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MORNING SESSION

(8:02 a.m.)
Opening Remarks

by Steven Teutsch, M.D., M.P.H.

DR. TEUTSCH: Oh, i1s that Mara on the phone?

MS. ASPINALL: This is Mara, yes.

DR. TEUTSCH: Good. Well I am glad you could join
us. We actually have a lot to cover today but before we get
too far into it, I want to thank Paul Billings, who 1 assume
will be here soon, and Charis who should be here somewhere for
helping to organize the session yesterday.

I heard from many of you that it was one of the best
sessions that we have had and we clearly had some terrific
speakers. In addition, we had, I think, some very productive
discussions. So thanks to Charis, thanks to Paul, and for
those who don’t know, Cathy Fomous was the staff person who
put i1t all together. So thanks to all of you.

So this i1s the second day of our meeting and today
we have an update from FDA, some sessions on genomic data
sharing, issues related to carrier screening, residual dried
blood spots, and we will get into all of that over the course
of the day.

One just housekeeping matter, we have a slightly
different format for lunch today.

(Whereupon logistical matters around lunch were
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discussed.)

DR. TEUTSCH: Charis, we just thanked you, even
though you were not here for the terrific session yesterday.

So we want to get into the meat of the matter this
morning with an update from the Food and Drug Administration.
I think we will have a chance to hear from Liz Mansfield who
we all know and love.

(Laughter)

DR. TEUTSCH: 1 think after this presentation we
will love her even more because she has some really exciting
things to share with us.

DR. MANSFIELD: 1 am waiting for my slides.

DR. TEUTSCH: We have a little time? While we wait,
are there any other items that anybody wants to raise?

DR. TEUTSCH: AIll right. Well we will proceed. Are
you good Liz?

DR. MANSFIELD: Yes.

DR. TEUTSCH: AIll right! Liz, take it away.

Updates from the Food and Drug Administration (FDA)

by Elizabeth Mansfield, PhD.
DR. MANSFIELD: Oh, Okay. Thanks as ever for having
FDA here to address the Secretary’s Advisory Committee. 1 do
have some rather exciting things to say today and 1 am
available to discuss, but I do have to leave at 9:30 to go to

the DIA meeting. So catch me quickly.
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(Slide)

As probably, if you read the newspaper, the
internet, anything like that, you will know by now, there has
been a large discussion going on for several years now about
oversight of direct consumer genetic testing.

We have had calls from many quarters, including this
body, to implement or increase oversight of direct-to-consumer
genetic testing, partly because there are medical claims being
made. Many people believe that the clinical value of some of
the claims is quite poorly established.

Many people are concerned that it does not require
intervention of a health care provider. 1 think we heard a
lot of this already iIn the direct-to-consumer discussion.

(Slide)

Again, unless you were asleep, you probably read or
heard about the Pathway/Walgreens story in which Pathway
Genomics and Walgreens stated that they intended to market
direct-to-consumer genetic tests that included pharmacogenetic
tests. | am sorry, there is a typo in here.

They were going to do this directly to the public
through Walgreens by providing a sample collection device that
would be sent to Pathway and the results would be returned to
the consumer.

FDA became very concerned about this particular

method of marketing and sent an “lIt has come to our attention”
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letter to Pathway and told them that they are not a laboratory
developed test. That is not the only issue, but that is the
current regulatory hook. Walgreens has since abandoned their
marketing plan.

We asked Pathway to come in and talk to us and
because it is an ongoing compliance issue, 1 cannot tell you
anymore about 1it.

(Slide)

There has been a lot of Congressional interest
lately. The congressional iInvestigation is going on through
the Energy and Commerce Committee. They have sent letters to
a number of direct-to-consumer firms requesting information
about their tests, specifically their analytical and clinical
validity and other information.

I am aware that they sent an additional letter to
23andMe following on the news that there had been a sample
mix-up in which patients received results that were not their
own. Congress is clearly interested. There is the
possibility for a hearing this Summer on the subject.

(Slide)

So we got the hint. We sent out on the tenth, five
untitled letters to the companies listed there. The reason we
sent them to these was because we had previously spoken with
these companies about what they were doing. This does not

mean that this is the limit of what we would do on direct-to-
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consumer testing. It was just that we had spoken to these
companies and we knew what they were offering.

Our letters request the firms to work with us. We
believe there may be some claims in their tests that do not
require oversight because they are not medical claims. Then
certainly some of them, as the tests are currently configured,
are medical claims and we would like to work with them on
figuring out how they are going to submit the information to
get all of these clearly approved.

(Slide)

So that was direct-to-consumer. There is outside a
printout of the Federal Register Notice announcing that we are
holding an open public meeting on array-based copy number
testing which has become a standard laboratory procedure
almost now. The meeting is going to be on June 30. It is a
very short timeline. We have to work fast to cram it into the
time between an ISCA meeting and an ACMG meeting on similar
subjects so that we would have all the expertise in the room.

It 1s open to the public, but you need to register.
You can make five-minute presentations. We are requesting
that your presentations are designed to answer the questions
that are asked in the Federal Register Notice.

Our intent iIs to gather information on regulatory
approaches to non-targeted testing. We talked about this a
little bit yesterday, | think, with the whole genome
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sequencing where you can see everything without necessarily
having asked to see everything. We realize that our
regulatory approach is going to have to be a little bit
different than i1t has been for single analyte targeted
testing.

We are going to have a panel. They are going to
address the six questions In the FR notice. The docket --
well the docket stays open all the time. You can always send
things to the docket, but we are requesting comments by July
30 and that is the docket site if you are interested. 1 think
Kathy i1s handing out the printout right now.

So 1 think this will be of interest for the array
community as well as probably the whole genome sequencing
community because many of the issues are the same. We know
now that array testing for copy number has now supplanted
cytogenetic testing in many labs. 1 believe ISCA is
recommending it as possible first tier testing. So we are
hoping to get a handle on this and make sure that the public
health 1s served.

(Slide)

This committee -- 1 am not sure how much we have
talked about this in the past, but I did want to let you know
that FDA i1s working on companion diagnostic draft guidance
that will define what a companion diagnostic is, and that is a
diagnostic that is required for safe and effective
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administration of a drug.

We intend to explain when regulation of such a test
IS required In order to assure that the treatment plus
diagnostic combination is safe and effective or safe and
efficacious in the case of the drug. Hopefully, it will get
out in 2010.

In addition, we are preparing a much more complex
document which addresses the issue of co-development of a
treatment and a diagnostic. This has been requested by many,
many different people, pharmaceutical companies, different
industry interest groups, and so on. We intend to make it
informational and not directive.

IT you have been in this field at all, you will know
that every situation is very different from every other
situation so we don’t think we can build a path that says do
this and this and this and this because everybody is going to
have a different way of approaching i1t.

But we will address differences in the regulatory

strategy and review iIssues and so on that i1s different from

normal drug development, normal diagnostic development. It 1is
planned to be published this year. 1 hope that happens.
(Slide)

I think Alberto told you last time that we have
developed, after a SACGHS meeting in which a patient advocate
made a complaint about Myriad Genetics, we did develop a new
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product code for laboratory developed tests that enables
anybody who wants to to report an adverse event, make a
medical device report, to FDA for a laboratory developed test.

Previously, there was no way to do that. We
realized that that was probably not a very good idea and so we
put a product code in there and we have actually received
several MDRs from the public recently on this. So we think it
may help us keep tabs on people -- at least people who feel
they have been harmed. We investigate 1t and so on. So that
was another success coming out of the SACGHS meeting.

(Slide)

Probably many of you are aware as well that there
has been a call for a review of the 510(k) process at FDA.
People had complained that it was ineffective for many
reasons. Either 1t was too stringent or It was not stringent
enough or that it was being used incorrectly, and so on. FDA
IS conducting an internal review. IOM is conducting a review
at the request of FDA, independently of FDA. We expect
recommendations for any changes needed this summer.

Interestingly, many of the issues that people had
complained about in the office that regulates in vitro
diagnostics we already did it the way that may be recommended,
so 1 would not expect major changes for in-vitro diagnostic
devices. But until we see the report and the recommendations,
we won’t really know.
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(Slide)

Now this is the biggy. We are announcing today that
FDA intends to implement oversight of laboratory developed
tests. The Federal Register Notice is -- that is the docket
number. The advance display will be available at 8:45, in
about a half hour. We are going to start by holding a public
meeting on July 19™ and 20 here in Bethesda or Rockville, 1
can’t remember which.

Our intent is to establish risk-based oversight
framework for all tests, not just commercially distributed
tests. Our general expectations at this time are that we will
require a registration and listing period in order to figure
out who i1s out there, that we will do a risk-based phase-in,
looking at the highest risk first, that we will take all
precautions to avoid disruption to access to tests that are
currently on the market, and that we will probably provide a
low bar or no bar for certain tests, such as for rare diseases
and so on, where we are not sure that additional oversight
beyond CLIA will really be beneficial.

(Slide)

The meeting format, again, is open to the public but
you do have to register. We are allowing the public to make
five-minute presentations. We are requesting them to be
subject matter presentations, not complaints about “this is
not legal” or something like that. What we are working for 1is
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actually help from the public on putting the correct framework
in place.

To do that we are going to have four different
sessions that are addressing four different issues. The
patient needs for one and clinician needs as well. So we are
going to have how this affects patients and clinicians. How
it affects laboratory. We are going to have a separate
session on direct-to-consumer testing and then we are going to
have a session on educational issues, how FDA can help educate
labs and help labs get started on this process.

We will also have panels i1in each of these four
sessions to discuss the issues that will be laid out on a
website that will, I guess, go live today or tomorrow because
today i1s just the advance notice. The docket will not
actually be open till tomorrow. The panel can propose
approaches and so on.

(Slide)

Our intent is, indeed, to implement oversight of
laboratory-developed tests, but we are very cognizant of the
need to work with the stakeholders to construct the framework.
We have been discussing a little bit with NIH on this.

We are also very cognizant of the need to minimize
disruption to the current paradigm of medical care. We want
to provide as much access to FDA and education as possible to
labs on how to do this, how the whole system works, and so on.

Audio Associates
301/577-5882



19

We are certainly looking forward to ongoing public engagement
as this story unfolds. You should not expect a draconian wall
to go up where today you are not regulated and tomorrow you
are. This will be a gradual process. So it should be
interesting.

Well that was pretty quick.

(Laughter)

DR. MANSFIELD: 1 started early. So I will stop
there and 1 can actually take questions if you want now,
Steve, because | am going to be leaving.

DR. TEUTSCH: That i1s terrific. This is really
exciting. Obviously, these are issues that have been of
extraordinary interest to this committee and --

DR. MANSFIELD: Well the Secretary actually -- we
did have a meeting with the Secretary where she said SACGHS

has recommended this for years.
Questions and Answers Session

DR. TEUTSCH: We really do appreciate your thoughts
on all of this. So let’s open it up for questions. 1 was
going to say let’s start with the senior person on our
oversight report. Andrea?

DR. FERREIRA-GONZALEZ: Thank you so much for the
overview presentation. When you say that you are going to
regulate LDT you are talking about all LDT, not just genomics?

DR. MANSFIELD: The framework will encompass all
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LDTs. The level of regulation will be scaled to the risk of
the test and other factors such as rare disease testing and so
on.

DR. FERREIRA-GONZALEZ: Now as you start regulating
LDTs are you going to put that information on your website
accessible to individuals that you have actually -- this
registry will have to be up there?

DR. MANSFIELD: 1 actually do not know any of the
mechanisms at this point. We have not predetermined really
anything except that it will be risk based and we will work
with the public to build the right framework.

DR. FERREIRA-GONZALEZ: 1 am just concerned between
the registry at the NIH and your work here that i1t might be,
you know, duplications.

DR. MANSFIELD: It 1s highly probable that we will
try to work with that registry to avoid duplication, but again
we have no predetermined details.

DR. FERREIRA-GONZALEZ: One more question please.
When you have the Walgreen and Pathway test, you said the test
was not an LDT. Can you explain that?

DR. MANSFIELD: A laboratory-developed test is a
test that is developed and offered by a laboratory. They were
using arrays that they purchased from someone else and a whole
system that they purchased from someone else, including the
instructions for use that came with that system and all the
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reagents. They were merely providing those results with an
interpretation and we do not consider that to be laboratory
developed.

DR. TEUTSCH: Jim.

DR. EVANS: I was just wondering, risk based, 1is
that risk of an inaccurate result due to complexity? 1Is it
risk based on clinical stakes?

DR. MANSFIELD: Yes. This is going to be a very
important one for us to cover carefully. Our risk assessment
is based on the possible harm to the patient based on an
undetected iIncorrect result.

DR. WILLIAMS: Going to the array meeting that you
are having, I was just curious in terms of the FDA’s thoughts.
Obviously we have been doing whole genomic assessment of
cytogenetics for 60 years, and there has not been any
enthusiasm at least up to the present time for standard
cytogenetics to be under this type of regulation. Could you
talk a little bit about what the FDA perceives is the
difference between the arrays and what has been done iIn
standard cytogenetics that raised it to the level of saying we
think this i1s something that needs now to have some oversight?

DR. MANSFIELD: Well for one thing, we have had
about five different companies approach us with an intent to
file, so we need to be able to give them answers.

In addition, the normal cytogenetics -- mostly
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people could use ASRs, develop their own tests with their own
knowledge. Karyotyping in general is something where we
regulate the -- as well as for FISH testing and so on --
regulate the bits and pieces, but it is primarily a judgment
that the laboratory person makes by looking at something using
regulated pieces, whereas the array copy number actually uses
somebody else’s system that spits out a result that is not a
result of judgment.

Somebody needs to use judgment after that, but we
have always regulated the parts that go into this testing and
that 1s what we are intending to do at this point when
companies come in. We are not going out and saying well, 1|
mean, oversight is all --- but otherwise we are not going out
and saying this is a special problem. Everybody gather now
and we are going to regulate everything. So It was based on
people coming to us.

DR. BILLINGS: Liz, how is this going to interact
and interplay with the CLIA oversight of laboratories?

DR. MANSFIELD: So CLIA as | think everyone on this
committee probably has tried to forget the long conversation
around the oversight. CLIA regulates lab and lab activities
and has a certain set of requirements that are part of the
CLIA regulations. FDA regulates things, products, pieces,
bits and pieces.

IT you run a lab, you will know that FDA cleared and
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approved tests are also somewhat regulated by CLIA in what the
laboratory has to do with them. It will probably be something
like that, however, laboratories will be considered the
manufacturers now and the difference is that -- one of the big
differences is that the quality systems are largely
overlapping but CLIA does not require design controls which we
do and we are going to publish a guidance that tells you where
CLIA and FDA quality systems correspond and we will be
providing lots of help on getting people up to speed on this.
We know basically what level labs are now and we will take
that i1nto account.

DR. BILLINGS: I think that is a real serious
concern. | mean, the FDA controlled labs, and there are a
couple, are a completely different kettle of fish than the
average clinical laboratory.

DR. MANSFIELD: Yes, right.

DR. BILLINGS: So that i1s going to be a large
cultural transition —-

DR. MANSFIELD: Yes, i1t will.

DR. BILLINGS: -- with an enormous amount of expense
involved.

DR. MANSFIELD: Well we are aware of the big
transition. We actually think the quality systems are one of
our best regulatory tools because it tells you to do whatever
you need to do to make sure that your test is designed
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properly, manufactured properly, and stays the same over time.
So it 1s very nondirective, it is very flexible, in that you
can implement how you need it to be in order to fit your
situation.

DR. TEUTSCH: Liz, can you give us some sense of
what we can anticipate on the oversight of LDTs in terms of
the process and timeframe until you have the guidance or
framework in place or the regs in place?

DR. MANSFIELD: 1 think that is still to be
determined. The expectation is, | guess, that we will make
calls for certain tests over time. We do not expect this to
happen very fast because it is actually hard to figure out
what to do in the first place and we have to give people time
to get, you know, their ducks In a row. So probably calls
over time for the highest risk and then descending to the
level where we think we can cut i1t off.

We are probably actually going to have to make some
changes as well to the kind of tests that we regulate as
commercially distributed because, you know, there iIs a
resource dependency here and there are certainly a lot of
tests that we regulate now that may not benefit from our
oversight anymore because they are old technology, old tests,
low risk. AdvaMed has actually given proposals on some that
we could possibly exempt.

DR. FERREIRA-GONZALEZ: 1 just want to follow up to
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what Paul brought up on the quality system because some of the
laboratory-developed tests or some tests that actually have
not very high volume are very important for patient management
and these need to be still available for patient care.

There are certain laboratories that, you know, might
have extremely high quality, but not necessarily fit the
quality system within the FDA.

DR. MANSFIELD: Right.

DR. FERREIRA-GONZALEZ: So that i1s a very high
concern that 1 have that some of the testing that there will
never be an 1VD because commercially it 1s not feasible for a
company to develop, but it still has a huge clinical impact
and patient access.

DR. MANSFIELD: 1 point you to here -- it is our
intent to avoid disruption at best and certain tests, rare
disease, low volume --

DR. FERREIRA-GONZALEZ: 1 am talking about even
infectious disease, not just regular diseases. You can have
some iInfectious disease like herpes for CSF specimen where
volume i1s not so high that actually are critical for patient
care. This could completely disrupt --

DR. MANSFIELD: We are not intending to that so
those will be the kinds of comments that we need to hear at
this public meeting. So I invite you all to register and if
you would like to make a presentation --
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DR. FERREIRA-GONZALEZ: This goes beyond the
genomics and, you know, the infectious disease, and everything
that -- another kettle. 1 mean very different fishes.

DR. MANSFIELD: Right. This is the kind of
commentary we are looking for like what tests are really
sensitive if they were to disappear from the market or
something like that.

DR. TEUTSCH: Any other comments? Liz, this 1is
great. Thanks. There was a lot in what you presented today
in terms of looking forward for some of the oversight, not
only of laboratory to develop tests, but our concerns about
DTCs and some of the issues that were raised. It is good to
see Kevin iIn the back of room because he was so much involved
with the Pharmacogenomic report on the co-development of
tests. So thanks so much to you and all your colleagues for
moving these agendas forward.

DR. MANSFIELD: Right. My pleasure. Yes, | look
forward to seeing a lot of input from the individuals here on
the process.

DR. TEUTSCH: We will report updates from you as all
of this moves forward and the details emerge.

DR. MANSFIELD: Okay. Well, look for the FR notice
to go on advance display in about 15 minutes. It will have
all the information in iIt.

DR. TEUTSCH: That’s great. And for those of you
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who have not noticed, there i1s, 1 think, a copy of one of the
letters that went to one of the manufacturers of the DTC test
within the folder --

DR. MANSFIELD: Yes.

DR. TEUTSCH: -- so you can see what --

DR. MANSFIELD: They were all pretty similar --

DR. TEUTSCH: They were similar. Right.

DR. MANSFIELD: -- similar questions. Thank you.

DR. TEUTSCH: Terrific. Thanks so much Liz. That
was great.

(Applause)

Genomic Data Sharing

Issues and Next Steps Related to Genomic Data Sharing

DR. TEUTSCH: So next is a session on genomic data
sharing and Charmaine has been moving this agenda forward and
iIs going to summarize some of the central issues In genomic
data sharing followed by the committee discussion to determine
how we proceed. It is good to see you again. Welcome Kevin
in the back of the room who, as part of our planning process
put this on the agenda.

Findings from the Literature and Stakeholder Consultations

by Charmaine Royal, PhD.

DR. ROYAL: 1 tried to move 1t. 1 am trying to move
this agenda forward. 1 am hoping that our session today will
be a productive one in terms of where we go from here. | am
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going to talk about some of the things that we have been doing
since our last meeting and some of our thoughts about where we
should go and looking forward to your perspective on that.

(Slide)

So I am going to revisit our iIssue statement which
has been the same since our last couple of meetings in that
genomic data sharing has increased over time, IS increasing,
and i1s a valuable tool for advancing research. But this
sharing can result In a lot of questions and concerns about
issues related to consent and privacy and discrimination, and
some other issues that we are going to talk about. Of course,
the i1ssue statement is what brings us here iIn terms of
thinking that this Is an important topic for us to address.

(Slide)

So what have we done so far? In 2008 genomic data
sharing was identified as an important topic for SACGHS.

In 2009, ASPE contracted with the Lewin Group to
develop a report on this and this report iIs expected to guide
our deliberations. Now, the Lewin Group has completed their
preliminary lit review and their final report should be
available In the fall.

In the interim we have gone ahead with doing some
fact finding in terms of the committee itself and our work
will overlap, I am sure, with their’s. When their report

comes to us, we will see where the overlap 1s and where there
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might be differences in terms of how we approach the issue.

Last October, we formed a steering group to begin to
look at these issues. In February, we had a number of people
come to talk to us about different models of genomic data
sharing and the sense is that there is an information
overload. Hopefully, we have culled some of that and we will
able to pull some things out that we are going to focus on.

(Slide)

So the group, the steering group thus far comprises
the current members Sheila and Dave, ad hoc members Kevin,
Sylvia, and Julio. Kevin i1s here. Good to see you Kevin.
Julio and Sylvia have been really instrumental in helping us
think through some of this.

Our ex officios, Michael, Doug, Laura and Michele.
Symma has been the staff lead and with Symma, Kathy and Sara,
I really can’t thank them enough for their efforts and their
work in the fact-finding and In moving us forward.

(Slide)

So our goals today. We are going to go through some
of what we found and identify what the central issues are and
what we think they might be for SACGHS. We are going to talk
about those and the policy implications. OFf course, the
policy implications are where we might come in In terms of
what we recommend and what we decide to do. Then our next
step, what do we do? Do we continue to pursue this and how?
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(Slide)

So the fact-finding activities that we have engaged
in comprise a literature review. For the most part, i1t is
focused on the blurring of that line between research and
clinical practice. People participating, people being
involved in clinical care and samples collected from them
being used for research. The blurring of that line.

The line is also blurred in terms of samples used iIn
research, data generated through research that feeds back into
the clinical setting. So it is really a circle in terms of
how this information gets moved around.

So the blurring has been a major issue, 1 think,
from the onset of this discussion and raising issues of
literacy and provider and researcher attitudes.

And of course, the blurring of the line between
research and clinical practice is just one aspect of genomic
data sharing, one that probably many are not looking at. |1
mean, of course, a big aspect of genomic data sharing 1is
sharing just between researchers, so the blurring of that line
in clinical care and research is one, but researchers share
samples with research and share data with researchers. So
that is really the big picture in terms of sharing.

In addition to the lit review, we have conducted
some consultations with program directors from two different
types of genomic medicine programs or programs where data is
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shared from a government model and a consumer disease
registry. We also talked with three secondary data users and
we also interviewed an ethics researcher.

(Slide)

So our literature review, iIn terms of looking at the
implications of the blurring, the lit review revealed a number
of topics or issues under that topic really. The timing and
nature of informed consent, when do we give consent? How many
times do we need to give consent iIn the process? For clinical
care and then for subsequent research projects or is it just
one consent that we need, a broad consent?

Articulation of risks and benefits, some of which we
may not know at the time of the generation of the data or the
collection of the samples.

And then the communication between the provider and
the patient and the ability of the provider. We talked a lot
yesterday about the limited knowledge of providers and
genetics and that also comes into play here in terms of
genomic data and the interpretation of that data and
communication of the risk to participants and to patients.

The whole issue of incidental findings and return of
research results. Who returns those findings? Is it the
clinician? Is 1t the researcher? And of course, the whole
issue of how that is done.

And allocation of resources and in many cases, time
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constraints. Physicians often don’t have time to do all of
it. In many cases it is the project coordinator or the nurse
that provides this information and the resources to
communicate the information. Additional staff that might be
needed to move these agendas forward.

The issues of privacy and security keep coming up,
not just in genomic data sharing. 1 think 1t comes up In just
about everything. A lot of other groups are looking at
privacy and security. One of the questions that our
literature review raised iIs the reasonable expectation. Do we
promise anonymity? Do we promise that we will be able to keep
things private and secure? | think most of us recognize that
we really can’t promise that. So what are the expectations?
What i1s reasonable to tell participants and patients In terms
of what we will be able to do iIn securing their data?

The issue of group harms. This is one that comes up
not just here and the issue of health disparity is public
health actually it is. The whole issue of public health has,
I know, been a major issue for SACGHS. Questions about
whether it needs to be a separate topic that SACGHS addresses,
I think, 1n my mind i1s probably no longer a question in that
it cuts across just about every topic that we will address.

So 1 think we talk about whole genome sequencing and
the i1ssues that health disparities and public health
activities raises there. So really 1t 1s something -- and the
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issues related to groups and identity and protection of groups
and group rights. | think it cuts across just about every
topic that we may touch on as a committee.

(Slide)

So I am just going to talk about some of the things
that we found in terms of our fact finding. 1In our
consultations with the two programs directors, you know, the
government model and the patient consumer controlled model, we
learned that there are mechanisms in the consumer controls and
the government also to provide for patient input into the
policies and the program goals and authorization of data.

When asked about returning of results and how that
is done, both persons we consulted with talked about i1t being
done through websites and newsletters and patient education
conferences, and providing aggregate summaries of findings.

We asked about successes and risks and problems.

The greatest challenge that was voiced was that of data
breech, the perception of the potential for data breech.

There are successes that both programs talked about, the
numerous studies and publications that had been generated from
the data. We asked about data on environmental exposures, how
that is handled and the response was that it is included in
genomic datasets. Family history is not. We asked about the
ability to link EHRs with this data and that for both programs
i1s currently under development.
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(Slide)

In talking with secondary data users they talked a
lot about the potential value in using this information, but
then they also talked about the lack of guidance in terms of
how 1t Is done and who i1s responsible for communicating
incidental findings.

We asked about the challenges that secondary data
users experience. Some talked about the application process,
how difficult it was to get through to get those samples or
the data. And preparing of the datasets for their use and
some challenges there.

We asked about the biggest barriers to data sharing
and again they talked about the lack of standards. They
talked about the lack of standards concerning phenotypic data
and then the lack of i1ncentives for making data easier for
secondary research use.

(Slide)

We talked with a bioethics researcher, Dr. Amy
McGuire, who has really been one of the few that have been
looking at participant perspective on genomics data sharing
and some of her previous research found that patients have a
desire for information and control about their data sharing,
about the sharing of their genetic and genomic data.

Her current study which was done between 2008 and
2009 looks at six GWAS studies that were conducted ongoing at

Audio Associates
301/577-5882



35

Baylor and participants in those studies. This study, iIn
terms of looking at participant perspective involved 229
people from those studies. They did a randomized trial of
three models of consent.

Traditional informed consent which just asked people
to consent for a research project period, with no options for
sharing. Binary informed consent included the traditional
informed consent asking people to participate in research but
giving them just two options i1n terms of full sharing, full
release of their data or no release. Then the tiered informed
consent gave them three options. The traditional consent
consenting to the research project but also full release,
restricted release, and no release.

(Slide)

The research and her project has generated some
really interesting findings and Dr. McGuire has graciously
allowed us to present this unpublished data. She i1s working
on submitting it for publication so it is unpublished data.
She found that there i1s a gap between what people understood
about study goals and the samples and what was actually told
to them or what actually is the case.

I just have -- I had to bring it so I could just
remember the numbers. But what she found i1s that 40 percent
of the participants did not know they were participating in
research. 28 percent never heard of genetic studies. Now I
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am talking about people who are In GWAS studies at Baylor. 28
percent never heard of genetic studies. 16 percent did not
know they had already given DNA to their doctor. 26 percent
did not know their DNA was stored as part of any study. 26
percent -- get this -- 26 percent did not remember signing an
informed consent, signing a consent form.

Very interesting findings and 1 am sure we will hear
more about this later when Amy publishes this work.

So the whole question about what people really
understand from that informed consent process -- and that is
not new to any of us I think in terms of what people were told
and what they come away with, what they believe they were
told. 1 think there are other studies that have shown the
disparities and the differences there, In many other
situations, not just genetics but in research in general.

So that really raises an issue about communication.
You know, the communication may be fine but it is more
peoples” understanding or what they remember. |1 don’t know
how we are going to address some of those issues.

The study also found that the traditional -- and 1
think this i1s actually a no-brainer -- traditional and binary
consent did not provide as much information as the tiered
consent model.

She also found that participants gave equal
importance to privacy protection and advancing scientific
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research. So 1 think in general, many people would have
thought that people would give higher value to privacy, but in
this case people are as interested iIn advancing scientific
research as they are in protecting their privacy which really
creates a very delicate balance In terms of how we even think
about privacy.

The majority of participants feel i1t Is Important to
be involved in the sharing decisions. 65 percent want to see
all of the data sharing options.

(Slide)

From this research some of the recommendations that
Amy has -- some of her preliminary recommendations, are, you
know, that we may want to think about, really think about a
paradigm shift in terms of how we think about privacy and
being more concerned about trust and respect than we are about
this whole issue of privacy which we can’t guarantee anyway.

Then one of the other things that she suggested, and
she and I have talked about this too in terms of a stratified
or tiered consent process. Not just a stratified or tiered
consent form that they use here, but a tiered consent process
meaning one that occurs over time.

So people participate in the study, but the consent
process and peoples” understanding of the study is evaluated
at different points in the study and when new studies come
about, we would evaluate whether we need to do another
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consent. So that i1t i1s a process, as we talk about very
often, but in most cases, It is not treated as a process. It
IS Just treated as a one-time thing, but this whole thing of a
process and ongoing process in terms of consent.

(Slide)

So from our fact-finding between those consultations
and the lit review, we identified three major areas that we
might focus on, three major areas that keep coming up in the
literature. One i1s the implications of the blurring of the
lines, the blurring of the line between research and clinical
practice. How do we deal with the issues that research raises
and i1ts connection to clinical practice? How do participants
and patients understand those connections there?

Second, the potential for group harms and the whole
issue of groups harms. As we all know, groups are defined in
all kinds of ways and 1 think at one earlier stage we talked
about vulnerable groups and that could be expanded to specific
disease groups, we could be talking about prisoners, we could
talk about children, we could talk about some many groups.

In much of our work, we really tended to focus on
“racial ethnic cultural diverse group” and that i1s a question
we can talk about a little more later, whether we want to
expand this whole definition of group. Much of the literature
that we found in terms of this potential harms have dealt with
cultural ethnic groups.
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And the whole question of privacy and what might be
the reasonable expectations. What role could SACGHS have in
informing that decision? 1 think there i1s a general sense
that privacy -- what we can do in terms of security and
privacy is limited and how do we deal with communicating those
limitations and doing the best we can to protect and secure
people’s data while moving research forward.

(Slide)

So 1in terms of the blurring, some of the major
issues are the informed consent process and the adequacy of
that consent. In clinical settings, but also doing public
health activities, screenings and newborn screenings, general
population screenings that might occur where data samples are
collected, data is generated and used for genomic research and
shared.

The 