, state what data might be returned to the
individual."

DR. ARRAS: So, as we werbscussing at the end of yesterday's session,
we have heard over and over again that there is an impending merger between clinical
practice and research in this particular area, which does raise the question about whether the
standards for consent to clial care should begin to look more like the standards of
research if they are, indeed, going to merge in the way that it is anticipated.

So, | would like to hear a little more discussion about why that should not
happen. Because it seems to me thttafresults of these clinical examinations and tests
are going to be pooled into the research community's agenda, patients should be made aware
of that and made aware of the risks, and so on.

DR. GUTMANN: Christine?

DR. GRADY: 1 think, though, Johrhat there is a big difference between
making people aware that their samples might be used for research and in the context of
clinical care where they are giving them for a diagnostic purpose or some clinical purpose
and the extensive rules that governitate research.

So, | think | would not want to say that all the rules that govern the conduct
of human subjects research that are found in the federal regulations should govern clinical
care. That seems excessive to me.

But | do agree that people who are givitigeir specimens for whole



genome sequencing in the clinical setting should be made aware that these will be used for
research. And that is part of what Dan was saying before about the uses, the possible future
uses. Iteems to me both of those are doable without making them one and the same.

DR. GUTMANN: Dan?

DR. SULMASY: Yes, in light of that, that seems to me to be a reason to at
least put it as 5A and 5B, if not keep it as 5 and 6. Because 5 is very broaan,lim
covers norfederal research. It covers clinical care, as it is described, and we might flesh
out a little bit of what those implications might be in terms of making sure that, even in
clinical settings, it includes consent that is informed bykin@wvledge that these may be
used for other sorts of purposes.

Whereas, @ think is very specific to federal research and the Office for
Human Research Protections, et cetera. And so, even if we merge them into one, it should
be sort of 5A and 5B to doof keep that clear.

DR. GUTMANN: Then, the fortuitous consequence of that
recommendation, the recommendation to merge, is that the first part actually does speak to
clinical uses and says that they ought to ascertain a set of consent with regaent® ipa
clinical settings.

But, then, it goes on to be more specific in the research setting where there
Is no direct benefit to patients, the more specific. And I think | get the sense from this group
that we want to do both, but we don't want tadéadlinical settings with as extensive set of
requirements.

Anita?



DR. ALLEN: | want to speak to a different issue than the question of the

merger.
DR. GUTMANN: Sure.
DR. ALLEN: So, if others have comments about the merger question,
they shouldorobably go-

DR. GUTMANN: No, | think we-- okay.

DR. ALLEN: Okay. | just wanted to raise a question about consent
having to do with what we are implicitly accepting or recommending with respect to
consent and minors. The way federal privacyslgenerally treat minors is inconsistent. |
think that we shouldn't assume that there won't be questions about whether or not minors
have their own capacity to consent, right to consent, and at what age that consent kicks in.

What | have in mind ighat for example, under our education privacy
laws, until age 18, parents have the right to make decisions about the accessibility of
children's educational records, sensitive education records.

But under our internet children's privacy laws, the pareryshave a right
until age 13 to bar children from giving out information to website operators.

And then, under, of course, state mental health laws, it is often at age 14
that children have the right to make their own behavioral health decisions.

So, lam puzzling over whether there isyaargument at all that youth or
children should have the right,-eatensivewith their parents or instead of their parents, to
make certain decisions about the collection and sharing of whole genome sequencing data.

And it is just a question.



| am guessing that we were probably assuming that, of course, it is
healthcare; parents have a right to decide. But it is not clear to me, if we take privacy
seriously, that it isn't the case that at ageof. 14 or 18, or atosne pointthe child's own
consent or agst, or something like that, @ important part of the ethical framework.

So, | just wanted to throw that out and to see if anybody else was
concerned about that set of issues.

DR. GUTMANN: Does anyone want taddress that issue before we
move on to others? | have Raju and Nita on my list of hands that have been raised. But on
that particular issue?

Because | think it is fair to say that we are spending a lot of time, as a
Commission, thinking about childrewith regard to medical countermeasures, which we
will move to later, but we have not spent much time in this particular case.

DR. ALLEN: Concretely, I think, at a minimum, we should in our
discussion of the consent issue flag this question.

DR. GUTMANN: Right. Right.

DR. ALLEN: Yes.

DR. GUTMANN: No, I think you see a lot of nods on that.

Christine, did you want to address this partictdar

DR. GRADY: | just want to say | think that this is a place where, perhaps
correctly, the rules about children in clinical care and research are very different. You
know, what parents are allowed to agree to in the clinical setting has less restrlatiies.

research setting, parents can only agree to certain kinds of research because only certain



kinds of research can be done with children.

DR. GUTMANN: Which we will get te-

DR. GRADY: Yes.

DR. GUTMANN: -- a very complete discussion of whee do medical
countermeasures.

DR. GRADY: Can | say one thing about that

DR. GUTMANN: Please.

DR. GRADY: -- in light of Recommendation 5 and 6?

| would favor not merging them because | think 5 might be vague, but it
has a sort of philosoptatbasis of people should be given the information, whetkgrate
in a clinical setting, aesearch setting, a commercial setting, they should be given the
information to make a decision about whether or not they want to do this. That is what 5
says tame.

Six says something very specific about what should be written in the forms
for federal research. And | would hate to see 5 diluted or misunderstood as being only
around what the words in the form ought to be. So, | would favor keeping themeseparat

DR. WAGNER: Christine, you said something incidentally. Did you
mean that? Did you want to modify this to say researchers, clinicians, and commercial
repositories?

DR. GRADY: For 5?

DR. WAGNER: For 5.

DR. GRADY: | think it has it in thereomewhere. It is not in the first

10



sentence. Yes.

DR. MICHAEL.: lItis a little confusing.

DR. WAGNER: Oh, consumenitiated sequencing. Okay.

DR. MICHAEL.: Yes, | think it is implied.

DR. WAGNER: Yes, yes.

DR. GUTMANN: Yes. Raju?

DR. KUCHERLAPATI: | want to address John's question, if | may go
back. |think, Amy, you addressed it in part.

One of the reasons for the excitement about all settechnologies is that
we would be able to diagnose disorders that we were not able to sBagynconventional
methodologies or just clinical information alone. There are a number of examples of that
nature.

And so, that means that these types of technologies would have significant
amount of impact in clinical care. At the same time, we hewegnized that most of the
physicians around the country would have 10 or 15 minutes to be able to see each patient
and make a decision about how you would be able to treat them.

Clearly, the current kinds of consent procedures that are required for
research purposes are very extensive, and you need to have either the researcher or a nurse
or somebody spend a significant amount of time to inform the individual and be able to get
the consent. Clinically, that just would not be possible.

So, what we milgt be doing, if you impose the same restrictions or the

same constraints in both cases, that would stifle the use of these technologies for clinical
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purposes. And many people may decide that this is too much of an effort and that,
therefore, we should ndb whole genome sequencing, and | will do only gene A or gene B,
and that would be, I think, detrimental.

DR. GUTMANN: And this is why we have both people who are focused
philosophically in astute ways and people who know thetipeaon the ground because if
we are going to get recommendations that both move us forward ethically and clinically and
scientifically, we have got to take both into account.

DR. WAGNER: Very quickly, Raju, would you correct me? Isn't part of
what we want to accomplisvith Recommendation 5 to provide an avenue by which
clinically-collected whole genome sequencing work can be entered into research use, a
research database? Presumably, | guess what you are saying is a clinician would be less
inclined to allow that tranef to take place if they are bound by this set of
recommendations. Presumably, they wouldn't be bound by this set of recommendations if
they are collecting the data simply for clinical use, right, for their patients?

DR. KUCHERLAPATI: So, Jimtraditionally, as you know, in the past
much of these records were papased records. And therefore, there wasn't really entering
the information into any databases, and so on.

As we begin to use more electronic medical records, there is an
opportuniy to be able to do that. And certainly, active medical cerftave begun to
accumulate theesults. And there are lots of examples where the ability to accumulate those
results and analyze them have really provided very significant benefits.

| will just give you one example of that. A few years ago, for example,

12



when Vioxx was used, it turned out that the ability to look at the accumulated data would
have predicted all of the cardiovascular side events that could have been detected. So,
clearly, thee is a tremendous amount of use, and there is going to be a possibility here.

So, | wasn't addressing precisely whether the physician is going to agree to
enter the information into a database, but | was even asking the question whether, if you
impose gict limits, whether the physician would even consider ordering a whole genome
sequencédased test and might just say, "Let me just look at one or two genes." That means
that you are basically sort of looking for your keys under the lights, and thatidhabwe
would like to see.

DR. GUTMANN: So, let me just clarify here, just so nobody is under the
misimpression, we are not letting clinicians off the hook. The first recommendation,
Recommendation 5, has some significant requirements for cliniimangorm patients of
how the data may be used. It is just that the next recommendation goes further with regard
to research, purely reseanalated uses of whole genome sequencing.

DR. WAGNER: But Raj is concerned that the first may be onerous.

DR. GUTMANN: No, I think Raj was okay with the first. He just doesn't
want the first to subsume the second for clinicians.

DR. WAGNER: What did you mean, Raju?

DR. GUTMANN: Well, | am trying to interpret, right. Yes.

(Laughter.)

DR. WAGNER: Anyhing else you would like to say?

(Laughter.)
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DR. GUTMANN: Raj, what would you say with regard to clinicians?

DR. KUCHERLAPATI: No, actually, | am thinking about this throughout
this discussion/conversation, and | think that the way that it is ntlyréramed,
Recommendation 5, leaves it sufficiently vague in terms of exactly what kinds of constraints
that we have to put on. That might provide the clinicians adequate amount of leeway to
create much simpler consent forms

DR. GUTMANN: Yes.

DR. KUCHERLAPATI: --if that is what it required.

And whereas, 6 would specifically state, for research purposes, what the
kinds of constraints are.

DR. GUTMANN: And we do say workable consent processes here.

DR. WAGNER: | have got to just follow ufor clarification. You are a
researcher and you would like my genome. Okay? Would you advise me to go see my
doctor, so that he could, with a very brief and much sketchier set of consent processes, enter
my data for you as opposed to you collectingjriectly, because you would have this more
complete requirement?

DR. KUCHERLAPATI: Jim, as a researcher, | need to go to the IRB to be
able to access your information, however it comes through. If the IRB would figure it out
that | am trying to circument the procedure, | would be in serious trouble.

DR. GUTMANN: So, | think this is very helpful. Just let me try to do
something very formal.

So, Christine, you suggested we keep them separate. What | suggest,
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given the view that if we totally sepde these with numbers, the flow isn't clear. There is
something very simple we can do with these recommendations.

We have clumped these recommendations under topics. Consent is the
topic of three of these. | suggest, under topics, we number recomnes®bA, 5B, 5C.
That way, they are under the same thematic topic, but they are separate recommendations.
And then, we have discussions under them. | think that works.

Now, Nita, who has been very patient.

DR. FARAHANY: So, | hate to say anythirtigat might be more specific
after what Raju just said. But | worry that, with 5A or whatever we are calling it now, that
we are dodging some really important questions that have been brought up throughout the
process.

So, we heard, for example, earlg about BioVU, which is Vanderbilt's
DNA databanking system, where as part of the clinical process you may have blood
samples. Whatever is remaining of your blood sample is put into a DNA database, and it is
used for research purposes.

And that alreadyas of 2010, had a hundred thousand samples. There is
500 new samples at least added every day to the system. The mechanism by which it is
added is by opbut rather than by oj.

And so, | went through the Vanderbilt a number of times, and each time |
went through the system, | didn't even see the form. It is on a computer screen that
somebody is actually going through. When you finally get there, they say, do you want to

optout or optin? Because | understood what that was, | saidoptplease. But it is a
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difficult question, one that we heard quite a bit about, which is, ar@ apt optout
procedures permissible in this context?

And a second issue that we heard a gaibédbout was reconsent versus
consent. And we make mention of that in 6, at least by reference, by saying how the data
might be used in the future and explain the degree to which the individual will have control
over future data use.

But, given thathiese are both issues that have been pretty hotly debated in
the literature, have come up within our proceedings, | feel like staying silent with respect to
them doesn't provide the necessary ethical guidance to some of the most difficult issues that
we head with respect to consent.

So, | would like for us to actually address those issues and to provide some
guidance as to both that we think that they are important issues to consider, but also what
we think those issues are, whether at the broad leweltorSo, in the clinical setting, do we
think optout is a sufficient basis for consent? Do we think that that actually constitutes
consent? Or at the very least, advising that those be important issues that are considered,
although | would hope we wadido more.

DR. GUTMANN: Yes. So, let me say something aboutiopind optout
because there is a vast literature. | have read it all, | think.

What we say here in this recommendation would have to be supplemented
by what we say in the text. Bwhatwe say here implies, | think rightly, that whether you
have optin or optout, you have to inform people of what they are opitngr optingout

of. So, that is what this recommendation, as it is stated, suggests, that it is not if you have
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optout poviso, that you have less of an obligation to tell people what they are opting out;
the same thing with oph.

There is another issue that comes up in the Vandy case which we don't
address implicitly here. Although it is not clear that this is theepgla@ddress it there, we
talk about it earlier, which is what Vanderbilt's system, one of the reasons they think that the
optout is justifiable is there is a strong-dentification where they have actually done
more than simply dealentify. They havescrambled the WGSes, so that it would be
particularly hard to rédentify, not impossible, but hard.

Now I think Nita's right; that is something we could discuss in the text.
With regard to earlier recommendations, it is less significant about comsentabout
identification. So, there are some other things we could get into.

But | do think that Recommendation 5Ait won't even be 5 now because
the other ones will be clumped, tedout | think it covers- it basically says, and this is a
guestim of whether you agree, that whether you haveropt optout, you still have the
requirement of explaining to people what they are consenting to.

DR. FARAHANY: | agree with that completely. Under any approach, we
would want somebody to be clearlyarmed of their options.

DR. GUTMANN: Yes.

DR. FARAHANY: But, as you know from literature, it is characterized as
a consent issue, right, which is whether or not it is meaningful for the same kind of consent
to optout, even when clearly explainedwamptions.

And so, one of the reasons that Vanderbilt said is they stronggiedafy.
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So, they have increased security measures. But they also said it was because the rate at
which people entered their data into the database was significantly imgae optout
process than an opt process.

DR. GUTMANN: Right.

DR. FARAHANY: And so, it was the utilitarian benefit of actually having
far more people have their data in the database, and not because necessarily they clearly
understood, right, ui because it is more difficult to say, "I will eput,” and the
presumption is that you are in unless you ask to be out. And so, | think that does present a
separate issue that | would hope that we would address.

DR. GUTMANN: Right. | am not a uttlirian, and that doesn't mean that
consequentialist considerations nonutilitarians believe, by definition, that not only
consequences count, but consequences count, too.

Having read that literature and thought about this a lot, | don't see that there
Is any moral imperative to have an-aptather than an ofuut procedure, as long as you
inform people clearly about it and don't use it as a way of getting aroundnfoliyned
consent.

DR. WAGNER: Are people saying that?

DR. GUTMANN: | don't kmw. | am speaking for myself, not the
Commission here. What | would not want to see, and what we could say in the text, is the
use is opbut as a way of getting around fully informing people about what they are
agreeing to.

And making it easier or hder to get people to agree to something that is
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for the public good, as long as they are being asked to consent to it, is consistent with what
we are saying in the report, that we want the public good to be served, to try to find ways in
which people are ore likely consistent with informed consent to do something that is for
the public good.

Now people who are purely fearful of these processes might say, "Wait a
second. That makes it too easy.”" And | would worry about that if we were harming people.

Yes?

DR. FARAHANY: The problem is, | mean, part of that

DR. GUTMANN: As somebody who did eput-- | mean, this might be
an irony because | being on record as not being utilitarian, we might have the utilitarian who
doesn't like the opbut positon.

DR. FARAHANY: | do not claim to be utilitarian.

DR. GUTMANN: | don't know, but-

DR. FARAHANY: So, | am not as comfortablatiwvjust fully-informed
consent- or, no, fully informing somebody and saying that-iopbr optout is exactly the
same with respect to consent. | thithiat the evidence shows the people don't fully
understand, even when given the information aboutoopt what it actually means.
Because the default rule sets it up so that their information goes into a datadase, |
concerned about it.

So, now the irony here, | thought you were going to say, is that, as the
person who is less concerned about privacy of aecess

DR. GUTMANN: Yes, yes, yes.
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DR. FARAHANY: --right, thatis the part that is a little ironic. And yet, |
do think people should have the opportunity to choose. And | don't think that it is as
meaningful of a choice as to whether or not their information flows when it 4gubats
opposed to opn.

DR. GUTMANN: Okay. | mean, | am not speaking personally now, but
just logically, philosophically, you will find that people who have teioglon't understand
fully, either. So, that logically doesn't tell one way or the other. And it is only, | think,
logically, if you think there is some harm in this to people that we need to protect them from
by making it harder psychologically for them to agree to it.

And since that would suggest other barriers besides thi/optout, |
think it is a logical mistakéo think that there is some morally greater barrier to people
opting-out to them optingn in this particular case. When there is harm involved, it is a
different story.

Dan?

DR. SULMASY: No, I think, as has been stated, that if it is now going to
be 5A, then under 5A we need to have a pretty robust discussion of several of these
overriding issues. So, one of these is theippt-out question, and | don't know that we
are going to achieve consensus in the next 10 minutes on this, but at lkastwwee need
to discuss that.

| think the consentkeconsent issue is another one. And then, as Raju has
suggested and John had raised yesterday, the question of what we mean by consent, a more

robust consent in the clinical setting, also needs to bass$ied.
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This is not as if there isn't already a gradation, Raju, as you know, in the
discussion of informed consent for various clinical procedures. What we don't want, | think,
Is something to say, "This is just a blood test," the way it would beG&@G But, yet, we
don't want to go to 2Ppage consent forms. It may be something that is more like the
discussion that ought to take place befdoéng simple genetic testing like doing BRCA1
testing or something like that.

We need to have that dissian as well, so that it isn't just the vague
recommendation, but something with more teeth. That should be in the body, | think.

DR. GUTMANN: John?

DR. ARRAS: Yes, | think | am prepared to sign on to the sort of analysis
of optin and optout thatyou just offered, Amy. But | wanb affirm the importance of the
kind of issue that Nita is raising here. Because it goes to the question of how complete our
analysis of informed consent is going to be.

Nita is noting here that informed consent hagdmot just with the amount
of information that people receive. It has to do with the quality of the choice that they
make. Informed consent has to do with choosing, right?

So, if we just limit ourselves to the issue of information, we areoiog
to give a complete analysis of consent. | do think that we should have-tdofuii
discussion, giving the staff more homework, on this issue ahogrsus opbut, the kinds
of issues that Dan is raising. | think this is really important.

DR. GUTMANN: Yes, yes. Sure, go ahead.

DR. KUCHERLAPATI: | think there is something that | am not making a
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recommendation, but just informatiavise. All of the people in Iceland, there was an effort
to try to obtain DNA and to be able to do DNyased analysis

And so, in that particular case, essentially, the whole population of the
country, they only had the oeput option. So, the default was to allow their DNA to be
analyzed unless they specifically asked, said that "I don't want to be included,"rjust fo
information.

DR. GUTMANN: Barbara?

DR. ATKINSON: | was just going to say that | think that-optand opt
out is really used in a clinical setting for everybody's clinical records for all of them. And
we talked about the uses from that.

If we are going to limit it in some way or even discuss limiting it, | would
only limit it to those genome kind of studies and maybe say that they are different. But | am
not even sure | want to go there.

So, | just want to come down pretty much in favor otassing it in our
discussion, but leaving it open. Because | can tell you, with electronic medical records, as
we have already heard, it is going to be very important to aggregate the most data possible
from the most places. And that is what people aaflyr moving toward, to get into big
databases. And | don't want to see it limited.

DR. GUTMANN: We have in the briefing books articles, and there are
more if you want, but there are some really good articles that discuss, among other things,
the Vandebilt case. You should all read it because, if it is the case, whether it is Iceland or

Vanderbilt, if we recommend against aptt, we are basically invalidating a whole set of
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procedures.

Now that doesn't mean we couldn't ensure that, whether it-ia op opt
out, it is as fully informed as informed consent can be, which is never fully on these
complicated things. It justisn't. And it is real choice, that people aren't pressured in some
ways into optingn or optingout.

Christine? Oh, Anitasinext. Thank you.

DR. ALLEN: Thank you.

First of all, the Icelandic DNA project was incredibly controversial among
bioethicists. It wasn't as if everyone just said, "Oh, that's great," because everyone is opting
-- anyway, it was controversial.

(Laughter.)

But what | really want to say is | always think about these questions about
what we should do in this context and the broader context of privacy law and policy. It is
interesting to me that in the European Union, when it comes to all types of sensdive da
optingin is the norm. That is the law. The European Union is held to an approach.

DR. GUTMANN: And they are doing so well, too.

(Laughter.)

DR. ALLEN: Right, but it is becaudbe quality of choice issue is one, but
the nature of thelata issue is privacy is seen as a human right. Sensitive data is very
important. It is too important to have the business sector have the advantage over the
citizen.

So, in the U.S. we typically do go with epuit regimes. It makes it easier
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on the lisiness sector. It makes it more convenient. And it may not be wrong. In fact,
some courts have found that you constitutionally cannot require people to havato opt

So, we have this like sort of ideological/philosophical kind of split in sort
of the geopolitical context, but also in a sort of philosophical context. | totally respect,
Amy, your analysis that it doesn't make a difference as long as people are informed about
the things.

But we do sort of know that, as a practical matter, peoplermid to go
along with things when it is more you have anayt And we also know that the nature of
data does matter.

So, | am not opposed to you approach, but | do think we should understand
that it is not a trivial- | mean, | am not saying you fiki it is a trivial.

DR. GUTMANN: No, | dontt.

DR. ALLEN: | mean, it is really a huge choice we are making, we as a
country are making, if we prefer and go with an approach which says that people should be
informed, and then we should be informed ptr@ut --

DR. GUTMANN: So, let me just be clear.

DR. ALLEN: Yes.

DR. GUTMANN: | am not recommending

DR. ALLEN: Yes.

DR. GUTMANN: -- that all schemes be eput schemes.

DR. ALLEN: Yes.

DR. GUTMANN: | am simply saying that, morallynd logically
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speaking, when it comes to things that are not directly harmful to people, so we are not
pushing them into harm, there is no moral or logical difference

DR. ALLEN: Yes.

DR. GUTMANN: -- between opin and optout.

DR. ALLEN: And whd | am suggesting, Amy

DR. GUTMANN: In both cases, you need to inform people about what
their choices are and you need to give them a choice.

DR. ALLEN: But someone might argue that the nature of the information,
that certain data, whether it imdncially-sensitive or medicalkgensitive or genomicaly
sensitive, is such that the harm is intrinsic to the nature of the data. And so, we are not
torturing them. We are not causing them pain.

DR. GUTMANN: No.

DR. ALLEN: But there is somethirgbout the nature of the data that calls
for perhaps a higher or different approach. That is all | want to say.

DR. GUTMANN: Yes. No, | understand.

DR. ALLEN: Yes, yes.

DR. GUTMANN: And | am not willing to take that step to say that the
data is sch that it is intrinsicalsharmful, and therefore, we need to put this protective
barrier.

| think if we want as a Commission to go that route, we had better have a
deliberation about all of the language of the public good that is being done by whole

genome sequencing potentially. And I think | would stand behind that from everything that
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| know.

Okay. | am going to make a decision to move on to the next
recommendation. | am sure things will come up, but we have three more recommendations
to go. | think it is important to get through them.

Recommendation 5C, we will call it now, okay, and it is still under the
consent rubric. So, we still have opportunities to talk about some of these really important
Issues.

And let me just say, before we gm, that everything that we have
discussed here needs to be put, if not in the text of the recommendation, because we want to
keep the recommendations reasonably succinct, in the body of our report, so we come to
terms with some of these important issues ways that you can't do just in
recommendations.

5C, "Funders of genomic research should support studies to evaluate
proposed frameworks for return of incidental findings and other research results derived
from whole genome sequencing and investigaterélated preferences and expectations of
the individuals contributing samples and data to genomic research and undergoing genomic
sequencing in the context of clinical care or direct to consumers." So, this is about
incidental findings.

Jim, go. Andhen, Nita, go. We have time for both. Go.

DR. WAGNER: Okay. | want to make sure that the intent of the
Commission is, again, reflected in this. It seems to me by a recommendation that some

other group or a set of groups should support studies dtuatg this position in the
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incidental findings is to say that we would be comfortable or that we have, at this early stage
of considering this, no guidance from the bioethics perspective.

My own kind of thinking on this- and the reason | wouldok to Nita on
this, she and | have had a telephone conversation about this. | think she has even sharper
issues with this. But | wonder about such things as recommending at the very least who
we imagine is best positioned from a bioethics point of viewdaive incidental findings.

For example, is it really the subject, is it really the individual that should
receive that? Should we have health workers receive that? Certainly, when | have a blood
test, Dan, as you suggested, if there is an incidentdihfj in there, | don't get a phone call
or an email from the blood lab. That goes to my clinician. | realize my clinician ordered the
study in the first place, but, presumably, that is a good thing to do anyway because of my
inability to interpret whathat incidental finding might mean.

| offer that asa suggestion, as one way at least to offer an opinion about
what we think the route for incidental findings ought to be, about which | think we are silent
right now. And | am a little uncomfortable Wwithat.

DR. GUTMANN: Nita?

DR. FARAHANY: Thanks, Jim. | think that is a helpful addition.

So, | talked to Jim about this recommendation as well as a couple of other
ones. What is notable about a couple of the recommendations | have spokbmkg,d t
that we are taking a much softer position in this report than we have in some other reports in
terms of providing, | think, specific guidance. And that can be the right approach for a

number of issues, given how each of these issues reallylm®ald independent study.
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So, incidental findings is an enormous debate in the literature right now
with respect to genomic information and other types of research that are happening. It is
especially thorny in something like whole genome sequencingewiersimply wouldn't
expect necessarily a person who is collecting a whole genome sequence to have the
knowledge, expertise, or ability to be able to go through the entire genome and search for
things utterly unrelated to their research and be expecteavera duty to return incidental
findings.

And yet, some people believe otherwise. Some people believe, if you take
on the data, that you have a duty to search even outside of your expertise. And if you were
to come across something that might be wctal, even if it is outside of your area of
expertise, that you would have a duty to report it.

Given that there really is this robust debate that is happening on this issue,
given that we are taking on whole genome sequencing, and this is one oftinesthssues
in it, | think we need to provide some more specific guidance. And to the extent that we
actually have any value to provide besides that we think somebody else should take a look
at it, I would like for us to do so, to provide what are sofitbe issues at least that we have
uncovered with respect to incidental findings as we have gone through the process. What
are some of our initial intuitions about this subject that we think might guide individuals as
they do this research?

DR. GUTMANN: Good.

Christine?

DR. GRADY: | actually agree with Nita. | mean, it is still a very hot topic
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in the community of people who think about these issues. But there have been several
consensus documents and consensus meetings and some guidasiedréaalyi out there.

And we heard a lot about it from some of our people who gave testimony,
including Dr. Knoppers yesterday. You know, there are these thegse are these
g e n er a thidk adopting one of those, as this makes sense to us fromhieal et
perspective, would be a very good thing to do.

DR. GUTMANN: Raju?

DR. KUCHERLAPATI: | think, indeed, there is a very significant amount
of debate about this issue. But from the Commission's point of view, | think, actually, it can
be distilledinto simple things that we have considered in other reports. We might be able to
make a recommendation.

And that is that there are some people who argue that incidental findings,
unless they are immediately actionable, should not be reported back fmatibnt or
individual. Other people say, how could any researcher or a physician or a clinician,
without really a complete adequate amount of knowledge, be able to make such a decision?
Rather, the decision should really rest with the individual whayasiding the material to
be able to do that.

And so, it is basically a way to look at that is the supremacy of the
investigator or the physician versus the individual, and | think it may be possible to actually
come to, based upon the ethical prin@pteat we have been utilizing, to come to a
conclusion about that.

DR. GUTMANN: John?
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