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PROCEEDI NGS

DR MJRRAY: |If the commssion would all be
seated, we would like to convene this neeting. Welcone to
the neeting of the Genetics Subcommttee of the National
Bi oet hi cs Advi sory Comm ssi on.

Today's neeting will be devoted principally to
a discussion of the Report on Tissue Sanpl es.

Tonorrow there will be a neeting of the full
comm ssion, and the day after, the norning after that wll
be a nmeeting of the Human Subjects Subcomm tt ee.

| have been asked to remnd all the nmenbers of
the comm ssion to please, please pull your m crophones
forward when you have sonething to say. You can | eave
themthere. That is fine.

| wonder if Dr. Harold Shapiro woul d have
anything he would like to say in wel cone?

DR SHAPIRO | sinply would like to wel come
all nmenbers of the comm ssion and once again, for those of
you | may not have said so directly, happy New Year to
everyone. | look forward to working with you during this
year .

| will rmake a sonewhat nore fornal
announcenent tonorrow norning, but I do want to indicate

that Dr. Eric Meslin has been appoi nted executive director
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of the coomssion and so we are all very pleased. FEric,
why don't you stand?

(Appl ause.)

DR SHAPIRO | know Bill Raub will be only
too happy to go back to his regular full-tine job. | wll
take this nonent also to thank him although he is not
here, for his work on our behalf during a good part of
| ast year.

So |l will ask the staff to nake sure that we
all have coffee prepared by tonorrow norning. And | wl|
have nore to say at that tine.

But, Eric, welcone. It is great to have you
wth us. | look forward to our discussions.

DR MJRRAY: (ood. Let ne join you in
wel comng Eric aboard. It is good to have you here, FEric.
M/ regrets to the ELSI Program but tough.

DR SHAPIRO That is the spirit.

(Laughter.)

DR MJRRAY: Well, they would have done it to
us if they coul d have.

DR SHAPIRO Right.

DR MJRRAY: No question. Let us get to--

DR SHAPIRO They did do it.

(Laughter.)
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DR MJRRAY: That is true. That is right.
They have been recruiting in our mdst, haven't they, so
it isonly fair.

D SGUSSI ON OF T1 SSUE SAMPLES REPORT

KATH E. HANNA, Ph.D.. AND

SUBCOW TTEE MEMBERS

DR MJRRAY: W are going to tal k about the
Ti ssue Sanple Report, and we have-- Comm ssioners shoul d
have a draft of sections of the report. They should have
had it for a week or two now No? One week or so now

Kat hi Hanna has been working hard on it,

i ncluding over the holidays, and I want to thank Kathi on
behal f of all of us for what you have done. But we should
junp into the report.

Now, Kathi, we want to go over each of the
sections, | think, both the ones of which we have a draft,
and the ones that we just have still an outline. | am
going to ask Kathi in a nonent if she has any specific
needs that she would like us to address.

| have two things | want to nmention. The
first is | have a series of specific questions that I
think we probably haven't tal ked enough about, even as a
subcommttee, to know precisely what we want to say in the

report, and | want us to get to them You may have ot her
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candi dat es.

The second thing is, and I wll try to resist
the tenptation nyself even as | remnd ny fellow
comm ssioners to resist it, thisis not the tinme for copy
editing. |If you have | arge comrents about organizationa
scope, yes; about sections that need to be in there, yes;
but this is not the tinme to correct spelling or the
precise words. Wite it down, give it to Kathi, and she
and I will nake sure it is taken care of.

| s everyone in agreenment with that? Now, the
tenptation is very great because that is sonmething we can
fix on and do, but it is-- | think we are better off
using our tinme to talk about the |arger issues.

Kat hi, what would you like to see us do?

DR HANNA:Y Well, | think it is pretty obvious
whi ch sections need to be discussed. | think that the
overview is obviously just ny first attenpt to try and
forecast what issues are going to be covered in the
report, so anything that is mssing fromthat section |
woul d appreci ate your input on.

| think that the second chapter, which is
really just a slightly condensed version of Hisa E sman's
report, there I think you just need to nmake deci si ons

about how conprehensive you want to be. | think it is
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still too long, but | left alot of the exanples in there
so that there was at |east information for people who were
| ooking at this for the first tinme.

For the third chapter, the noral and religious
perspectives, | think we have a |ot of information to work
with from Courtney Canpbel

W still are waiting to hear whet her we have
sonmeone lined up to wite a comm ssi oned paper on sone of
the other issues that are not necessarily, that don't
necessarily have a religious orientation.

So that really | eaves-- | think where we need
to do the nost work in is Chapters IV and actually M,
since Chapter Vwll be nostly descriptive and that is
going to be fairly straightforward.

G her than that | think | just, you know, this
is very patchy draft at this point and | think we need to
focus. | can work fromthe transcripts and previous
di scussions on Chapter 1V, but | think Chapter M, where
you really have to operationalize your recommendations, is
where we need to do the nost work.

DR MJRRAY: kay. Trish?

M5. BACKLAR | just would like to say that,
in Chapter I, that we shouldn't forget that we really need

to look in sonme way at the issue of mninal risk as we are
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al so | ooking at the Hunman Subjects Subcommttee. And you
may not want to do that now because- -

(Technical difficulties.)

DR MJRRAY: | know that has conme up in sone
of the discussions about tissue sanples, including the
National Action Plan and previous di scussions.

M5. BACKLAR And we are--many of us--really
considering the detail --

(Technical difficulties.)

DR MJRRAY: Yes.

M5. BACKLAR So we mght share sone of that
t oget her.

DR MJRRAY: Yes. Yes. Yes.

DR GREIDER | have a couple of comments, and
the first is on the outline. And | apol ogize that |
wasn't there for all of the discussion when we discussed
the orders and what the actual tactics were going to be.

But it seenmed to ne, |ooking over this
proposed outline, that the public know edge and beliefs is
rel egated to an appendi x rather than a chapter, and | am
just wondering if we would consider actually having that
be part and parcel of the whole thing rather than putting
that in an appendi x at the back.

And | amnot sure what ki nd of di scussion
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occurred since | wasn't here at the end of the neeting
when we di scussed the outline why it is an appendi x.

And ny recomendation would be to have it be a
chapter followi ng the science Chapter Il. So sonet hing
along the lines of, you know, what are the public views on
this, earlier rather than as an appendi x.

DR MJRRAY: This is the time to tal k about
the overall organization of the report. | think that is a
good way to junp in. W had a discussion about that
organi zation at the end of the | ast neeting, but that was
not having a draft in front of us and, you know, your
i deas get nore concrete the nore you have to | ook at.

Larry?

DR MIKE A couple of comments. The
framework Chapter IV, if we are going to be discussing the
i ssues around which we then reach our conclusions in
Chapter VI, then that is okay, but the way I, the way I
glanced at Chapter 1V, it seemed to m x both.

So you are either going to have to conbine IV
and VI and nake it followV, or you are going to have to
have a discussion of the framework and then the policy
recomrendati ons comng | ater

But in either event, | think just in

sequential things, the currently-proposed policy should
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cone before our framework because that sort of bores out
there right now, and then we inpose our own franmework on
top of that.

The other problemis that I don't what to do
with the religious chapter because | don't see the nora
piece. And if | don't see the noral piece | don't know
how useful the religious chapter is going to be in
bal anci ng that off.

If we keep the religious chapter there, then I
woul d take out the conclusion section and nore or | ess say
that the religious discussion |eads to the sanme kinds of
conclusions that we reach in the--for lack of a better
word--the lay approach that the rest of us think, which is
that it gives the same kinds of conclusions that we woul d
have reached regardl ess of a religious perspective.

Do you understand? Wen sonebody tal ks about
confidentiality, coomunity, et cetera, et cetera, and
those are not things that necessarily-- Particularly from
the religious standpoint, | think it is sonething that we
have al | di scussed.

So | think that perhaps that we shoul d say
that, even when you cone fromthis religious perspective,
we sort of arrive at the same point, regardl ess of whether

we are comng froma religious perspective, or froma
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scientific perspective, or a social perspective, or
what ever .

DR MJRRAY: Kathi, you had something to say
before. D d you want to say it now?

DR HANNA® Yes. | just wanted to respond to
Carol's comrent about noving the section on public
knowl edge to an appendi x.

| think we are still not quite sure what to do
with that section, and part of it is because | think there
is sone disconfort about the reliability and the validity
of the mni-hearings' approach as a good gauge, other than
just one indicator.

And so | think what Eric and | have tal ked
about doing is trying to find some other opinion polls,
surveys, systenatic types of measures, that can then be
viewed as conplenentary to the piece that is being done,
the mni-hearings. So | think the--

The other thing is that there are sone
interesting things that have conme out of the mni-hearings
that | think we should try and incorporate throughout the
report as they arise, and not just segregate public
opinion to its own section, but really try and, if it is
relevant, refer to it in the chapter where it is

appropri ate.
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DR MJRRAY: Bette?

MB. KRAMER  Excuse ne. | understand the
concern about the--

(Technical difficulties.)

M5. KRAMER --and | knowit is inportant to
put it into the body of the report as opposed to an
appendi x because if you think back to our concerns that
led to the mni-hearings it was the fact that, even though
all of the--

(Technical difficulties.)

M. KRAMER So | think that if you put it in
the context of recognizing that this is not a full-Dbl own
scientific poll, such as--

(Technical difficulties.)

M5. KRAMER --but put in a context of our
attenpt to get sone feedback fromthe public. And then I
don't know | egal | y--

(Technical difficulties.)

M5. KRAMER And | hate to see it regulated to
an appendi x because | think it indicates a | ack of concern
of the public--

(Technical difficulties.)

DR MJURRAY: Carol?

DR GREIDER | agree with you, Bette. That
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11
was sort of why | initially brought this up.

| also wanted to respond to Kathi that | think
it is also true to incorporate as much of it as we can
into other chapters. | very nuch agree with that.

| was just responding to the fact that it
seened to ne to be a relatively inportant thing to many of
the comm ssioners that we get this infornation rather than
sort of operating in a vacuum and | didn't want that
issue to be an afterthought the way the report cane out.

DR MJRRAY: Zeke?

DR EMANUEL: Two things.

(Technical difficulties.)

DR EMANLEL: --and | suggested, one of the
reasons | asked Janet Wells(?) to cone up with those
questions was really incorporate it--

(Technical difficulties.)

DR ENVANLEL: --sonetine in the next few
nont hs, but not--

(Technical difficulties.)

DR EMANLEL: Having those questions and naybe
even including themduring--

(Technical difficulties.)

DR EMANLEL: M/ own suggestion is that we

still have a | ot of boxol ogy--
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(Technical difficulties.)

DR EVANLEL: And ny only suggestion is that,
once we resolve that, at |east we can nore or |ess decide
what the franework is. And at |east on eye |level there
was sone di sagreenent and uncertai nty about the boxes, and
| apol ogi ze for the boxes.

(Technical difficulties.)

DR ENVANUEL: But we had tal ked about whet her,
on previous sanples, we were going to conbi ne research and
clinical care and we had tal ked about how we- -

(Technical difficulties.)

DR EVANLEL: | nean, | think that those are
the nost inportant issues for us--

(Technical difficulties.)

DR MJRRAY: Yes. | think, particularly with
Zeke here, we ought to take what tine we have with himto
try to look at the boxes, but I want to recogni ze Bernie
and Davi d.

DR LO David and | are--

(Technical difficulties.)

DR LO --little bit while | was sw nm ng
this norning, so this may be all wet.

(Laughter.)

(Technical difficulties.)

12
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13

DR LQO But it struck us, as we sort of
stepped back fromwhere we are around the-- W& were
concerned we nmay have |l ost sight of--

(Technical difficulties.)

DR LO | didn't really have a clear picture
until | spoke with David about--

(Technical difficulties.)

DR LO One has to do with, as | said, just
sort of what makes genetics DNA research--

(Technical difficulties.)

DR LO And, on the one hand, | think | woul d
ask that we stress this firewall that we started to talk
about and the way that we address--

(Technical difficulties.)

DR LO One direction is, as the researcher
di scovers things that are going to have potential clinica
si gni ficance--

(Technical difficulties.)

DR LO So | think as long as we have a
possibility of--

(Technical difficulties.)

DR LG So I think how we handle that is
i nportant when we are thinking about it.

| think it also may fall under pressure in the
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opposite direction, and this I--

(Technical difficulti

es.)

DR LO And David cane up with a nodel of

using a | arge--

(Technical difficulti

DR LQ The problem

es.)

| see cone up, when |

signed up for that study, | said, you can only use ny

ti ssue for the di sease of

(Technical difficulti

DR LQO And one of the things |

see is this notion that al ong--

t hi nk about all

(Technical difficulti

i nt erest and- -

es.)

es.)

would like to

DR LO | think we should sort of try to

pr obl ens.

(Technical difficulti

DR COX Yes. Wi,

anyt hi ng- -

es.)

| run a risk of saying

those and antici pate those sorts of

DR MJRRAY: David, would you bring your

m cr ophone cl oser? Thank you.

DR QGOX: Because in

tried to articul ate these things,

i nconprehensible, so | will try yet one nore tine, but if

am i nconpr ehensi bl e yet agai n,

t he past,

when |

have

| have been totally

pl ease tell

ne.

14
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The-- Bernie has hel ped ne with sone of the
words and the concepts and | guess one of themhas to do
with that there is several different processes of doing
research, different study designs, and to focus on what
that study design is--cross-cutting what the boxes are--
gives a nore whole picture to ne.

And so it really has to do with not sort of
what nost of the sanples are that are in existence now,
but what are going to be the use of the sanples in the
future?

It is an inportant issue to deal with the
retrospective studies--don't get me wong--but | think
that, in large part, our job as a commssion is to think
of where we stand now but, nore inportantly, where we are

going in the future.

So in the second chapter, which | guess is the

sci ence chapter, because Carol and | are involved with
that, and I think it is good to docunment what sanples are
there, but then, just |ike happened in cloning report, go
t hrough what the scientific process is, what sone of the
study design would be that could |lay out what the
structure for the future is going to be.

That is not sort of what the ethical boxol ogy

is, but it is saying practically how the research is going

15
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to be carried out. Then that nakes for a nore whol e
di scussi on of --

It really boils down, in ny mnd, to this
rel ati onship of the subjects to the researchers, and that
relationship is different in different settings, dependi ng
on how you do the design

M/ personal belief is that, in genetics, the
rel ati onshi p between the researchers and the subjects is
like tight. It always will be. Al right? And that is
very different fromwhat is going on in epidemology in
general. So why is it tight in genetics?

And it is tight because of this
stratification; taking big groups of people and w nnow ng
themdown to a narrower stratified subset of which you
collect nore and nore information. And how you can have
that kind of a process, where you divorce--in the | ong
run, to come up with a treatnent--where you divorce the
researcher fromthe patient, | don't understand.

So ny specific suggestion is, is that Carol
and |--and others who want to--but in specifics, Carol and
| work on the second chapter to include that kind of a
process of the kinds of research that nay be going on,
different types of research, and what is involved with

that in terns of these rel ationships, because | think it
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conpl enents the structure of the boxol ogy.

And then--1 quite agree with what Larry said--
that then putting those two together we cone up with the
recomrendations on it.

DR EVANLEL: | ama little confused. | need
sone context - -

(Technical difficulties.)

DR EVANLEL: And | think this is a situation
where we are talking about it. You want to go back to the
Physician's Health Study or to the Fram ngham Heal th Study
and do genetics on sanples that were not initially
col l ected for genetic tests.

(Technical difficulties.)

DR EMANLEL: There is no relationship between
the researcher there and the--

(Technical difficulties.)

DR EVANLEL: No relationship. Even if you
di d acconpli sh--

(Technical difficulties.)

DR COX kay. | understand, Zeke.

DR EVANLEL: So the issue that Bernie
suggest ed, you know, now once- -

(Technical difficulties.)

DR EMANUEL: You don't know who these 10, 000
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are. They are just nunbers.

DR QCOX That is correct. So let us back up
for a second and say, ultimately, what is the goal of
genetics research?

It is not to find a gene that predicts
sonething. This is ny personal view It is not to find a
gene that can predict that you are going to die when you
are, you know, 43. Ckay? It is to cone up with
treatnents to i nprove peopl e' s health.

So that what is the process by which, in ny
view of the future, that this is going to happen? It is
going to start with very large popul ations |ike the
Fram ngham or NHANES.

The initial part of it is going to be finding
associ ations of genes that do make predictions. Al
right? Not all DNA information is going to be highly
predictive, but a subset of it will be very predictive.

But that is just the begi nning because, when
you get those predictions, then you have individual s who
you can nake predictions about but there is no therapies
or any options.

How then is science going to proceed to cone
up with any therapies or options? It is going to be to

enlist exactly that subset of people to do clinical trials

18
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to figure out what works and what doesn't work. That is
where the rel ati onshi p cones in.

DR EMANUEL: (I naudible.)

DR COX So it is not stopping when you find
t he associ ati on.

(S mul t aneous di scussi on.)

DR EMANLEL: Rght. It is also a conpletely
different type of research protocol that is separate from
goi ng back to the stored tissues. R ght? | nean, that
i s--

(Technical difficulties.)

DR EVANLEL: Rght? | agree with you. Then
what you do is you go back, find the peopl e who got that
genetic alteration and--

(Technical difficulties.)

DR QOX. But see, now we are going to--
Fol l ow ne one nore step now. So now we are with those
individual s and that one set of researchers is getting
nore and nore information about then and are involved wth
clinical trials.

Now, anot her group of researchers, because
t hese happen to be heart doctors because they are working
on ApoE, but now anot her group of researchers says, "Quess

what ? Your ApoE is inportant for Al zheiner's disease, not
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just heart disease, and so we want to enlist you in this."
Al right?

So that what it nmeans is that if, when
patients get involved with us to begin with, they are part
of an overall process that they may or nay not want to be
part of, but you can't informthemabout it fromthe very
get-go, so--

(Technical difficulties.)

DR EMANLEL: --this kind of exanpl e because
the questionis, is it covered in a way we feel
confortable with or is it not covered in a way that you--

(Technical difficulties.)

DR MJRRAY: Yes.

DR EMANUEL: |Is that what we are here for?

DR MJRRAY: Yes. You are here until 2:30
p. m?

DR EMANLEL: Yes.

DR MJRRAY: (kay.

DR ENVANUEL: | apol ogi ze.

DR MJRRAY: Well, | think we should use you

whil e you are here as extensively as we can, so why don't
you do that?
DR EMANLEL: So let us say we have a stored

sanple, like the Fram ngham Health Study, so it is a
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previously collected sanple. R ght? And we are not going
to--

(Technical difficulties.)

DR ENVANLEL: R ght? So | amnot sure why
that isn't on the boxology la. |Is that 1a?

DR COX Well, you tell ne.

(Technical difficulties.)

DR EMANLEL: Ckay? MNow say you have found
that and in your first study, you know, you notice, in the
Fram ngham it is associated with the Ashkenazi Jew sh

popul ati on, and you go to anot her Ashkenazi Jew sh cohort

that has- -

(Technical difficulties.)

DR COX | don't want to go to a different
cohort though Zeke. | want to take the people that | have

begun to find i n Fram ngham because there is not so nany
of themthere, and it costs nme a lot of noney to find
them and | want to do nore stuff with them

DR EVANLEL: kay. So | think the issue is
what does "nore stuff" nean?

DR COX Mre stuff neans coll ecting--

(Technical difficulties.)

DR ENVANLEL: Collecting nore clinica

information, if it is done in an anonynous manner with the
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firewall, is perfectly fine--as | understood our agreenent
last tinme--is perfectly fine in box la. W want
continuous information--b--as long as it is in an
anonynous manner, and you can't identify that particul ar
per son.

Now- -

DR MJRRAY: Instrunentally, as | understand
it, toseeif |I amfollow ng, what this would entail woul d
be the researcher, you, now wanting additional information
and nore sanples, going back to the stewart of the
sanpl es.

DR EVANLEL: And who is the stewart of the
sanpl e?

DR MJRRAY: Presunmably it mght be a
pat hol ogy depart nent.

And sayi ng, you know, these were very fruitful
sanples. | woul d appreciate additional sanple nateri al
and additional clinical information, but it can al so be--
It could still remain anonynous. |Is this what you are
cont enpl ati ng?

DR COX Wl --

DR ENVANUEL: But inmagine two different
circunstances. |magi ne you have a research study, again

i ke the Physician's Health Study or NHANES. You are--
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That data is being dunped into this anonynous pool. That
is the way you have created the situation. So you have
got the data up until that point.

Say two years later they do anot her survey of
t hese people--right?--to find out, you know, what diseases
have happened in the intervening two years, the way they
do in the Physician's Health Study. That data, as it is
entered, gets dunped in and there is an update.

DR QOX: Yes. But what if it is not the data
that | want, Zeke?

DR EVANUEL: Wat if it is--

DR QOX: MNot the information that | want.

DR EMANLEL: So you-- So now the question
is, you want to wal k backwards, identify those particul ar
12 peopl e- -

DR COX This is how genetics is done. So
that you go and you stratify popul ati ons and you
intensively investigate a snaller subset.

DR ENVANLEL: | think if you then want to be
able to use it in an identifiable nanner, you are going to
have to get their consent. | nean, that is what this
says. Then you nove to 1b. And then you woul d have to
get their consent.

DR LO Ckay. But that is-- | think that is
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inmportant that you can't sort of say the trustee goes back
to the patient and negoti ates and then anonym zes it so
that, when | get it as a researcher, it is anonynous.

DR EVANLEL: Well, | think we are going-- |
think we are-- | think by not having a good exanple, we
are sloshing a little back and forth.

In ny mnd--and | amonly one nenber here--the
trustee situation is a-- That operates really in the
clinical where you have got the sanple fromthe clinica
cont ext .

Renmenber, in the Physician's Health Study, you
have got freezers full, you have got it conputerized, you
have got a database. Al right? There you have got an
organi zati on al ready.

In the sort of clinical setting where you have
gone and you want, you know, |ike the Angi ogenesis Factor
Study fromthe Brigham you want sanples of breast cancer
with, you know, five to 10 years of follow up, and they
are the trustee who pulls themout, who knows whi ch ones
t hey have pulled, and has gone to the clinical record and
added that information to you. That-- There is a
trustee.

In a research setting, there is not a single

person |like that pathologist. R ght? | nmean, there is a
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whol e infrastructure to dealing with 30,000 or 60, 000
people. And that is a conpletely different setting I
t hi nk.

DR LO Rght. 1 think the point I would
want to try to nake is that we need to think through what
are the characteristics of either the trustee or the
deci sion-nmaking entity within the larger study that are
such that we woul d feel confortabl e saying they can nake
t hese decisions and, in particular, whether there should
be sone input in these research studies fromthe comunity
as to when you cross the line fromla to 1b because |
think there are going to be a | ot of judgenent calls.

And | think that, in the way this is
interpreted in practice, | wouldn't want people to not be
aware of the nuances and the controversi es.

DR MJRRAY: Carol had sonething to say.

DR GREIDER | amgoing to agree with a | ot
of what you were saying, Zeke.

And | think that one of the things that woul d
help us all out is just to define specifically how we are
going to deal with each of the situations, what the
scenarios are in box la and 1b and 1c and 1d, and what
ki nds of protocols we would |ike to see put in place for

each one of those different cases.
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| mean, | think you are all bringing up
specific cases, and | think that they all are covered by
this framework. W just have to be very specific about
how we define what goes into what box.

If we are having trouble here, that doesn't
bode wel|l for other groups in the future. So if we can be
nore specific and lay out the details. And | agree with
you; we have got to do the boxol ogy to do that.

DR MJRRAY: Bette?

M5. KRAMER | amwondering if we don't have
to go back further; thinking about what Bernie said about
peopl e who have opted out who mght, for the benefit of
further know edge, have changed their m nd.

And if | recall correctly in the mni-
hearings, just about every group, there were a
preponder ance of the nmenbers, the people there, who said
that they would want to find out. At least that is ny
menory fromthe presentations and | ooking it over.

So | wonder if what we really need to take a
| ook at is the opt-out process?

DR CGREIDER But that fits within one of the
boxes, right? That is one of the--

M5. KRAMER Yes. Rght. But it is--

DR GREIDER --criteria.
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M5. KRAMER It is nore procedural than--

DR GREIDER It is filling in with what you
are going to do in the specific instances; it is not
changing the framework. | nean, | think it woul d be--

M5. KRAMER So that doesn't change the
f ramewor k.

DR EVANLEL: | think again, Bette, we have to
distinguish. |[If you are using a sanple in an anonynous
manner, you don't know. | nean, what that neans is you
can't link result Awith person B. That is what it neans.
Ckay? So you can't actually go back to that.

If you are using it in a potentially
identifiable manner, which would nmake it 1b, or any of the
b's, you can go back to them but that woul d have required

consent in the first place.

Now, | think we need to-- | amconfortable
with that and I woul d-- You know, we can argue about
that, and we did argue about it in the previous-- But I

think that does cover the cases and how you can go back.

If it is truly in an anonynous nanner. |
nean, if that is what that firewall is about, you can't
wal k backwards. W get that information. W can't link A
to B. | nean, that--

DR MJRRAY: Harold and Larry have been
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wai ting.

DR SHAPIRO Thank you. | want to ask a
series of questions just to test ny own understandi ng of
this because | haven't been part of all of these hearings
and | just want to nmake sure that | understand what is
laid out here. And | will try to do it within the context
of these boxes.

| understand what is neant by use in an
anonynous manner to have nothing to do with howit is
collected, but it has to do with the nature of the
researcher’'s--in this case--know edge or capacity to go
back to the original sources. In an anonynous nanner
nmeans there is sone kind of wall there so that a
researcher cannot go back. |Is that-- That is correct?

DR EVANLEL: Rght. W think that is one of
our breakt hr oughs.

DR SHAPIRO Ckay. MNo. | just want to
understand. That is what | thought and | have no
obj ection to that.

And | think Bernie's point is that that wall
is going to achieve a certain kind of dynamc over tine
and we may want to address that. | understand that we
wll cone back to that a little bit after.

| take it that it is true, in all these boxes,
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that an opt out is always possible; there is no reason why
anyone should-- R ght? You have opt out in sone cases
and not in other cases?

DR EVMANLUEL: No. That is not true.

DR SHAPIRO  kay.

DR EMANLEL: You have to distinguish
previously coll ected sanpl es.

DR SHAPIRO  Yes.

DR EVMANUEL: The 238 mllion existent
sanpl es- -

DR SHAPIRO Right.

DR EMANLEL: --fromthe prospectively
col | ect ed sanpl es.

DR SHAPIRO  Yes.

DR ENVANLEL: kay? |In the previously
col  ected sanpl es, when you went in for your breast
bi opsy, no, they didn't ask you about anything, right?
You actual |y probably signed away your rights in a way
that you had no idea.

DR SHAPIRO Right.

DR EMANLEL: In the prospectively collected
sanple, we want to nake that an explicit part of the
process.

DR SHAPIRO kay. So the answer is that opt
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out-- The privilege of opting out of a study, should you
know about it, depends on where you fall in one of these
boxes?

DR EVANLEL: No. | wouldn't have put it that
way. The privilege of opting out of any study is reserved
for two categories. ne is if your sanple is going to be
used in an identifiable manner, and, in general way, in
prospectively coll ected sanpl es.

DR SHAPFIRO kay. So it is only the right-

hand si de?

DR EVANUEL: Well, and also all the b's.

DR SHAPIRO A ong with sonme col ums.

(S mul t aneous di scussi on.)

DR EMANUEL: Al the b's. 1b, 2b and 3b.

DR SHAPIRO Ckay. | wll come back to that
| ater.

Again, just for clarification, | don't know if

we are all looking at the sane table here, since there is
quite a nunber of themat the end, but the one that is
nost fully filled out is the one that | am| ooking at.

If | look at 2a and 3a, or 2c and 3c, or 2e
and 3e, or the bottomtwo squares in the anonynous nanner,
in each case, is it the case that they should read exactly

the sane as la, ¢ and e?
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Because | can't understand why 2a, 3a, et
cetera--the bottompart of those colums where they are in
an individually anonynous nmanner--shoul d be any different
fromthe bottomtwo squares and the top square.

What have | | ost here?

DR LG Wll, we do--

DR GREIDER | don't think we are | ooking at
the correct version of filling in.

DR EVANLEL: Rght. R ght.

DR GREIDER R ght. Wat | have is the
filled in thing and what | think Zeke nmentioned is that
this was a nunber we agreed on and--

DR EVANLEL: R ght. | have revised that.

DR SHAPIRO | amjust asking a question. |
am not chall enging anything. | amjust asking whet her
square 2a and 3a, properly filled in, are any different
t han 1a?

DR EMANUEL: Yes.

DR SHAPIRO kay. Well, that | don't-- |
don't want to take up tinme now, since | don't understand
that, so one of the nenbers will explain that to ne later.
| amj ust--

DR ENVANLEL: Actually, that is-- No. But

that is the heart of part of this boxol ogy. kay.
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DR SHAPIRO \Well, okay.
DR EVMANUEL: And now | think | understand.
The question is why isn't everything just 17?
DR SHAPIRO Not everything. No. | amjust
tal king about a. Let us take colum a.
EMANUEL:  Ch.
SHAPI RO  Col um a.

LO It is the comunity.

33 3 3

EMANUEL: It is the community issue.

DR SHAPIRO But it is anonynous, SO who
knows anyt hi ng about comunity?

DR EMANUEL: Because sonetimes you go to
particul ar sanples that identify a comunity.

For exanpl e, a colon cancer gene where you
were trying to identify Ashkenazi Jews, you just didn't go
to any sanple, you went to a particular sanple that you
coul d associate wth--

DR SHAPIRO So anonynous in this case is
only partly anonynous; that is, you can't identify the
i ndi vi dual .

MIKE That is what we nean by--
EMANUEL: By anonynous.

MJURRAY:  You can't identify the--

33 3 3

SHAPIRO Al right. | didn't understand
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that. Ckay.

DR MJRRAY: But it may well-- | nmean, very
little of these tissue sanples are useful w thout sone
denographic information or illness history.

DR ENVANLEL: |If you actually |l ook at the very
last table--this is |I think not updated since our |ast
meeting, but updated fromour previous neeting--it now
says to be used in an individually anonynous manner and
t he word- -

Maybe we shoul d have stressed or highlighted
or bolded "individually" there, because what it neans is
that you can't identify an individual, but you mght be
abl e, through denographics, Iike Tomsays, identify from
whi ch community they mght conme. You mght have gone to a
particular community to get the sanple.

DR SHAPIRO Ckay. So it just neans | don't
know their nane; | may know sonet hi ng about their--

DR EVANUEL: A lot about them

DR SHAPIRO --religion, or about their race,
or about sonething el se?

DR EMANLEL: Right.

DR MJRRAY: Yes, as an individual. R ght.

DR EMANLEL: To enphasize, again the current

regs, the common rule only recogni zes that box, la. It
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doesn' t recogni ze- -

DR SHAPIRO \Well, | assume--
EVMANLEL: --the other boxes.
SHAPI RO  Yes. (kay.

MURRAY: Larry?

33 3 3

MIKE Yes. | want to get back to what
Dave was having a di scussion with Zeke about, which was he
wants nore informati on and so he wants to get back to the
i ndi vi dual s who provided the original sanple.

The variable in here is this trustee concept
because it seens to ne that that is an i ssue we have got
to address. Wen is there a trustee who acts in place and
just sort of a shepherd of the existing information, and
when does the individual have to be brought in?

At asinplified |level, one could say the
trustee is there for information that is already in a
record somewhere and does not need to be continually
coll ected off an individual.

If information is being continually collected
off an individual, that person is actively involved and
shoul d be--shoul d be--sought after and said do you want to
participate in these future research topics?

So it seens to nme that the question that if

you want nore information and you are concerned that your

34
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nodel doesn't--your particular instance--doesn't fit in
here, it depends on what is the relationship between the
test subject and the researcher or the clinician.

DR EVANLEL: Bingo. And that is exactly
what - -

DR MIKE But it would still fit in these
because that woul d be--

DR EVANLEL: | thought you articulated it
right.

DR MIKE Yes. Because it would fit in one
of your boxes.

DR ENVANLEL: If you are getting information
froman existing pool --

DR MIKE R ght.

DR EVANLEL: R ght? Existant data that you
are going to use in an anonynous rmanner, then it is in the
to be used in an anonynous nanner.

If you need to go back to the subject and get
additional information fromthat subject-- R ght? You
have got-- You are using it in an identifiable manner and
you are wishing to collect special information that isn't
extant.

First of all, that-- You know, 45 CFR 46

doesn't apply to that. | nean, that is new information
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you are collecting as part of a research protocol. That
is a new protocol and that neans you need to get their
consent .

DR COX No. Zeke, listen. It can fit into
t he boxes.

What ny difficulty is, is that do the boxes--
What we, as NBAC, want to do with | ayout, you know, what
t he di scussion, what the issues are--

And if what we do is we say--okay--that,
because of privacy issues and because of the difficulties
of doing research that, what we are going to do is say the
paradi gm by how the stuff should be done is that there is
a firewal | between the people doing research and the
patients, | have a problemw th that.

And the reason | have a problemwth it is |
think that the majority of the future research is going to
require closer relationship, ongoing relationship, between
the researchers and the patients because nost of it is
going to require nore and nore information and it is going
to require continued consent.

The trustees are going to be the community--
not the individual patients--that you work with and that
the researcher is very close wth.

And so that ny concern is not whether things
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can fit in the boxes or not, but whether we are sending
the nessage that isn't sort of consistent with reality.

DR MIKE But you are not suggesting--

DR EVANLEL: | don't see a--

DR MIKE --that, in a continual
rel ati onshi p between a researcher and a subject, that once
a subject gives consent he can't back out?

DR COX Absolutely not. | amnot suggesting
that at all. But | amsaying that there--

| think that the vast majority of genetic
research, at least at the level where it is going to
count--not at the level of finding associations--is going
to require a very close rel ationshi p between the
researchers and the individuals in the communities
i nvol ved.

DR MIKE (kay. But can | just--

DR COX  Yes.

DR MIKE Then | think that we are in a
different scenario. W are not talking about a piece of
tissue lying there; we are tal king about the real patient
now. The tissue was the entry into that patient.

DR OOX Correct.

DR MIKE But you are into a different

rel ati onshi p.



N

o o A~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

38

DR OOX Correct.

DR EVANLEL: And that is a different kind of
research effort. That is not stored tissue research
which-- So | think we are-- | don't think we are in
di sagreenent at all. | think-- | nean, that woul d
require a regular, every-day old protocol that you can--
You al ready have to do now It would require the
patient's consent because they woul d be giving you
addi tional information.

So | don't think it is-- | don't think it is
the issue that we were addressing or, if it is the issue
we are addressing, it requires infornmed consent.

And | now apol ogi ze for running out
unfortunately at a very inportant discussion.

DR COX | agree with what you just said,
Zeke, but | think that I would hope this is an issue that
is on the table with respect to this because it is
certainly broader than just dealing with the tissues that
are sitting in sonmebody's freezer.

But when we are tal ki ng about the use of
genetic information in stored tissues, | think that a | ot
of the action is in these broader issues and not just in
what is in the freezer. That is ny point.

DR MJRRAY: Thank you, Zeke. Sorry that you
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have to | eave, but | understand. Ve wll see you
t onor r ow.

DR EMANUEL: Yes.

DR MJRRAY: | had the bad formto cut Harold
Shapiro off in md-question, so |let ne give hima chance
to finish.

DR SHAPIRO Wwell, let ne-- Soneone tell ne
if I amnot speaking articulately into this mcrophone.

As | look at this table, which does seemto
cover nost of the cases | can think through one way or the
ot her, although the problemof the wall remains and its
dynamc nature, would it be true that if you | ook at the
segnent of the matrix that deals w th existing sanpl es,
that is the left two colums, if | understand this
correctly, that the nature of the original consent m ght
sonehow matter ?

And | don't have any suggestion to make. |
just have an observation that we deal with those two
colums. You nmay or may not have an original consent of
sonme kind--1 don't know the vast variety of things, |
expect--and | amjust suggesting that that mght matter.

DR GREIDER | think that we discussed that
the last time and that we were sort of going for the |east

common denom nat or approach, assumng that it was the
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t hi nnest possible, if any, consent and giving protections

to that--

DR MJRRAY: Wien we were--

DR GREIDER --scenario.

DR MJRRAY: Yes. o ahead, Carol. | am
sorry.

DR GREIDER That is all.

DR MJRRAY: Wen we were being careful in
spelling sone of this out, we nade the point that if there
was, with the consent for a tissue sanple, sone reasonable
indication that it would not have been, the person woul d
not have wanted it to be used for X then it ought not to
be used for X

So if there is any indication with the sanple
that there was, you know, that soneone checked the do not
use ny tissue for research, then you don't use it for
research, or if there was sone other question that was
asked whi ch woul d i ndi cate soneone woul dn't want their
ti ssue to be used--

DR SHAPIRO (kay. So the assunption is, as
we go ahead here, that is a mninmal consent, whatever
mninmal is. Not being asked | guess is the mninal.

Ckay. If | can nake a few ot her conments.

There is just related questions because | don't--
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And that is the issue of comunity consent
becones very large in these new rows here, the second and
third row of the matrix, and | certainly understand why.

The question | have, Tom is whether the
comm ttee has given any consideration or tal k about just
what that woul d nean?

VW tend to talk about it as comunity
i nvol venent, which | understand nuch better than comunity
consent actually. And one suggestion | have, which cane
out of really a conversation | had with Eric this norning,
is that that mght actually be a better word to use. But
| | eave that--

DR MJRRAY: Wi ch?

DR SHAPIRO I nvol venent.

DR MJRRAY: Well, where actually? | was
di sappointed to see it described as community consent here
because | think we had noved to the notion of community
consultation at our |ast neeting.

DR SHAPIRO kay. Al right. So that is

just-- | amsorry it hadn't caught up with ne.

DR MJRRAY: Ckay. It wasn't in the docunent.

DR SHAPIRO Yes. Another question that I
have is--let me also just put it as a question--in your

own t hinking about this, on distinguishing fromthose that
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have potential harns, and those that don't; that is,

di stinguishing in the second row and the third row.

I n your own discussions, how does that happen?

Wiere does-- How do you deci de whet her to throw sonet hing

in one box, the second row or the third row?

DR MIKE | think we punted on that and

deci ded we coul d not be the body that could tease that out

to the degree that woul d be satisfactory. Isn't that

right?

DR MJRRAY: Bette and Berni e.

M5. KRAMER | amhaving a little probl em

because | don't recall that we ever cane to a fina

determnation as to how we felt about community

i nvol venent, period. W seened-- The last two neetings,

as best | can recall, ended with those issues in the

process of discussion but no decisions having been nade.

So if | renenber correctly, on the basis of

what - - excuse ne--what | renenber, what is in these boxes

is what Zeke had prepared for us around which to have a

di scussi on, but we have never cone to a final decision.

Now, please correct nme if | amw ong.

DR MJRRAY: No. | think you are right,

al though | sensed--probably by nmere projection--I

grow ng consensus that sone notion of community

sensed a
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consul tation was sensi ble, even though we had to define it
better, flesh it out, and defend it. But we still have
sone of that work to do.

But Harold, | think, just asked a different
question, which is howw Il we know, either in terns of
substantive principles or some procedural arrangenents,
when to say that there is potential harmor no potentia
harmto the comunity?

Berni e and Carol .

DR LO Yes. If | can try and generalize
fromthe |last couple of comments, | think again | am
concerned not with the boxes, per se, but who deci des what
fits into which box and who does that interpretation?

And | think it is fine if you have Zeke on
call to say, "Wll, wait a mnute, let ne think this
through and let ne explain to you why it is really in the
box here rather than the box there.” But you can have
zillions of IRBs and zillions of investigators doing this
on their own and--

DR SHAPIRO How nmany zeros are there in
zillions?

DR LO Yes.

But ny concern is that, unless we give this

sone gui dance on these issues, the grid itself won't be as
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useful. | nmean, it is like any other sort of federal
regul ation on research. It is how the individual |IRB
struggles with it, and I think they need help on that.

One of the considerations they shoul d take
into account, deciding whether it is this colum or that
colum, and | think just the issues Harold was rai sing;
who decides? And, again, | would push to say that it
doesn't make-- | would urge that we have sonme comunity
input into whether there are potential harns or not, not
just researchers or trustees, or whatever, or steering
commttees deciding it.

DR MJRRAY: Carol ?

DR GREIDER | nean, just to directly address
that issue, ny understandi ng fromour conversations was
that it is the IRBs. That which box to assign it tois
subject to IRB-- The researcher first says, "I think it
fits blah,” and the | RB says, "Yes, we agree with you,"
or, "No we don't agree with you; it belongs in the other
box. "

And then there is a series of recomrendations
about what would be done if it were in one box or the
ot her.

But to get back to the specific question that

Harol d asked, | don't think that we even agreed that there
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was a difference between 2 and 3. VW were in the mddle
of discussing that; whether you could even nake a
di fference between 2 and 3, or whether we shoul d have one
colum or row for all of the community issues. And we
were in the process of discussing that at the end of the
neet i ng.

And fromny recol l ection, we never decided
whet her that should be a 2 and a 3, or sinply a 2. So we
couldn't have addressed how to decide which goes init if
we hadn't really come to that conclusion. And | certainly
wasn't convinced whether it was 1 or 2.

DR MJRRAY: M recollection of our
conversations and interimconcl usi ons corresponds to the
one that Carol just reported.

| want to nention that if we were to decide
that the distinction between no potential for harm and
potential for harm if we were to decide that was an
important distinction, one we wanted to keep in the
proposal, we have got three things to do.

(One was the procedural thing, which is nanely
let the investigator give the investigator's view The
| RB then nakes a determnation. So we did get that far.

V¢ haven't provided anything by way of

subst anti ve gui dance as to what we think counts as
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significant harm nor have we given exanpl es.

Now, | think it won't be that hard to cone up
with sone exanples, and it wouldn't be dishonorable to
stop there; to give procedure, to talk about sone
exanpl es, and to give sone very general guidance, if we
wanted to have that. W don't--

| amactually-- | think you can sonetines do
as much harmby trying to sort of precisely specify al
cont i ngenci es- -

BACKLAR R ght.

MURRAY: --which you will never do well--

5 B

BACKLAR | think so

DR MJRRAY: --or perfectly, than you wll by
giving sone fairly flexible and vi gorous procedure and
sone general gui dance.

And that is-- | confess that is ny bias in
these matters.

Ber ni e?

DR LQO There is no-- There may be anot her
option there, Tom and that is not to try and specify al
contingencies, but to lay out the considerations you ought
to take into account and sone of the problens that--

DR MJRRAY: Yes. That is what | meant by

general gui dance. Absolutely.
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DR SHAPIRO Tom can | just nake a commrent ?

DR MJRRAY: Yes.

DR SHAPIRO If you considered pulling
together rows 2 and 3, and maybe that is what some of you
want to do, and you went fromconsent, as you have al ready
done--that is just a mstake in the layout--to
consultation, then, if you nake that nove, the distinction
between 2 and 3 becones nuch snal | er.

Because if you put community consultation in
both 2 and 3, then it is less and less telling, it seens
to me, to nake distinctions between 2 and 3, so nmaybe
those things are not independent of each other, at |east
as | react.

DR MJRRAY: | think that is a good point.

Davi d?

DR CGOX So l-- This is again for ny
under st andi ng of how t he boxes are bei ng used.

So now | amover on the right-hand side of the
research protocol where people get inforned consent to do
a specific study with respect to high blood pressure. A
right? And their sanples-- And they are informed about
that. That is the reason for the research. It is just a
standard, you know, informed consent.

Now is it the case then, when those sanpl es

a7
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are collected, that if sonebody wants to use that for
behavi oral genetics research, in an anonynous fashion,
that the researchers have access to that naterial ?

DR GREIDER How were they collected? To be
used i n an anonynous nmanner or to be used in an identified
manner ?

DR COX They were collected to be used in an
i dentifying manner.

DR SHAPIRO You don't nake distinctions |ike
that. You just-- You don't distinguish when you col |l ect
it; you just distinguish only how they are used.

DR COX That is right.

MURRAY: R ght.
COX:  So they were used--

SHAPIRO It doesn't matter.

33 3 3

COX:  --in an infornmed consent in an
identified way.

DR MIKE But now you are asking to use that
in a different research protocol ?

DR COX That is correct.

DR MIKE You woul d need--

DR COX In an anonynous fashion.

DR MIKE Wll, in the original consent,

they woul d consent to the research as well as a general
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consent for use in other research areas so, if it is not
identifiable, they have given a general consent and you
woul d be able to use it.

DR COX Well-- But that is why | want to
know what the consent is. This is what-- Because this is
the practical issue of where this stands right now. There
is-- Patients are being collected under specified
research protocols and ot her people want to use those
sanples for other stuff and they don't want to be bot hered
by goi ng back and asking if it was okay.

DR MJRRAY: Right.

DR COX So | amlooking at howthat fits
into our boxes.

DR MJRRAY: Carol?

DR GREIDER One thing is howit fits in the
boxes and another thing is what we are going to reconmend,;
the kinds of inforned consent that one shoul d get.

DR COX Exactly.

DR GREIDER R ght? | nean where it fits in
the boxes is very easy to answer.

DR OOX kay. So--

DR GREIDER And the IRB would review it
because it is a new protocol and say it fits in this box.

DR COX: Wll, then tell ne where--
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DR GREIDER The question then--

DR COX --it fits, because | don't see where
it fits in the box.

DR GEIDER It fits-- It would be f, 1 or 2
or 3f. Research studies to be used so identification is
possi bl e.

DR MIKE Wll, heis talking about-- He is
tal ki ng about anonynous. It would fit--

VW had a--

DR COX It would fit under one box, and it
wants to be used in another box.

DR MJRRAY: That is fine because we are
focusi ng on the use.

DR MIKE Use.

DR MJRRAY: Wen you are focusing on the
manner of how- In terns of-- 1In that set of our
recommendati ons, which will deal with tissue to be
collected in the future, we will deal also with the
ci rcunstances under which it is collected in the consent.

DR MIKE Renenber-- Yes.

DR MJRRAY: But our prinmary interest here is
al so--our primary interest, not is also--is with use, and
whet her or not a tissue is regarded as anonynous is

anonynous in use or not.
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DR COX No. But that is what | understand
because that takes the participant in the research out of
the picture.

DR MJRRAY: Right.

DR COX It is the user in terns of defining
how they want to use it that has the control, the
researcher. The subject no |onger is involved unless the
i nformed consent is appeared informed consent.

DR MJRRAY: Right.

DR COX That is the only point I ambringing
up because- -

DR MJRRAY: And | think-- W will |ook at
possi bl e ways that have been suggested about getting that
consent, including getting consent say only for a
particul ar study or a particular Iine of research versus a
general consent to research which could not, at this
poi nt, be contenplated, the details of which couldn't be
cont enpl at ed.

That sinply are-- Those sinply are sone of
the choices that exist right now, and we nay or nay not
choose to recommend that they be incorporated in the sorts
of consents that we envision once this report is in
effect.

DR LO Ton®
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DR MJRRAY: Yes?

DR LO If I could add one other point to
this discussion, it seens to ne that it is inportant that
we keep clear the distinction between research context and
clinical context; that we are pretty much i n agreenent
that, in aclinical context, it is hard to inagi ne how
practically speaking you can get a very detailed or thick
i nforned consent.

And the only thing-- [If | amconducting a big
prospective cohort study where | amgoing to foll ow peopl e
over time, | ought to have anple opportunity to explain,
have them ask questions, re-explain, and get a nuch nore
det ai | ed consent.

And | think the thing that is striking about
David' s exanple isn't which box it fits in; it is the--

If I amasked to sign a general consent form
and | amnot really told what sorts of things I mght be
signing up for and, in particular, I amnot told that
there are certain types of genetic research that sone
scientists may be very eager to do that others find very
controversial or down-right objectionable, if I am not
told that, what | check off may not be very i nfornmed.

And | think that in our discussions of the

extrenme right-hand colums, which | think is different



N

o o A~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

than the clinical context discussions, we need to take
into account that there is research and there is research

And | think if | amthinking that it is al
going to be for diseases |ike diseases | have, or things
i ke cancer or heart attack, but soneone else is really
t hi nki ng of - -what ever - - behavi oral things, or other types
of really, you know, socially controversial and
stignatizing conditions, that ought to be part of the
consent di scussi on.

DR MJRRAY: Yes. Yes.

DR MIKE Wll, | don't agree. | don't
agree because what do we have-- It is not as though this
is the only tine that someone is going to reviewthe
resear ch.

If it is going to be used in a controversi al
research topic sonetine in the future, that is going to be
reviewed by an IRB or other nechanismto see whet her that
is legitimate research, and the issues around that wll
cone up.

DR LQO Absolutely. But that is a different
issue as to whether | want ny sanple used in that
research. The research may be perfectly okay to the I RB
but I may, as an individual, say, "I choose to opt out."

But you didn't--
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DR MIKE True. But you didn't-- But you
have that choice if you are going to be identified. |If
you are not going-- |If you are going to be anonynous, |
don't see how you can-- | just don't see how, when you
are being recruited into the research now, you can ever
get any kind of a notion about possible uses in the
future.

So, | nean, that is what our whol e schene is
about, is about trying to protect that person if you use
it in an anonynous manner or if you use it in an
i dentifiable nmanner.

| mean, you know, what we are trying to do is
trying to find a bal ance between the two, and | don't
think you can use the entry into the initial research
topic as the be-all and end-all about everything that wll
go on in the future.

DR LO R ght. But see we draw different
concl usions about it. So that depending on how nmuch val ue
you put on--

DR MJRRAY: Bernie, | amgetting--

DR LO Wat?

DR MJRRAY: --clues that you need to act |ike
a rock star and stick this right in your face when you

tal k.
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DR LO So starting fromthat--

DR MJRRAY: Thank you.

DR LQO --observation, you can either-- |
mean, you can go two different ways.

(ne says it is so inportant that we not
hanstring scientists that we are going to all ow research
to be used--material to be used--in an anonynous way even
t hough the patient didn't really have very nmuch idea of
what they were getting into as opposed to sayi ng sone
types of DNA-based genetics research may be so
controversial we are going to bend the other way and nmake
it alittle harder for scientists and favorable to nore of
t hose subjects, al beit perhaps few-

DR MIKE But that is a decision to be nade
in the future--

DR LO --who object.

DR MIKE You can't nake it at the tine that
sonmeone is being recruited into a research topic, into a
research protocol that has nothing to do with any future.

DR LO Wll, can you at least tell ne--

DR MIKE | nean, sure. | nean, you know,
I-- I nmean, | wll sign a formthat says, "Don't use ny
tissue for unethical research.” | nean, what good is it?

| nean, there has got to be-- That decision has to be



N

o o A~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

56
nmade sonetinme in the future.

DR LO Mybe-- But ny point is nmaybe we
shouldn't-- | nean, another way to say it is that naybe
we shouldn't-- It is not all clear to ne that you should
say that we are going to allow that research to be done
because we can't go back and get consent |ater.

| nean, naybe the scientist who wants to do
very controversial topics is going to have to put a little
nore effort into recruiting their subject and selling it
on the nerits of the research subject, not because the
sanpl e happens to be there.

DR MJRRAY: Trish and Bette have indicated
they would |ike to speak.

Trish?

M5. BACKLAR Wiat is interesting about this
is, of course, that we do use advance directives; the
things in the future that we really don't know exactly
what is going to occur. So there is sone history that we
have of dealing with the future which is, of course,
uncertain and often unanti ci pat ed.

DR MIKE Well, that is a different question
fromwhat he has raised, Trish. | can say it now "I
don't want ny tissue to be used in the future." It is a

different question that he raises. It is-- | agree with
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you there are advance directives.

M5. BACKLAR Correct. But we al so have sone
hi story of advance directives that don't just say no; they
also say this is what | would agree to, this is what |
woul dn't agree to.

The problemwith this is it becones
exceedingly conplex. And | absolutely agree with Tom and
Bernie in trying to keep this as open as possible. |
didn't mean to direct you into this. | just wanted the
poi nt that there was sonething there; that we have sone
hi story.

And we nmay find it useful to suggest it in
sone way; that it could be enployed in this. Not to close
it off though.

DR MJRRAY: Thank you. Bette?

M5. KRAMER | am havi ng troubl e understandi ng
Bernie's objection because, if it is going to be used in
an identified fashion, then it requires a full inforned
consent .

Soif it is going to subsequently be used for
a research study that had not been anticipated at the tine
that the subject was initially enrolled, then there is,
wi t hout going back to that person, there is no way to get

that full informed consent, so | think you have to nake
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t he assunption-- You have got to | guess have to nake one
or two assunptions. Ether it can't be used at all, or it
can be used in an anonym zed fashi on.

DR LQO That is a very different assunption.

MB. BACKLAR R ght.

DR MJRRAY: Right.

M5. BACKLAR And | would Iike to go back to--
| would like to go back to a discussion that we had, a
very brief discussion--gosh, I don't know-two or three
meetings ago and that was when we rai sed a question of it
is hard--

Before this is all over, aren't we all going
to be part of a group, a community, to whi ch sonebody

mght feel there is stigma attached, and isn't that just a

part of-- Isn't that just a part of the risk that we all
accept, | nmean, or that we should all accept?
DR MJRRAY: |-- Yes. Let nme seeif | can

press Bernie's point because | think I understand the
point, but I nay conme to a different judgenent about it.
| amnot sure. Let me see if | can just press it.

Is it possible, under the kind of thing we are
proposi ng, soneone's tissue gathered under one set of
ci rcunstances, to then becone part of a tissue collection

and to then have the use of that tissue requested, in use

58



N

o o A~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

in an anonym zed nmanner so that ny identity doesn't go
forward but ny tissue does, that it mght be used in a way
that | would, if |I had known about it in advance, find

of f ensi ve?

And | think the answer has to be yes, that
remains a possibility.

Now, what are the alternatives?

(ne alternative is to go back and knock on
everybody' s door and ask themfor consent again. For a
variety of reasons, that is seen as incredibly
inefficient. A so at tines inpossible for certain people
who will be untraceable or dead or whatever else. And
al so, in sone cases, it mght do nore harmthan good
because people don't want to be re-contacted about certain
things. They may not want to be rem nded of so and so.

| guess the issue is, yes, there is a
j udgenent here. That could happen. Are there any
saf eguards against it? There are at |east two kinds of
saf eguar ds.

Saf eguard nunber one is the IRB. And frankly
if I were sitting on an IRB with such a proposal, to do
sonet hi ng which | thought was expl osive, ny inclination
woul d be to say to the investigator, "Look, | could easily

see many people objecting to this so you better go out and
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get sone new sanpl es from peopl e who are consenti ng
specifically to this study.” That is protection nunber
one.

Protection nunber two is if it inplicates a
particular group and it, you know, we keep that category
in our proposal, then we have to get comunity
consultation. And if the conmunity says, "Hold on a
mnute; this is outrageous,” then presunably the IRBis
going to listen to that and say, "You can't go forward in

t he way you pl anned. "

So there are levels of protection, nunber one.

Ohe and two, really.

DR LO MNo. | agree with what you and Larry
both said about the IRB. M concern is are IRBs, as
currently constituted, really fitted to play that role?

And | think having community consultation is
inmportant, but | think we have all seen a | ot of exanples
of I RBs conposed predomnantly of nenbers with affiliate,
institutional affiliations just overl ooking things that
nmore public and comunity i nput mght have pointed out.

DR MJRRAY: Right.

DR COX So that, Tom that you just gave,
was a very clear answer to the scenario that | laid out,

which is if sonmebody cones in for a specified research
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protocol to work on heart di sease and sonebody wants to do
behavi oral research anonym zed, the answer is they can do
it--okay?--with different projections.

DR MJRRAY: Well, that you can nake the
request to use it. Absolutely.

DR COX  Now -

DR MJRRAY: You may not be granted the--

DR COX But it is anonynmous. But now |l et us
go one step further.

And the one step further is that thereis a
really fascinating result in that behavioral research and
people really want to go back and they want to | ook at
t hese people. The researchers want to do it. But they
can't because there is a firewall. "Ch, well, | guess I
just won't go back and look at it."

Gve ne a break. They are going to find out
who these people are. | guarantee you they will. That is
how it works. Ckay. And those people are going to be
contacted. | guarantee you they will. Now, that is how
it works in the real world.

DR MJRRAY: WII| you give us a guarantee in
witing on that, David?

(Laughter.)

DR COX Yes. So-- Because | know ny
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col | eagues that do this work. Ckay? They are |like
bul | dogs with respect to if they have an interesting
scientific finding, nothing will get in their way.

So it is not that they are going to violate
the law, but they will go and they will identify the
physi ci ans who worked with those people. Is it so hard to
find these individual s? No.

So | amjust saying that the firewall-- Ckay?
You can do encryption, you can do any kind of coding that
you want so that the researcher doesn't have access, but
so long as there are ties, there are ways for that to
happen under the table.

Now, | quite appreci ate what you are sayi ng,
which is to have to go back and talk to the patients every
ti me when you do different types of research, that is not
practical .

Al 1 amdoing is tal king about the other side
of it which is that, when the patients are taken out of
the loop and it is being done anonynous, are we really
i ke talking out of both sides of our nouths on that, and
isit in fact the case that those people aren't going to
be re-contacted and you won't have nore information?

And | amquite skeptical about it nyself.

DR MJRRAY: Now, you--
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DR MIKE Can |--

DR MJRRAY: Yes. W have two comments, and
then | want to say sonet hi ng.

Larry and Kathi .

DR MIKE M question to Dave is, is that
what you say is a standard practice, or is that
aberration?

Because | al ways cone back to the point that
we cannot develop rules ained at the aberration. W have
got to develop rules ainmed at the ngjority. And then you
devel op special sanctions for the aberrations.

DR COX | amsorry to say that | think--
okay--although | use it in areally extrene exanpl e, that
it is nore the standard rather than the exception. Wen
researchers have an interesting finding, they pursue that
finding, period. And it is not the patients' interests
that are the ones that take primary concern. It is not
the subjects' issues that take primary concern.

DR MJRRAY: Well, you know what, David? |
realize this is kind of an awkward thing to say at an
et hics comm ssion, but that is wong.

(Laughter.)

DR COX | agree.

DR MJRRAY: kay. Then we will put that on
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t he record.

| nean, | think part of what we are designing
are systens, as Larry points out, not that won't stop
every possi bl e nmal efactor from doi ng somet hi ng w ong,
al t hough we woul d also |ike to have themin backup systens
and cone and try to nail those people and punish themfor
it, but we-- But that is wong.

And | don't care how enthusiast you are about
your finding, you don't violate the protections of hunman
subjects to get those findings. | thought we established
t hat about 50 years ago.

DR COX | agree. But the problem- The
reason-- (ne of the reasons why NBAC exists is because
all those things are witten down and they work not so
wel | because people give lip service to it, but they don't
act onit wth respect to human subjects research in the
way that there are laws with respect to ani mal research

So | have no problemw th a firewall, but I
woul d i ke not to see, you know, a fire go through it.

And right now!l amsaying that | don't think our society
has ways of inplenmenting the concept of the firewall
because | think that it is too | eaky right now, socially
and culturally.

DR MJRRAY: kay. | have nore to say but |
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want to give ny colleagues-- Carol, Steve, Bernie.

DR GREIDER | just have a quick question for
Davi d.

Thi nki ng about it very soberly, what
proportion of scientists doing research do you really
think woul d have that sort of a bulldog attitude, know ng
that there are people concerned with the kind of research
that mght be going on; that there are concerns with their
research; that they would ignore it anyway and go ahead?

A serious re-estimation of what you just said.

DR COX Al | can tell you, and this is
printed, and it was the head of a very-- The president of
a promnent scientific society who, at the end of his
presidential remarks, made the comment that if it is the
patient's consent or our right to do research, | wll go
for our right to do research. It was a public
presidential statement that is witten down.

M5. KRAMER David, | amsorry, would you
repeat that. | didn't--

(Laughter.)

M5. KRAMER | couldn't hear you.

DR COX That if it is the patient's consent,
informng the patients, or being able to have the sanple

to do the research, | will vote for going and doing the
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resear ch.

DR CGREIDER But that is one individual ?

DR QOX: It is one individual as the
president representing the society.

M. KRAMER And he nmade that remark in
public?

DR COX In public. A presidential address.

DR MJRRAY: | skipped over Kathi in comng up
with the list of speakers. Kathi?

DR HANNA® | just wanted to nmake-- | wanted
to make the point, and this ties into what | think David
is trying to say, and nmaybe there is a nore diplonmatic way
of putting it, whichis that | think that, for sone, |
guess- -

The question | would ask is how truly useful
woul d anonym zed sanpl es be? And | think for nost
geneticists they would say not too terribly useful unless
they are doi ng nol ecul ar epi demol ogy. They are just
trying to find the preval ence of a marker in a popul ati on.
And that the data--the clinical data--that are tied to
that anonym zed sanple are probably insufficient if they
want to go further and try and find gene function, or do
reverse genetics.

So | think that it is not so nmuch that they
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have sone nalicious intent to go and find these people; it
is nore that the systemthat is bei ng proposed woul d
render these sanples virtually useless to themunl ess they
coul d go back, and so they are going to have to go back
and they are going to find a way to go back.

DR COX Sure. That is what | amsaying. It
is not enough saying that these are bad fol ks at all.

DR MJURRAY: Yes you are.

(Laughter.)

DR COX kay. That is not what | am saying.

What | amsaying is that if there are ways to
get around the system they will do it because of what
Kathi said. It is because in order to have things of
utility, the system precludes what they need, and they
wll go and find ways of bending the rules to be able to
get that.

DR MJRRAY: Steve and Bernie.

MR HOLTZMAN | ama little puzzl ed.
Speaki ng as an organi zati on that spends $50-3$100 nillion
dol lars a year on genetic research, we conduct all of it
in an anonym zed nmanner as we have been tal ki ng about and
have no problemdoing it in an anonym zed nmanner. So |
think we have to get a little nore granular in our detai

in what you are tal king about, David.
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It is one thing to say, "I want to go back and
get nore clinical information." It may not be sufficient
for identifying the individual, hence it can still be in

an anonym zed nanner.

If | collect it in the context of a research
study, prospectively, | probably address the issue of re-
consent, or rather re-contact, in that precisely because |
thought it mght be the case with respect to a subset that
| found | mght wish to go get nore phenotypic
information. Gkay? Al of those things are consistent
wi th what we have been proposi ng now.

You are suggesting that the paradigmcase is
the instance in which you have phenotypic information
about a research sanple collected, let us say, in a
clinical context with mninal consent--all right?--so the
i ndi vidual had no idea they were participating in this
research, and that goi ng beyond wanting to go back and get
sonme nore nedical information that is non-identifying,
rather the researcher has to get to that individua
presumabl y because they have to get another sanple. Ckay?

DR COX  ay.

MR HOLTZMAN And to ne that is not the
paradigmcase at all. | find that very infrequent.

And so | amnot sure what you are referring
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to, Kathi, when you say that what we are proposi ng doesn't
work for the majority of genetic research. | just-- It
is pal pably false to ne.

DR COX But, Steve, | wll tell you why
believe that is the paradigmcase, or wll becone the
par adi gm case.

It is because that it is not the-- M belief
that what genetics does is it takes big popul ati ons and
stratifies themdow to smaller groups, snaller groups
that are difficult to find; to go out and to recoll ect
because those people are fairly rare. They are nmaybe 1
percent of the popul ation.

So you maybe have 10, 000 people but that 1
percent is going to get a lot of attention, a |ot of
attention. Everyone is going to want to junp on and study
that 1 percent of the people that have a particul ar
geneti c make-up

So those people are going to get inundated by
bei ng studi ed and you say, "Wll, do it anonynous."

Rght? O go out--

| mean, | don't understand that if it is
anonynous how you, as a researcher, who do you talk to go
and get the extra information that you need to design your

clinical trial or to ask about rel ationships between
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70
different types of diseases? Wuat is the process?

| mean, | amopen to the process. | guess
what | amsaying nowis |I don't see that we have a process
for doing this and I don't--

(S mul t aneous di scussi on.)

MR HOLTZMAN  You said two different things.
If ny desire is to go back to do a clinical trial
obviously | have to find the body, the person.

DR OOX  Yes.

MR HOLTZMAN. If, on the other hand, as we
have proposed, a one-way perneabl e nenbrane, so that
addi ti onal phenotypic information, or clinica
characterization can be available, | can go back and say,
with respect to Sanple 71, where you gave us the foll ow ng
phenotypic information, it would be really useful, given
what we have discovered, to see if you have any additiona
phenotypic information of the followi ng sort. And get
t hat .

DR COX And |l amwth you. Ckay? So--

But the only dispute that we have, in terns of
the paradigm is that nost, is nost of the research going
to be in the context of doing stuff that doesn't relate to
sort of clinical trials that are comng up with therapi es?

I's that going to be the nost useful research or is nost of



N

o o A~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

the research going to be focused nore on clinical trials
that involves the body of the individual?

And | would argue that the future is going to
be nore in the direction of clinical trials involved in
t he body than anonym zed stuff where you get a little bit
nore information to publish another paper. Again, that is
just a personal opinion.

MR HOLTZMAN  Yes. | think it is highly
i npr obabl e because, when we have | ooked carefully at the
economcs of thinking of doing famly studies as clinica
trial populations, it just doesn't nake sense. It doesn't
work. You can't get the nunbers and if you can get the
nunbers, then the labeling you will get for your drug is
so snall that you couldn't economcally justify it.

DR COX If | can nmake one nore statenent in
this regard, and it is a front-page article in the San
Franci sco Chronicle last Friday, and the headlines to it
was "Bi g Bionedi cal Budget Push by dinton.”

And in it were sone statenents fromR chard
Kl ausner, of the National Cancer Institute, saying that in
t he next year he has a $3 billion dollar budget planned
because he believes that clinical trials are really at
risk inthis country and that he wants to have nore access

to patients that want to be involved in clinical trials
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and thinks that we need a new nmechani sm because that is
the future of research.

So that, if he was correctly quoted, was the
front-page news article fromthe head of NC .

MR HOLTZMAN  That is not inconsistent
though. Al right? |If you are asking ne whether or not
there will be a pharnmacogenetic basis for nost sel ection
of individuals for clinical trials, | think that is true.
Al right? But | don't think it will be necessarily
famlial or with respect to specific ethnic groups.

| don't want to get into the details here
about sni ps and common variants, but you know what | am
t hi nki ng.

DR COX Al right.

DR MJRRAY: Bernie?

DR LQO | just want to suggest that | think
it would be really hel pful, at least for nme personally, if
we coul d have sone specific case scenarios. So | think
David has sone in mnd. Steve, you clearly have sone in
mnd saying that we can do a lot of really good research
in an anonynous way. Kathi, you are concerned. | nean,
to have that give flesh to the report woul d be hel pful

| also think it would help us as we deliberate

because it is one thing to | ook at an abstract grid and it
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is another thing to say, "Here are sone typical research
protocol s that our best thinkers are saying are typical of
what we are going to be facing." How well does our
analysis fit?

DR MJRRAY: Rght. | sense that issue has
burned itself out, at least tenporarily. AmI right?

DR SHAPIRO Could | just ask a question?

DR MJRRAY: Yes.

DR SHAPIRO Is the subcommttee deci ded on
why you wanted two rows or three?

DR MJRRAY: | couldn't hear you.

DR SHAPIRO Is the subcommttee deci ded on
whet her you want two rows or three here? And | think it
really nmakes sone difference. And | don't have an-- | do
have an opinion, but | would rather hear the coomttee's.

Q, Tom if you think that is premature to
even di scuss now, by all nmeans |let us cone back to it.

DR MJRRAY: | don't know. | don't think we
have deci ded whether to have-- Wen you say two or three,
| take it you nean-- W& have all agreed, | believe, that
where you have got an individual and there is no sort of
group at risk, no community, "identifiable community,"
that that is Colum 1, and we all agree that that has a

certain set of rules.
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The issue is, is there-- Were there is an
identifiable comunity, ought we to do things differently?
And do we need to have separate rows for--rows, not
colums--rows for when there is no likely harmor sone
possibility of harmif, in fact, we intend to recomrend
sone nodel of community consultation, rather than a kind
of community veto? | thought it was a good questi on.

M5. KRAMER  Ton?

DR MJURRAY: Carol and Bette.

DR GREIDER | just wanted to say sonething
because | think that Zeke was the one that was really in
favor of having three rather than two, so | was trying to
recreate in ny mnd what Zeke mght say, just trying to
remnd nyself what his argunents were for having three
separate rows.

And it mght have been because the sort of
hoops that one woul d have to junp through woul d be
different for Colum 2, Row 2 versus Row 3. And that is
why initially it was set out as three, to not put in the
extra added burden where one isn't needed. | amjust
trying to think through why we initially had three.

DR MRRAY: Right.

DR GREIDER And so that mght be com ng back

around to the issue of a consultation or comunity
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i nvol venent m ght change sonewhat how we woul d address
that if it is less of a consent versus an invol venent.

DR MJRRAY: Maybe | shoul d just add
sonething. Wen we heard the-- | can't renenber the
fellow s nane fromthe | ast neeting.

DR LQO Jack Killen.

DR MJRRAY: Pardon?

DR LQO Jack Killen.

DR MJRRAY: Jack Killen, yes.

One of the things that Jack Killen hel ped ne
to understand better was that comunity consultation did
not nmerely constitute an obstacle or a punishnent. Quite
the contrary, in fact. It often contributed in some very
substantive but al so sonetines subtle ways to the design
of a particular study, to the ability to access subjects
for study.

And nmaybe one possibility thenis to sinply
say not have two and three, just have two. Just so where
comunity is involved, to then recommend comunity
consultation be undertaken. MNow, | think that is, at this
poi nt, where I would lean, but I would Iike to hear what
ot hers have to say.

And Bette and Trish and Bernie and Harold are

all inline. Bette?
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M5. KRAMER | just-- | want to understand
clearly. Wen we use the term"consultation" as opposed
to "consent," that inplies that the community does not
have the right to veto the project. Is that correct?

DR MJRRAY: That is ny understandi ng, yes.

M. KRAMER  Ckay.

DR MJRRAY: A though I think practically
speaking, if your community wi th whomyou were consulting
said, "This is a God-awful thing and we woul d recomend
that no one in our community cooperate with it," you woul d
be foolish to go ahead with it. So | think, in effect,
there is a kind of veto, but we are not going to call it
that. W are going to call it consultation.

DR GREIDER You mght not be able to go
ahead with it.

DR MJRRAY: You mght not be able to go ahead
withit.

M5. KRAMER R ght. And then I don't think we
ever really addressed satisfactorily, at |least not in ny
m nd, what do we do when there are dissenting opinions
wi thin the community?

DR MJRRAY: As | think it is not an unconmmon
feature of discussions with the various groups invol ved

with HV research, which is where a | ot of our experience
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with coomunity consultation conmes. You deal with it.

M5. KRAMER And we have the probl em -

DR MJRRAY: Negoti ate.

M5. KRAMER --of the Ashkenazi Jew sh wonen
in the Boston area who didn't want to consent to a study.

DR MJRRAY: Right.

M5. KRAMER That was nonet hel ess bei ng done
in other places.

DR MJRRAY: Right.

M5. BACKLAR | think if you go back to the
first section, where you have commnity, no potenti al
harns, and community, potential harns, the reason you have
to get those boxes into one is because who is going to
nmake the deci sion about what those harns are other than
the community itself? That they need to address it.

| nean, it is not going to be very good if it
is an outsider who is saying to you, "Ch, no harmto you
inthis particular case.”" So that is the argunent that |
woul d have for putting themin one box.

DR MJRRAY: For putting them- For not
separating then®

M5. BACKLAR For not separating.

DR MJRRAY: Yes. | think it is a good

argument, Trish.
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Ber ni e?

DR LO I think, to follow up on a point you
made, Tom | think we should try in the report to put
forth a position that community consultation is a
beneficial thing for the scientists and for the research.
It is not a hurdle. It is not an extra admnistrative
bur den.

That, in fact, anyone doi ng genetics research,
where sone sort of ongoing interaction with patients or
cooperation of the community is needed, woul d be foolish
totry and plan a study w thout involving the community
fromthe onset, it seens to me. So that this shouldn't be
a conflict; it should be a congruence of interest.

DR MJRRAY: Harold, and then Larry.

DR SHAPIRO M/ main point was the sane as
Trish's so | amnot going to repeat that. | just want to
say one thing.

Wien | | ooked over the overview of this paper,
as Kathi knows fromthe comments | gave her, | really
objected to sone of the distinctions that were nade there
between the researchers and clinicians. |If | believe
David, | may reconsider ny position there. But, in any
case, that we will cone back to |ater

DR MJRRAY: Larry?
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DR QOX: Sone of these researchers are
clinici ans.

DR MIKE Just on the issue of community
invol venent in a comunity consultation, that has been
going on for several years now, even outside the genetic
area, so it is not really a controversial issue and |
think it is--

Anybody who is going to try to do research
nowadays is not going to do it on separate individuals,
and | think it is just a practical and an unavoi dabl e
process that one has to take up anyway, so--

And | agree with Trish that it is that
consul tation process that decides whether the harmis
mnimal or severe and then, even if it is severe, whether
the research protocol should go ahead anyway so--

DR MJRRAY: Carol ?

DR GREIDER Wen we first went through this
grid and tried to decide whether there were two or three,
| was thinking about it in the node that we first started
di scussing it, which is the community consent and how one
was going to get consent froma community.

But the discussion that we had wth Jack
Killen last time, about his experience in the AIDS

community and how they really had a very integrated
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i nvol venent of the community with the research, really
dispelled in ny mnd the sort of confrontational us-them
sort of paradigmthat had initially been set out.

And so | have noved fromfeeling like we
really needed to have three to agreeing wth what other
peopl e have now said; that two probably would fit the bil
if we can articulate very clearly the kinds of things that
Jack was |laying out for us as to why comunity invol venent
is inportant as a part of our report.

Because he was very convincing to nme about
that it is not a hoop to junp through, but rather it is an
i ntegrated process of doing the research

DR MJRRAY: Thank you. | think | hear a
consensus that we are collapsing Rows 2 and 3. Are there
any strong descents to that? Are there any weak descents
to that?

DR GREIDER But what about Zeke?

DR MJRRAY: He is not here so we wll have
himdefend it, defend that decision to the group tonorrow,
right? That woul d be--

MR HOLTZMAN | nean, | was with Zeke as
well. As persuading as | amby Pat's |ine of thinking,
the issue was, to the extent that it was a burden for the

kind of study that pal pably couldn't be stignatizing--the
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nunber of whorles on your finger or what-not--it seened
ki nd of onerous.

Again, | think just to echo what two of you at
| east have said, it is conceived of as consultation. It
is avery different kind of hoop and, in fact, it is
positive. | think what we have to acknow edge, however
is the pressure it then puts on us to give sone gui dance
here to whonever we are asking to nmake these deci sions as
to what is a community? Wat is a--

Kathi, | think in the intro, used the
collectivity definition that was found i n the Canadi an
report. Because we are asking the IRBs to say is there a
comuni ty invol ved, nunber one, and, if so, to go get sone
consultation. So | think we will have to give sone pretty
speci fi ¢ gui dance.

DR MJRRAY: That is an inportant point. |I--
VW have-- | want to nmake two ot her observations.

(ne is that we may have achi eved a kind of
enl i ghtened consensus, or we think it is enlightened--we
know it is a consensus--about the value, potential value
of community consultation in these kinds of cases.

M/ guess is that a lot of our scientist
col | eagues are going to have the sane reaction that | am

sure sonme of the scientists at this table had initially.
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Be aware of that. Be prepared for it. W can do our best
inthe report to anticipate that and to explain, you know,
why we think it need not amount to that. But there is
going to be a certain anount of protests and a | ot of
education that will need to take place. Just be prepared
for that, nunber one.

Nunber two is we are still going to have to,
inline with Steve's suggestion, provide sone substantive
gui dance--nmaybe also a little procedure--for figuring out
when a "community" is involved. And naybe that becones--
Ve may need to say that that is, in the end, that is an
| RB deci sion whether there is a "identifiable coomunity."
At issue here, if so, one needs comrunity consultation.

Trish has been waiting, and then David.

M5. BACKLAR | amstruck, as we discuss this,
of how so nuch overlaps w th our discussions in the Human
Subj ect Comm ttee.

And one of the things that | noticed when Jack
Killen was here last tine was that we did not address the
i ssue of therapeutic m sconception, which can occur here
and which we want very nmuch to nmake sure that we get this
into this report, and that when comunities do becone
invol ved they do start to nuddl e up; that between

treatnent and research and what nmay be an advantage to
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t hem and what may not.

And we need to make sure that the researchers
and the IRBs are very aware that, just because this is
genetic research, the same issues obtain.

DR MJRRAY: David?

DR CGOX So | amvery in favor of coll apsing
the three into two.

DR MJRRAY: (Ckay.

DR COX | think that while it nmay scare sone
peopl e doi ng research to think that they have to have
community invol verent, in fact al nost every paradi gmt hat
you | ook at that has been successful has invol ved
communi ty invol verent when it had specific comunities,
whet her they be ethnically defined, or even people with
speci fi c di seases.

DR MJRRAY: Could you hel p us by providing
sone exanpl es of that--

DR QOX: So when--

DR MJRRAY: --to Kathi so we could actually
put those, and name them and describe themin our text?

DR COX  Absol utely.

MJRRAY: QG eat.
aOX: So | amvery--

3 3 3

MURRAY: That would go a long way | think
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t owar ds maki ng the point.

DR COX  Yes.

DR MJRRAY: Bernie?

DR LO | also agree with collapsing the two
col umms.

| think that as we think about the report, |
agree, there is going to be a |lot of resistance anong many
scientists; this notion of community consultation

| think, on the one hand, we do need to
acknow edge that we talked at first; that both the
scientists and the community people need to | earn howto
talk to each other, need to understand, you know, the
| anguages the ot her peopl e are speaki ng.

| think it is going to be acrinonious at
first. | nean, the first couple of years are not going to
be any easier than they were for the Al DS researchers.
But you have got to get people to ook at the long term
not the short term

And then, to follow up on what Steve was
sayi ng, and Tomwas saying, | think we shoul d think
t hrough how far we want to go with this. | think we
shoul d do nore than just say, "Do community consultation.”
W should at least, it seens to ne, identify key issues

that need to be worked out to nmake that neaningful. And
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maybe this is just a process.

| don't think it should be left up to
individual IRBs. | nean, they are going to all stunble
around in the dark. | think the NNH and ot her nati onal
organi zati ons need to take sone | eadership in calling sone
nati onal meetings to achi eve sone gui delines on how you do
comunity consultation. | amnot so sure we need to do
that, but | think we can sort of say soneone el se needs to
do this.

You know, ny own feeling is that we don't have
to settle all the issues. W just have to point people in
the right direction. |If we point themin the direction of
saying community consultation is a good thing, here are
sone issues that you need to address to make it really
work, here are sone procedural things that we think m ght
hel p get scientists thinking about this.

There is going to be a lot of re-training. |
nmean, a lot of geneticists just really aren't that good
talking to people and that is what this is about; talking
and listening. They are going to have to re-train
t hensel ves.

DR MJRRAY: Thank you, Bernie. This seens a
good tinme to take a 10-m nute break.

| f anyone wi shes to do public commentary,
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woul d you please tell Patricia Norris. Pat, would you
rai se your hand so that peopl e know who you are? That is
even better. Thank you, Pat. Wuld you pl ease | et
Patricia Norris know that you would like to do so.

And we will see you--1 have about 3:33 p.m--
so we will see you at about 3:45 p.m W wll start then.
Bye- bye.

(Whrereupon, at 3:33 p.m, there was a brief

recess.)

NEXT STEPS

THOVAS MURRAY, Ph. D,

DR MJRRAY: W have an hour and a quarter.

VW have one public statenent schedul ed to be
provided, so we will need to reserve five or so mnutes
for that. And | think in all curtesy to that--and to that
person--we should not wait until the end but try to do it,
in fact, about the scheduled tine, which was 4:30 p. m

Anong the things we need to do before we | eave
today are deci de how we want to use our tine tonorrow in
the full commttee.

If you | ook at your agenda for tonorrow-if
you don't have it handy I can remnd you what it is--we

have- -

86



N

o o A~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

Harold will wel cone everyone at 8:00 a.m

V¢ basically have until 9:30 a.m to conduct
our prelimnary discussion.

VW have two individuals, Susan Add fromthe
National Heart, Lung and Blood Institute and Patricia Barr
fromthe National Action Plan on Breast Cancer, who are
expected to make comments and engage us in conversation.
And that will go on until about alittle after 10:00 a. m

After the coffee break, we will then have
until 11:30 a.m, which is the time for public statenents.

At that point, we are finished for the day, at
| east as our subcommttee, so we need to use that tine
wel I tonorrow

So as | calculate it, we have for oursel ves
roughly an hour and 20 mnutes, and then about anot her
hour and 10 mnutes. W have about two and a half hours
to do our presentation, when we are not actually al so
engagi ng schedul ed speakers. So we want to use that tine
wel | .

And before we quit today, we need to figure
out who is going to, how we want to use it and who do we
want to |l ead the conversation. Do we want to divide up
responsibility for different issues or different portions?

So | will give you that warning.
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Eric Meslin has also asked ne to raise a
coupl e of points, and I wll do that.

Ohe is whether or not--1 think we did address
t hi s--whether or not we want to have a specific nodel
consent formthat we endorse or whether instead we shoul d
talk nore generally about the elenents of appropriate
consent .

M/ recollection is we tal ked about it--we
di scussed that--and decided not to press a specific nodel
consent form |Is that correct? Does everyone agree wth
that? Not as a statenent of fact, but as sonething we
actual |y woul d want to do.

M5. KRAMER | think we had raised the
possibility of maybe including in the report four or five
exanpl es of consent forns that had been presented to us.
| don't think we resolved it, but we raised that
possibility.

DR MJRRAY: Yes. | think we did talk a
little bit.

Steve, did you-- No

Carol ?

DR GREIDER | just wanted to nmention that it
was pointed out to me by Elisa Ei sman that, in her fina

report on the stored tissue sanples inventory, she has
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col l ected a | arge nunber of sanple informed consent forns.
And | don't know if anyone else got this final report, but
there are a nunber of themin there if we want to | ook

t hrough those to continue the di scussion.

DR MJRRAY: R ght. Yes. | got ny copy about
10 mnutes ago when Eisa handed it to ne, so | haven't
had-- And she pointed out that there are those exanpl es
of consent forns.

And we have the naterial fromthe Nati onal
Action Plan and fromthe Priner(?) Conference and sone
other materials that we may wish to at |least certainly
refer to.

Ber ni e?

DR LO | guess | wuld be in favor of not
trying to devel op a nodel formbecause | think that is
going to change over tine and it is going to go through
iterations. People are going to test forns, find out some
things work, and sone things don't. And | think we are
better off sticking to the goals and principles rather
t han specific forns.

DR MJRRAY: | don't hear any descent from
t hat position.

St eve?

MR HOLTZMAN  Just you can go one step beyond
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goals and principles to the el enents.

DR MJRRAY: Yes.

MR HOLTZMAN R ght? | think it woul d be
very useful. The elenents of the consent that are
i nportant.

DR MJRRAY: Yes. The consensus | thought I
was agreeing with was sonething short of designing or
voting on a specific nodel consent, but rather talking in
somewhat nore general terns about what consent forns ought
to be I|ike.

DR MIKE There is also a practica
obstacle, which is that we are suggesting general consent.
| nean, the consent varies according to the situation.

DR MJRRAY: kay. So | think we are in full
agreenent on that, and | feel very confortabl e defendi ng
our position on that.

Anot her point that Eric has asked ne to raise
with you is to consider whether to regard the stored
tissue report; to publish it first as a "interimreport,"
with a conmment-limted, specified comment period, or
whether to publish it, | presune alternatively, as our
report?

Now, | have a viewon this, but | want to hear

what the ot her conm ssioners say.
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DR MIKE Can you say that again. As an
interin®

M5. KRAMER Can you say that again.

DR MJRRAY: FEric, why don't you--since you
proposed this--why don't you describe what you have in
m nd?

DR MESLIN It occurs-- At least it occurred
to ne and sone others that a report of this inport, one
that is being waited on by a nunber of organizati ons and
whi ch we have prom sed, cannot hope to enjoy the input
fromall possible coomentators and that, since there is no
specific deadline to get it out, except for as soon as we
can in the highest possible quality fashion, that it m ght
be useful to dissemnate an interimor draft report which
contains all of the deliberations and our recomrendati ons
and allow for a period of public conment, to be deci ded on
as a reasonabl e amount of tine, that would all ow as many
peopl e as possible the opportunity to read it, to think
about it, and to provide whatever comments or input that
they felt appropriate.

That public accountability nodel | think is
very useful, but it also | think provides an opportunity
for the coomssioners to hear views that they mght not

ot herw se have heard by individuals who could not conme to
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the neetings, who weren't able to provide witten
docunments. These would certainly be seen as comments and
woul d be considered before the conm ssion issued its fina
report shortly thereafter.

M5. BACKLAR | think it is a great idea

DR MJURRAY: Harol d?

DR SHAPIRO | also amstrongly supportive of
that idea. And we have a nodel which I think worked very
well and that is the Canadian group, what is called the
Tricouncil, which publishes various drafts up on the Véb,
and it was extraordinarily inproved fromdraft to draft,
at least as | feel it.

And | think it was mainly comments from peopl e
who hadn't had an opportunity to be at the neetings,
hadn't fully understood exactly what the recommendati ons
were until they could see themlaid out that way. And so
there is an easy way to get it around now. And | think it
would Iend an awful lot nore credibility and probably
increase the quality of the final docunent.

DR MJRRAY: Bette?

M5. KRAMER Vell, it would also, if we in
fact go forward with the public opinion survey, enable us
to incorporate anything that we learned fromthat in the

final report.
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DR MJRRAY: Then the final report woul d be
maybe in our lifetine. | nmean, it is a while before |
think we are going to have a public opinion survey to
i ncor por at e.

M5. KRAMER No. | amsorry. | don't
understand. Wich is going to be further into the future.

DR MJRRAY: The wait until we get the results
of the opinion survey, while | think it is within our
lifetime--

| guess | don't have the same enthusiasm for
doing it as an interimreport. | understand the
argunents, and sone of them| find pretty good for doing
it that way. People are |ooking for guidance from us.
And are we going to say, "Wll, here is our guidance, but
it is not really our guidance because it is only an
interimreport and we mght change things."

And it will mean, quite frankly, that a
consi derabl e portion of our energies after this report,
when we are working on the next one, wll have to go back
and revisit this report. And I amvery concerned about
the time and the attention of comm ssion nenbers so |
think there is a trade-off that we need to be conscience
that we would be naking if we chose this strategy.

DR SHAPIRO Tom | think you are right. It
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is atrade-off. But, one, | think the staff can be very
heavily involved in dealing with this at the response
| evel, and then bring sone changes to us if there are any
at that tine. And, you know, | think your point is a good
point. | mean, | certainly understand it. But | think on
bal ance that we would still be well served.

| don't think we should give a long period for
comments. | think we give a relatively short period for
comrents. | don't know what that neans. | haven't
thought that out. But it is weeks, not nonths, that I
have in mnd. But | understand the point. It does cost
sone- -

DR MJRRAY: Let ne actually nmention one other
virtue of doing it as an interimreport. People are nore
likely toread it if there is a chance that they can
actual | y make suggestions that will help shape, that wll
help nodify it. That-- | have to grant that as maybe one
of the strongest argunents in favor of doing it as an
interimreport.

DR COX Yes. And, Tom that is actually the
point that | was going to bring up. | amin favor of an
interimreport, but for that purpose. Because if Eric
Cassell was here he would call it education. And by

calling it aninterimreport, you are going to get nany
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nor e- - hopef ul | y- - peopl e i nvol ved.

| ampessimstic in terns of how useful the
input is going to be because it is going to be not from
peopl e we haven't heard before, but it is going to be from
all of the people we have heard frombefore, and we
al ready know what they have to say. But that perhaps at
|east it gives the opportunity of education and havi ng
nor e peopl e invol ved.

So | quite agree with your points in terns of
the downside--and for ne it is a fine line--but I amnore
in favor of it being an interimprinarily for this
education part.

DR MJRRAY: Carol?

DR GREIDER | agree. | think that if we can
really publish it on the Wb where people could really
have access to it, then it would be a very useful thing to
be able to get comrents back.

| nean, | always circul ate anything before |
publish it to colleagues to get comments fromthem

If we couldn't publish it in sonething that is
quite that accessible, | would be less in favor of having
a draft report that is just a paper report that is going
to be difficult for people to get a hold of anyway.

DR MJRRAY: Bernie?



N

o o A~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

96

DR LO Yes. | wll just put ny vote in for
having an interimreport and getting feedback. | think
pati ent advocates and the scientists are going to have to
live with the report, so we should give thema chance to
gi ve us sone feedback

DR MJRRAY: If we publish it on the Wb, that
will certainly make it available to people with access and
sophi stication about getting--using--the Wrld Wde \Véb.
WII that get to all, you know, nost of, if not all, of
our relevant publics? To scientists | expect it woul d.
Wul d the consuner groups, public groups, be able to do
t hat ?

DR LO | think a lot of the people would be
able to, sure.

DR MJRRAY: Yes.

DR SHAPIRO W order pizzas on the \Wb.

(Laughter.)

DR MJRRAY: W order pizzas on the VWeb.

M5. KRAMER  You know, Tom | suspect if there
is agroup that wants to pass it around to their
particul ar audi ence, they can always-- There is nothing
to stop themfrompublishing it thenselves or printing it.

DR MJRRAY: Rght. Rght. WlIl, this sounds

like | seemto be the only one who has dug-- | haven't



N

o o A~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

97

exactly dug ny heels in. | ambeing dragged al ong though.

| think it mght be well then to nention this
tonorrow to the full commssion, do you think? | would
rather not have it take up part of our brief substantive
tinme, but as we tal k about strategies for publication, if
we could nention this as a possible strategy that, if it
wor ked wel I, | suppose could be a nodel for other reports
where it was equally suitable. | amnot naking a
j udgenent whether it would al ways be suitable, but | am-

Ckay. | think actually we have gotten an
answer to that question then.

Dl SQUSSI ON OF T1 SSUE SAMPLES REPCRT ((GONTI NUED)

THOVAS MURRAY, Ph. D

DR MJRRAY: Let us get back to the substance
of the report, shall we?

Trish?

M5. BACKLAR | amnot sure that | nmade nysel f
cl ear about one thing in terns of the Tissue Sanple
Report, and that is | have a concern about cutting out
people fromgetting information about research that-- |
amvery concerned. Just as though it--

As a private person, if sone of ny tissue was
used for research, | would want to know i f sonet hi ng was

inportant to me, so another reason for being very cautious
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about a firewall. That is all I amsaying. | don't think
| made that clear before.

DR MJRRAY: Let nme see if | understand your
point. Asl-- Andlet nmetieit into-- Because it is
one of the things we need to talk about. There are two
ci rcunst ances under which people may want to reach this--
what we have called a--firewall. W probably need a
better netaphor, but that is the image we are stuck with
at the nonent.

One of themis this sort of-- It is David's
cadre of researchers who really, really want to find out
who t hose peopl e are.

DR QCOX The Spice Grls. They really,
really, really want to know

DR MJRRAY: The Spice Grls.

(Laughter.)

DR MJRRAY: Wll, listen | was in England for
a week in Decenber and they are al ready passe so how
qui ckly-- How fleeting is fanme?

So that is one notivation, right?

The second notivation though is one that |
heard fromthe mni-hearing participants in d evel and--and
| gather it wasn't just in develand that this was

articulated--that there is a feeling on the part of people
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who contribute to research, by whatever neans, including
tissue, that, if it is possible for that research to
benefit them then it ought to benefit them

That they sort of nmade a kind of contribution.
If scientists |earn sonething about themthat they ought
to know, they would Iike to have the opportunity to find
out.

| was surprised at the intensity of that
feeling. MNow that exists | nmust say with an equally
intense desire to protect privacy.

M5. BACKLAR That is what | amreferring to.

DR MJRRAY: Yes. | thought it was that
latter.

M5. BACKLAR R ght.

DR MRRAY: Right.

M5. BACKLAR | just wanted to nmake sure that
| saidit.

DR MJRRAY: W need to talk about that. |
nmean, if our recomrendation said that this nust be a
firewall that is as absol utely unbreachabl e as hunan
ingenuity can nake it, then we have elimnated both those
breaches, or we try to elimnate all those breaches if
possible. Do we want to set up sonething |ess than that,

at least in certain circunstances?
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Now, ny reading of the summaries of the Priner
nmeetings and the National Action Plan on Breast Cancer
nmeeting is that there was sone sentinent there as well;
that--you know, particularly of this latter sort, the kind
Trish was concerned about--that that ought to be possible
when it was really, really inportant and clinically
rel evant, or sone other intinate personal way relevant to
the subjects. So we need to address that.

Ber ni e?

DR LO Yes. | thinkit is areally
inmportant topic, particularly in the context of anonym zed
versus anonynous sanpl es; that we have in this grid the
possibility of having sanples that are anonynous to the
researcher but |inkable to sonmebody el se.

And so it is not a matter that you can't
contact the person because you sinply don't know You
could if you kind of could work backwards through the
system But we have constructed a systemthat says, "It
is not going to be permssible to do that."

And it seens to ne there are a |lot of reasons
why you mght want to get back to the patient. e is
just the patient is curious, the patient wants to know,
the patient thinks that is part of the arrangenent of

donating tissue.
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There is another situation in which clinically
the researcher, as scientist/clinician, thinks it really
isin that patient's best interest in that you have nade a
di scovery which is far nore powerful than you had
anticipated, so rather than just a slight stratification
you have got a conbinati on of genetic findings that
predicts wth--whatever--80 or 90 percent |ikelihood that
soneone is going to develop a serious formof cancer. And
you didn't anticipate quite that at this stage of your
st udy.

| think the pressure on the
physi ci an/scientist to say this has clinical inportance
and I would like to at |least offer the patient the option
of learning it is going to be very powerful.

Again, we saw this in the Al DS epi demc where
there was a lot of AIDS testing early on that was done on
anonym zed sanpl es, sanples that were taken for other
contexts and then stripped of identifiers. And you found,
you know, 5 percent of people were HYV positive.

And you coul d have contacted them had you
allowed the systemto work. They were contactable at one
time. But for a whole |ot of reasons, many of which |
actual |y argued persuasively at the tine, you chose not to

do so.
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| just think it is an issue. It is a dilemm.
It is areal dilenma that we need to sort of sort out.

And | think a lot of the concerns that were present in the
Al DS epidemc, where you really needed to get an accurate
pi cture of the epidemc--you were afraid of biosanples,
scaring off people who were at highest risk--really don't
apply to the type of DNA-based research we are tal king
about .

So the values that stay are sort of the
conveni ence of doing the research versus either the w sh
of the patient to be infornmed or kind of a beneficence-
oriented argunent that it mght be in their best interest
to know.

And | just think the idea of a firewall sounds
neat because it seens to solve sone problens at the front-
end. It actually nakes, creates dilemas after the
research is done and you get--what we all hope for--
smashingly positive results.

DR MJRRAY: Steve and Davi d.

MR HOLTZMAN | just have a qui ck conment
that struck ne when you said the kind of DNA research we
are tal ki ng about.

| thought this coomttee agreed that what we

were dealing with was nedi cal research on stored tissue
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sanpl es, not just genetic research. Al right? And I

think that is just-- And | think we are going to have to

cone back to that

issue. Just | think that is very

i nportant because three tinmes | have heard that in the

| ast hal f-hour.
DR
VB.

DR

MJURRAY: Let us nail that one down.
BACKLAR  Yes.

MJURRAY: Do we agree with Steve that--

nmean, | think practically | can't find any other way to

think about it.

If we are going to come up with a set of

policies and practices about research of stored tissues;

to say they only apply if the research is "genetic" and

not otherw se seens |ike a--

no favor to anybody involved in the process.

Is that-- Now, if there is any di sagreenent

with that, please let it be known.

DR
DR
VB.

DR

GREIDER | agree with Steve.
MIKE Say that again.
BACKLAR | agree.

MIKE Are we saying that it is tissue

research? But a lot of the concerns that we have been

di scussing don't apply outside the genetic area.

V5.

MR HOLTZMAN A lot of the concerns we have

BACKLAR  But they m ght.

It seens |ike we are doing
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been di scussing don't apply within the genetic area.

DR MIKE | amsorry. Wat, Steve?

MR HOLTZMAN A lot of the concerns we have
been di scussing don't apply within the genetic area. They
apply-- Mbst of the concerns we have, have to do with a
set of findings about biological information that pertain
to issues |like predisposition, stigmatization, et cetera,
et cetera, which cuts across genetic and non-genetic.

| mean, if we are going to--

DR MIKE But it is not because | have a
pi ece of bone that people are looking at; it is because of
the genetic material within the bone. | nean, you nay
di sagree that stignmatization has nothing to do with

genetics, but that is what we have been di scussi ng.

MR HOLTZMAN  Well, it actually--
DR MIKE You know, like-- Vell, let us
take a ridiculous exanple. | notice that the definition

of tissue includes feces and urine in our draft.

DR GREIDER It won't.

(Laughter.)

DR MIKE (kay then. There you go. There
you go. Then why are we tal ki ng about tissue outside the
genetic context?

DR QCOX | think there is a conprom se
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position here and the conpromse position is--1 think this
is what you are sort of trying to nail down, Steve--is
that we had agreed that genetic information isn't
inherently different fromother types of nedica
information. That is-- | recollect that that has
definitely been agreed to.

Having said that, it doesn't nmean that there
are not situations where genetic information has sone
different inplications than other nedical information, but
that we don't--

(Laughter.)

DR COX W don't want to-- |Is that better?
Ckay. | don't want this-- | amscared of them

DR MJURRAY: Just remenber all those G ateful
Dead concerts, David. They were right up to the
m cr ophone.

DR OCOX So | agree with you, Steve, but
don't think we want to carve it out, you know, and just be
tal ki ng about genetics. But, on the other hand, there can
be special situations and we highlight those if we see
that they exist.

And that was exactly the point, Tom that I
wanted to make in this context of the firewall, too, is

that it makes us feel really good if we have a single box

105



N

o o A~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

106
we can put everything in and close the lid. But that is
not the way |ife works.

So that if we could put nost of the things in
the box, but then delineate certain exceptions that we
think are likely to happen, and we acknow edge that they
m ght happen, and we say-- And if they-- And so these
are things we have to think about because the box isn't
perfect. Then | think that is reality.

And so | amnore than willing to go w th what
you say, Steve, but then if there are specific exanples
t hat appear, you know, special for genetics, just
highlight those. But it is not to say that genetic
information is separate fromother nedical information.

DR MJRRAY: W nay be flogging this nore than
we need to. | nean, | think if our report-- W would say
in our report that we just-- W explored this issue of
t he use of human tissues in research because of the
ability to extract |arge anounts of genetic information
potentially fromthat tissue, and that is part of the
opening of the report in fact.

VW could then sinply note that it woul d make
sense to, you know, since tissues can--

DR MIKE Aren't we the CGenetics

Subcomi tt ee?
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DR MJRRAY: Pardon? W are the Cenetics
Subcomm tt ee.

| guess all | want to do is not ghettoize
genetics and al so not nake peopl e | abor under two, sort of
two radically different systens for not good reasons.

So we mght just say, you know, we think what
we are proposing woul d make sense as a general set of
princi pl es and procedures governing research w th hunan
ti ssues, even though we cone into this fromthe genetic
angle. | would | think be content to say that mnuch

DR GREIDER Wiy do we need to say that there
are special instances in which genetics is different?

That is what you just proposed, David.

DR COX | amsaying that, if people want to
say that, then we need to define the special instances.
And | woul d give an exanpl e nyself of what | woul d
consi der a special instance in terns of being different.
And it is a quantitative rather than a qualitative
difference. And it has to do with what the predictive
power is.

So | would say that if sonebody-- |If genetics
had a 95 percent predictive power, where nost other
information had a 25 percent predictive power, genetics is

different. And it is different because it is nore
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powerful in that specific instance of prediction. Not
overall, but in that one instance. There can be specific
exanpl es that the--

The specific exanple--it is a well worn one,
but to nake the point--is Huntington's disease. Ckay?

The power of genetic information in Huntington's disease,
when you know that change in the DNA, is an unbelievable
power .

DR GREIDER What about the predictive nature
of sonebody that is infected with HV virus? There is a
very high predictive feature there and you woul dn't say
that that is a genetic. So there are predictive powers
that aren't necessarily genetic.

DR CGOX Oh, no. And | agree with that. Al
right? So | amnot saying this is unique to genetics, but
it is unique to the specific case.

MR HOLTZMAN It is unique to a nonogenic
hi ghly penetrant disorder.

DR COX Bingo. Thank you.

MR HOLTZMAN  Ckay. Wi ch, when you think
about HV, is nonogenic, a single genone, if you will--all
ri ght?--and highly penetrant.

DR COX Exactly.

MR HOLTZMAN So the point is--
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(S mul t aneous di scussi on.)

DR QGOX --is an exanple.
MR HOLTZMAN --and what we are concerned
about-- Wiat | always find very useful heuristically is

to forget I even knew the word "genetic" and ask what am
concerned about? Al right?

And you find that there will be cases where
the analyte is DNA, the analyte is RNA, the analyte is
protein, instances where it is heritable, instances where
it is not heritable but it is comruni cable, instances
where it is DNA but a somatic mutation. Al right?

DR COOX Exactly. And you use those
exanpl es.

MR HOLTZMAN  And | think that was the whol e
conversation that we had in the neeting which Larry wasn't
at when we tal ked about, yes, we are a CGenetics
Subcommttee--all right?--but all of it couldn't be
i nstances of the papers that Zeke brought forward. And |
think there was only one out of the six or seven which was
a genetic study.

And the point he was trying to make
heuristically was the kinds of studies that are undertaken
and where the ethical engine could get going of concern is

not specifically genetic. And | thought we had cone to
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that conclusion. Al right?

| don't nean to flog a dead horse, but--

DR MJRRAY: That is okay.

DR GREIDER So, Larry, why do you want to
limt it to genetics if not limting it to genetics is
nore inclusive, would include nore things.

DR MIKE No, no. | nean--

DR GREIDER What is the reason to--

DR MIKE | amnot limting it to genetics.
| am opposed to saying that the issue that we are | ooking
at--tissue sanple research--is separate fromgenetics, and
itisnot. Toneit is essentially the sane. | nean, the
concerns that are being raised here.

Are you telling ne that the future of research
is diverting away fromthe genetic basis of the tissue
sanpl es? Isn't that where the research is headi ng?

| mean, you know -

MR HOLTZMAN | think research is--

DR MIKE --look at me as the |ay person.
And you are trying-- You scientists are telling me our
concern about tissue sanples is not primarily genetics or
not solely genetics. Convince nme about that.

MR HOLTZMAN  Whose concern? That the

individuals, the lay people's concern or-- Wose?
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DR MIKE No, no. Wiat you fol ks have j ust
raised, which is that this is a tissue sanple issue; it is
not a genetics issue. | amsaying it is a genetics issue
within the tissue sanpl e subject.

O have | just been hearing everything w ong
just lately?

DR GREIDER | think that it limts what you
wi Il discuss about sonething to say solely that it is a
genetic issue. It is a biology issue, which is greater
than just the term"genetics."

DR MIKE Wll, isn't that what the concern
here is?

MR HOLTZMAN | think you just crystallized
it. Al right? If what | was proposing to do was to go
in and anal yze whether or not the tissue had an X and Y
chronosone or X and X chronosone, | don't think there
woul d be a heck of a |ot of concern being generated and
peopl e woul dn't be exercised about the issue. So there is
an exanpl e of genetic research which i s non-concerning.

(On the other hand, take the HV exanple. If
you are going into tissue and you are finding out
sonething that is non-genetic, it does generate a concern.
Ckay?

So the only point we are making is that, when
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one starts to think about it, that the sources of concern
all relate to characteristics of the nature of the
information you are generating and there are inplications
for the individual.

DR MIKE But, Steve, what | amsaying is
that, to ne, that goes all way over ny head. It nakes no
sense.

HOLTZVAN Wl |, | amsorry.

MIKE No. | am-

2 33

HOLTZMAN: | nean- -

=

M1 KE: The exanpl e you use about what is

the rel evance of HV to tissue sanpl e research?

=

HOLTZMAN:. Wat is the rel evance of H V?

MIKE  Yes.

=

HOLTZMAN: |t hi nk--

=

MJURRAY: Bernie, | think--

=

gave an exanpl e.

DR MIKE Ckay. But it is because it has
affected the genone, right?

MR HOLTZMAN  No.
MIKE No?

MJURRAY: Ber ni e?

3 3 3

LO Well, naybe one way to try and

HOLTZVAN  Bernie just went through it and
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resolve this is to try and say that there are certain
types of research that raise profound ethical concerns.
They have to do with telling sonmeone who is relatively
asynptomatic that we can very strongly predict what is
going to happen to you in the future, and it is going to
effect other people as well, and there could be sone
stigma and di scri mnati on.

DR MIKE R ght.

DR LQO Those are not exclusive to genetic
information. And the HV exanpl e and cancer and ot her
things are exanples. But | think what we want to say is
that some of the concerns are genetic exanples and we
expect there will be other genetic exanples.

And to follow up on Larry's point, to the
extent that there will be nore and nore genetics research
bei ng done, we want to kind of anticipate those probl ens.

But the issues we are raising are not specific
to genetics; they spread over a whole | ot of other--

MR HOLTZMAN And that is the point. Wat
you just did is to forget you understood the word
genetics. Wat are the characteristics--al nost the socia
characteristics--that we care about?

DR MIKE No, no. | agree with that. |

nean, | agree with that. But | amlooking at this--
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nmean, when we tal k about genetic information and the
inplications of that information, it is |ike other nedica
information. | agree.

But I amlooking at the specific issue of
ti ssue sanples. Yes.

MR HOLTZMAN R ght. There are all sorts of
anal yses that are going to take place on these, Larry,
which are not just |ooking for heritable genetic
mutations. You are going to be |ooking at somatic
nmut ati ons, you are going to be | ooking at proteins, you
are going to be | ooking at any nunber of different things.
You could be getting all sorts of kinds of information out
of this that are not--

DR HANNA:  Steve, | think-- You keep
referring to this. | think you are msinterpreting what |
am having a problemw th and perhaps what Larry is having
a problemwith.

| don't think either one of us is saying we
are only tal king about heritable nmutation or famly

studi es or, you know, |inear transm ssion of disease.
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| think we are tal king about the fact that DNA

is stable in tissues. Qher forns of medical infornation
that you can get out of those tissues is not necessarily

stable. And | think what-- It is-- Perhaps there is not
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as nuch di sagreenent as everyone thinks there is, but it
is-- Maybe we shouldn't say "genetic;" nmaybe we shoul d
say "DNA-based" information.

MR HOLTZMAN  But-- But-- Now you are
hangi ng the issues of the public policy on the stability
of the analyte, which | really-- | amconfused, Kathi.
nmean, why is that inportant? | nean, if | flesh-- Mre
and nore of these sanples are going to be frozen. A
right? And so in fact you will be able to recover other
anal ytes as well. Al right?

Wth respect to urine, which you said doesn't
belong in the report, | think maple syrup urine is a
genetic condition which one can go and | ook at urine and,
what is nore, one can get proteins out of urine and be
able to-- Soin fact, in a relevant sense, it is tissue.

| mean, what we are tal king about, or what we
care about, and where the engine is going to end up goi ng
has to do with issues of informed consent, issues of
potential predisposition, issues of stigmatization--all of
those things--and the notion of one's relationship to a
sanple. And all of those issues are not a function of the
analyte, are not a function of the nature of the test.

DR HANNAY Well, | think that-- | don't

think that the report so far is suggesting that these
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i ssues are unique to genetics. | nean, in fact--

MR HOLTZMAN | amnot--

DR HANNA®  --if you say repeatedly that they
are not unique to genetics, then | would think your bases
are covered. But | think nmaybe--

And | have asked for four nonths for somebody
to please wite, explain, give nme a reference--or
what ever--that | can incorporate that will counteract, you
know, the tenor and the tone of what is disturbing you.

MR HOLTZNMAN Vel --

DR HANNAT® | can't-- | amnot convinced, in
a way that | can sit down and wite it, so--

MR HOLTZMAN  And that is why-- | amnot so
much referring to the report. It is just that | picked up
a coomment, or twice in the last 15 mnutes that | was
here--and | got here late and | don't know if it was
di scussed earlier--but I had thought that the commttee
had di scussed the issue and had conme to a position. That
is all.

DR HANNA: But the position has to be
justified in the report, and we don't have that.

MR HOLTZNVAN V- -

DR GREIDER So, | nean, Zeke pulled out sone

very ni ce exanpl es of where tissues were used
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prospectively, retrospectively, and we had themall in our
book, and he had | abeled them And, as | recall, nost of
those were not using genetic information by any of these
definitions that we have given

So if we can go back to those actual research
papers that he pulled out for us and | ook at what are the
i ssues that are discussed there--unfortunately, | don't
have themw th nme--but ny recollection is that nost of
themdidn't have anything to do with genetics. That there
are issues that go beyond the genetics that are inportant
in tissue.

DR MJRRAY: David?

DR COX This is a very interesting
di scussi on because everybody is right. And it is the
relative wei ght that people are putting on these issues.

O course there are papers that have been
published in the past with respect to tissues that don't
have anything to do with genetics. Al right? And of
course it is true that one of the reasons why our
governnent and the public is excited about nedi cal
research i s because they believe that genetics is going to
of fer something real special.

So it is where the relative balance is. And

for this coomssionto say it is all in genetics is a
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m stake, but for this commssion to say that genetics
isn't where the action is, and isn't where the excitenent
is, I mean, we woul d get | aughed off the stage.

DR MJRRAY: | didn't hear anybody who want ed
to say that.

What 1-- | have a very sinple-mnded vi ew of
this, which is--1 don't know-1 think mainly that | want
to keep things as sinple as possible. And so if we are
going to articulate a set of principles and recommend a
set of practices about how to deal with research in human
tissue sanples, | would like to just do it as that.

The door which gets us in there is genetics,
and clearly a lot of the action in the future will be in
genetics, but probably not all of it. But all that is
fine. | just want to keep it sinple.

| think we do a favor to everybody involved if
we don't segregate and sort of say if you are using this
sanpl e for genetic research these are the rules, but if
you are using it for sonmething el se these are the rules.
| think that would be a disaster.

DR COX Ckay. But, Tom then having said
that--1 amin favor of keeping it sinple, too--but this is
the point | nade before and I will nake it again nowis

that it is unlikely that we are going to have a single set
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of rules w thout any exceptions that takes account of
ever yt hi ng.

MJURRAY: (Ch, yes.

COoX: And you will get--

3 3 3

MURRAY: No argunent.

DR OQOX: And if there are sone clear
exceptions that we can easily identify, then | woul d
rather face themup-front very clearly rather than pretend
they don't exist.

And | amnot inplying that people are trying
to pretend they don't exist, but | think that in an effort
to keep things sinple sonetinmes we don't want to think
about the exceptions.

DR MJRRAY: Well, there is sinple and rigid.

DR OOX  Yes.

DR MJRRAY: And there is sinple that
acknowl edges the fact that, in an effort to keep things
relatively sinple, you may do injustices. And so you try
to build in sone probably procedural neans for respondi ng
to obvious inequities.

DR COX Exactly.

DR MJRRAY: This is a problemthat you find--
and one finds--in the law all the tine.

| have sone good articles if anybody wants a
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reference on it. Steven Tillman(?) has got a wonderf ul
pi ece on the tyranny of principles about a decade ago and
he sent a report on this.

| think we are okay on this. Now, there are
differences of sentinent here. | amnot sure there is a
ot of difference at the end in the substance.

Kathi needs a reference. | wll give you a
reference. | have the reference. | wll give you the
article that | hope will at least articulate one view of
this.

VW have-- It is alnost time for public
testinony, but what | would like to do is spend a few
mnutes getting us back to the concern that Trish rai sed,
that is, what happens if there is information generated,
t hrough research on tissues whi ch had been used
anonynously, that mght be clinically relevant for the
person who was the source of those tissues?

Just to recap where we have been on this. |
mean, Zeke-- | think we are here articulating Zeke's
position if we say--because | think he said it again
today--he would like to see a pretty inpenetrable or one-
way penetrable wall, not being able to go back, partly on
the grounds that if it is-- You know, at |east a couple

of grounds.
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Nunber one, the kinds of "clinically rel evant
information" generated in research | aboratories are not
clear level, you know, they are not diagnostic tests as we
nornal | y understand them and standardi ze them so there is
sone anbiguity there, nunber one.

And, nunber two, if it is really inportant it
gets published and it gets dissemnated to the health
prof essional s taking care of these patients and so they
wll get the benefit; they will just get it that route
rat her than wal king, rather than by breaching a firewall.

Am1 right? Those are two kinds of standard
ar gunent s?

Now, over against that we have the ki nds of
concerns that Trish has tried to articulate, | think, Do
you-- Wiy don't you pick up the thread, Trish

M5. BACKLAR If there is something wong wth

me, | want to know about it. |If there is sonething wong
wth me and mght affect ny famly, | may want to know
about it. | certainly would want to discuss it with them

But the sinple thing, if there is something wong, | wll
want to know about it.

DR GREIDER But that isn't necessarily true
for everybody.

M5. BACKLAR That is correct. | didn't say
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it was. | said it was a private--

DR GREIDER So that is the issue that you
have to deal with, is that sone--

M5. BACKLAR Correct.

DR GREIDER --people feel that way and some-

M5. BACKLAR So | want to put that on the
tabl e because | don't think that | amthe only person who
believes that and, in fact, Bette-- Ch, no, it was
actually Tom | think, who substantiated that point of
Vi ew -

DR GREIDER But if you allow wal ki ng--

M5. BACKLAR --fromthe focus groups.

DR GREIDER If you allow the wal ki ng back,
because there are people that do want to know, then what
about those people that really don't want to know? So
that is the danger of wal king back is that there are
peopl e who woul d- -

M5. BACKLAR | thought that--

CGREIDER  --want to not know.

BACKLAR | thought that--

3 5 3

GREI DER So where does the wei ght cone

down to--

o

BACKLAR Vait, wait, wait. | did think
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that was why we did all agree that the consent procedures
wer e--the consent refusal procedures were--very inportant
in the tissue issue so that if you refuse it doesn't cone
back, but | don't-- | would not want to be cut out
because of sone procedure that was put in place that
didn't give ne the option.

DR GREIDER Wiat about the al ready-collected
sanpl es where there was no such--

M5. BACKLAR Well, | can't live
retrospectively.

DR GREIDER Well, | nean--

M5. BACKLAR | amnot--

DR GREIDER --we are dealing with that

t hough.

M5. BACKLAR R ght. Well, obviously I can't
alter that in which there is no way back. | nean, it is
not - -

DR GREIDER There is a way back.

M5. BACKLAR It is like O pheus and Eurydice.
If you | ook back it is over wth.

DR GREIDER Well, there is a way back--

M5. BACKLAR There is a way back?

DR GREIDER --currently, but those people

haven't said whether they would or wouldn't want to be re-
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contacted. That is the issue. And if you re-contact
them you mght be giving theminformation that they don't
want to know and you are already--

M5. BACKLAR You are giving themthe option
of saying yes or no, you see. You are giving themthe
chance to say yes or no. |If there is a way that you can
go back, you are at |east--

DR GREIDER Not if you have a piece of
i nformation about sonebody and you are contacting them
because you know this information and you want to get nore
information fromthem Just by contacting them that is
gi ving them sone information.

DR MJRRAY: Harold wanted in on this.

DR SHAPIRO Trish, just ask the question.
You are concerned with future sanples. Do | understand
that correctly or not?

M5. BACKLAR  Yes.

DR SHAPIRO And in all cases, therefore,
there is individual consent, according to this.

MB. BACKLAR R ght.

DR SHAPIRQO Therefore, does your issue cone
down--1 am asking a question--to what we provide, what the
nature of that consent formis in this respect; that is,

whet her a consent formcontains sone options in this

124



N

o o A~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

125
regard, or not?

M. BACKLAR Wl --

DR SHAPIRO | amjust asking a question. |
am not - -

M5. BACKLAR No, no. | amactually not going
to quite answer your question. It seens to nme evident
t hat one shoul d have those options there.

DR SHAPIRO  kay.

M5. BACKLAR | don't-- | have no difficulty
with that.

| think that Carol has brought up sonething
which is significant in this and that is that, if
sonet hing was found out in tissue that was al ready
collected that mght benefit ne and that | had not been
able to give ny specific consent to and there was sone
firewal |l built, | would be very concerned that | didn't
have access to that.

DR MJURRAY: David, and then Bernie.

DR COX So, tosay it in aslightly
different way, but the sane point that Trish is naking, as
a physician if | find out that ny-- M oath as a
physician is to do no harm If | find out sonething about
a person--that they are going to die and | have a

treatnent that can keep themalive--1 have a real conflict
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if I have a firewall that says | can't contact that
per son.

DR MJRRAY: And they don't know.

DR COX And they don't know.

Because nost of the patients that cone to ne
as a physician don't know It is ny duty as a physici an,
if I know, to act on that. Al right? So this is an
ethical dilema.

Now, it has recently cone up in the context of
genetics research--we heard it fromBartha Knopper and it
was a big synposiumat the Amrerican Society of Hunman
Cenetics neetings--if you have information, genetic
information, fromyour patient, what is your obligation to
tell their famly nenbers? 1In this country, it has been
very different fromwhat the answer is in Europe. kay?

Now, what was the conclusion at the Arerican
Soci ety of Human CGenetics neeting about this? The
conclusion was that--and it was a conprom se position--
that still you woul d respect your individual patient but
t here woul d be desi gnated exanpl es that woul d be
exceptions of which you would be justified of going and
telling the famly nenber, exanples that woul d put them at
extrene risk. Al right?

Thank you.
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So the issue then is again comng up with
exceptions, comng up with the exanples of when it woul d
be possible to breach the firewall. And it is the sane
situation of giving people information back. It is not
that you have it open all the tine.

Carol brings up a good point. Some people
want to know, sone people don't want to know. So you have
to deal with that situation. W are not going to have a
mllion of these different exanples, but this is one of
them And just to deal with it.

Not that we are going to be able to fix it--1I
don't think we are going to be able to have a single rule
that is going to fix it--but we have to open the
possibility of going back because otherw se it doesn't,
you know, pass the red-face(?) test. There is enough
peopl e that want to know and there are enough peopl e that
don't want to know that we have to have options for it.

DR MJRRAY: The queue is formng. Bernie,
Trish, Larry.

DR LO Yes. | think thisis areally
inmportant topic for us to think about, and | think we have
sonme tough issues to think through.

(tne, | think we need to do a good job of

el uci dating what the conflicting ethical responsibilities
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and principles are because what is nost bothersonme to nme
is the reason we built the firewall in the first place was
really to further scientific research and nmake it nore
feasible by not putting too much burden on researchers to
get detailed specific consent.

There are a lot of other conpeting--

DR MJRRAY: | would very nmuch-- M first
t hought was to protect the privacy of the peopl e whose
tissues are being used. That woul d have been mne. But
you don't think so?

DR LO Well, | may be nore cynical. | hang
around wi th researchers too nuch.

| mean certainly if you hear some of the
prof essi onal societies, their biggest concern is they
won't be able to do research that they think really
benefits humanity and science in the long term But, |
mean, privacy of the individual is on that side, but then
the right of sone individuals to know, and the duty to
protect, you know, give theminformation that may nmake it
a benefit clinically.

That needs to be laid out because | think
scientists and the public are very confused about those
issues and don't realize that there are really pretty

fundanental conflicts.
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Secondly, if we look to other situations--this
goes back to Steve's point--this is not unprecedented.

You know, H'V again gives you a |lot of exanples.

The procedures for how you go back, under what
ci rcunst ances, how do you bring in the private physician
as opposed to the researcher cold-calling the patient
directly, are things that we should all think about.

There are better and worse ways of doing this kind of re-
cont acti ng.

And then there are sort of different kinds of
re-contacting. Trish, I think, was tal ki ng about
clinically relevant information that an individual subject
may or nmay not want to know, but should we at |east offer
themthe option of finding out?

Carol brought up another exanple, which is
sort of atwst; that if | take David Cox's nodel of how I
amgoing to do 21st Century genetic research, | start wth
a huge prospective cohort study and, out of that, | find
the 1 percent of patients of interest, and | want to go
back and study them

Now, either | can do it up-front, ful
consent, contact thema second tinme and say | would like
to sit down and tell you about a study | am proposing, get

your feedback, and get your consent.
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QO | can do it in an anonym zed way where |
say | amgoing to not get involved like that. | amgoing
to have the steering commttee of ny prospective trial
add-on to the next battery of questionnaires that cones
out in six nonths sone specific questions for that 1
percent that deal nmore with famly history and ot her
phenot ypi ¢ i nformati on.

Techni cal |y, under our boxes, you know, | have
nmet the letter of the | aw

Carol brings up an interesting point which is,
you know, if the 1 percent, if | amone of those 1 percent
and ny neighbor isn't, and we sit down and conpare our
questionnaires, | say, "Hey, how cone they are asking ne
all these cancer questions and not asking you? Wy? Wat
did they find out about ne?" That is, you know, it seens
to me an ethically, you know, shaky situation.

And the reason we got there is that there were
incentives for sonme researchers to opt out of a sort of
true dialogue with the subjects by sort of taking the
anonym zed route rather than the full consent route.

And | think that, you know, we are building in
sonme very, sone incentives that are pushing us away from
the ideal of research as a partnership between the

scientists and the participant. And | think we just need
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to be anare that that incentive is going to push sone of
ny- -

It is alot easier for sone of ny coll eagues
to say, "I don't have to talk to the patients.” Sonebody
elseis hired to get the informati on, anonymze it, feed
it back tonme. It is alot easier for ne.

M5. BACKLAR | think also--1 said this as
though I was a private citizen froma personal point of
view, but | actually think there is another issue here
whi ch has been sort of touched onin terns of HV and so
forth--there are also public health issues. | just want
to put that back on the table. Public health issues.

DR MJRRAY: You nean where third parties are
affected by the results?

M5. BACKLAR Wiere it may be necessary to
give information to a group

DR MIKE M turn? | don't think you can
have a practical policy with all those exceptions and all
t hose i ndi vi dual deci sions.

The way | woul d deal with your situation,
Trish, is to say here is your informed consent form in
the begi nning. And you say, "Can you assure ne that if
sone research is done on ny tissue and it is beneficial I

will get it back; | will get that infornmation?" M answer
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is no. Then your choice is to either sign that or not
signit.

M5. BACKLAR But we are tal king about tissue
that may have been taken without consent. That was the
whol e poi nt Carol brought up.

DR MIKE \WVell, but if we are talking-- Qur
proposed schene is that, for prospective, you can't use
it.

M5. BACKLAR  For prospective--

DR MIKE You have to give a general or
specific consent so, in that case, they would not be able
touse it in our schene. The way | understand our schene
bei ng proposed.

M5. BACKLAR | amsorry. It is very hard to
hear in here. Can you--

DR MIKE Wll, what | amsaying is that in
t he schene that we are proposing--

M5. BACKLAR  Yes.

DR MIKE --not already collected sanpl es,
but sanples to be collected clinically or in research, you
nmust give a consent.

M5. BACKLAR  Prospectivel y?

DR MIKE If you don't give a consent--

DR MJRRAY: Yes.
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M5. BACKLAR Yes. | understand that.

DR MIKE So what | amsaying is though is
that if you then say but if in the future something
happens and it is beneficial tone, or if it is something
significant and I want to be assured that | know about it,
and can | give that assurance, then your choice is to say,
"Ckay, | won't sign," or you accept the consequences of
that and sign the formanyway, given that know edge.

But | don't think we can have forns and
consents that vary all over the pl ace.

(ne last comment is ny disagreenent on the
tissue sanple. | just suddenly realized that | was
focusing on the community aspects of it and we are dealing
with individual with no community, so in those instances
then, then genetics is not the only issue. So | would
agree with you when we are tal king about individual harns
and benefits without the community aspect.

DR MJRRAY: W are going to run out of tinme.
Arturo and Carol had indicated a desire to speak. Let ne
just say how | would propose to play it fromhere on in.

To hear Arturo and Carol, and if there is
anything urgent that nust be said in response to them we
w |l have that.

To ask-- | believe we just have Mark Sobel
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speaki ng as public testinony.

And then to use the remainder of our tine to
make our plans for tonorrow.

Arturo?

DR BRTQO | just want to briefly respond to
what Trish is saying. Wen | originally heard Trish nake
a comment, it nade a | ot of sense about of course if you
take a tissue sanple of mne and |ater on you find out
there may be sone information about nme, of course | would
want to know t hat.

But going along with what Larry says it seens
endl ess; that there are so nmany scenari os--just | ooking at
the tabl e here--so many scenari os.

Wen we tal k about anonynous, we are talking
about anonynous really to the individual but not
necessarily-- Well, we are also tal king about the
researcher, but it is a very paternalistic way of | ooking
at it in terns of--

If you take a tissue sanple of mne, unless
there is a way of ne having accessibility to that tissue
sanple in the future--me as the patient or as the person
that the research has been done on--unless | have
accessibility to that, then what you are doing is | eaving

it up to the physician/researcher to determne what is
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good for me and what is not good for ne.

So going back to what Larry says, it is just
endl ess what you can do here. And | think that you really
have to make the deci sion at the begi nning whet her or not
you are going to agree to the research know ng that you
are not going to have accessibility to that, or that no
one is going to tell you of any problens with that.

| see Trish shaking her head, but unless-- |
amnot sure there is a sinplified manner of doing this.

It just gets so conpl ex.

DR MJRRAY: Carol ?

DR GREIDER | think part of the
m sunderstanding here is that, in sone cases, we are
tal king about tissue sanples that are already collected
and, in other cases, we are tal king about prospective
collection of sanples, which is part of the reason that
Zeke laid out this nice grid, which now has two rows and
mul tiple col ums.

And so what | would find very hel pful --we have
had a | ot of discussion about this--it would be very nice
to have, you know, witten down, so that we could | ook at
them what all of our recommendations are for each one of
those different instances. And then we coul d di scuss them

pi ece by piece, rather than having m sunderstandi ngs about
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whether it is prospective or retrospective and junpi ng
back between the two.

DR MJRRAY: | think we are there actually on
nost points. | don't think we are there on this issue of
do we ever permt breaches of the firewall.

DR GREIDER Absolutely. But to go back and
forth and have these msunderstandings is alittle bit
frustrating.

DR MJRRAY: Yes. Especially--

DR GREIDER It would be nice to go through
and di scuss that issue, but on the right side of the
prospective versus retrospective. And we have to discuss
bot h of them

And | agree that | think we have tal ked about
all of the boxes, but | don't think that, you know, we
have ever really articulated exactly what is going to
happen in each of them

DR MJRRAY: Well, maybe not, but | think we
pretty nmuch know, for each of them what we are doi ng.

DR GREIDER But this issue between Larry and
Tri sh--

DR MJRRAY: Not for every question.

DR GREIDER --1 see as one being a

prospective issue and the other being a retrospective
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DR MIKE No, no. No.

DR MJRRAY: No. | think it is--

DR MIKE No. It is a question about how
much she wants to be able to know in the future, when you
can't tell at the time that you are giving consent what is
goi ng to happen.

And | amsaying that you cannot devise a
policy that will satisfy the Trish's of the world in every
i nstance that she wants. And so you nust nmake a choice at
t he begi nning about either to say, "Vell, then | won't
participate; | don't want to participate," or "I wll
participate given those [imtations on what is accessible
to ne."

| nean, | think that is the only kind of
practi cal choice that you can nake. You cannot nake these
very specific consent-type agreenents and prom ses down
the road that cannot be fulfilled.

DR BRTO Can | just-- | know you want to
get on to the next thing, but when we are tal ki ng about
t hese boxes, we are tal ki ng about the--

What | am seeing here is the anonynous tissue
and then the identifiable tissue. That is identifiable to

the researcher. Unless there is a way to nake it
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identifiable to the individual involved in the research
then | would agree then there is a way. But | amnot sure
if that is logistical. Maybe David or sonmebody who does a
| ot of research can answer that.

But would it, you know, naybe at the
begi nni ng, you coul d make sone access code or sonething so
people can identify their tissue in the future. 1 don't
know. But | think unless you can do sonething |ike that,
| agree with Larry.

DR MJRRAY: Steve?

MR HOLTZMAN  The sense in which we have been
tal ki ng about anonym zed i s research conducted in an
anonynous fashi on by which the paradi gmwoul d be that
there is a sanple, it is associated with an individual, it
is held by soneone who is distinct fromthe researcher
the researcher knows it by a nunber--all right?--but the
researcher doesn't have the ability to go and identify the
i ndi vi dual .

So the issue boils down to here, in your
consent process--we will cone back to the retrospective
ones in a nonment; let us deal with the prospective--
whet her or not you are going to include in that consent
either a statenent that says there will be findings nade,

sonme of themmght be relevant to your future health



N

o o A~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

139
status, but you will not know about these. You will not
be i nf or med.

O rather you will create a process, such as
for exanpl e Yal e has a process which Levine describes in
the notes fromthe national breast cancer stuff, the Arena
Primer stuff or, as you see in what Priner struggled wth,
shoul d we have sonething where it can be a very generic
st at ement .

If afinding is nade in the study which is
potentially beneficial to you, or could be actionabl e by
your physician, your physician will be inforned.

What ever. A nechani smwoul d be set up. You don't have to
be specific. Al right? Just say it is basically that
you | eave the avenue open to go back if there is benefit.

The downside on it? The downside is if the
maj or concern i s privacy--the major concern is
di scrimnati on based on privacy--have you put the, have
you opened up, by opening up the possibility of going
back, have you created nore probl emthan you have sol ved?

What we clearly heard | think fromthe fora,
the public fora, is people think, "Hey, | can |learn
sonething that, if it benefits ne, | should know about
it." It just seens |like the human thing to do. A

right?
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DR MIKE That is not the situation | am
tal king about. | amtalking about the research down the
road after that one.

MB. BACKLAR Ch.

MR HOLTZMAN  But if you think about-- In
the case of the sanple collected in the clinical context
where there is no specific contenpl ated research, all of
the research is down the road.

The national breast cancer exanple is
specifically oriented to stuff collected in the clinic.

DR MIKE Oh, no. That is ny point. Wen
you know what you are going to be doing in that research
of course you can nake promses like that. But it is the
subsequent uses that | amtal ki ng about .

MR HOLTZMAN Vel I, that is what | am
t al ki ng- -

DR MIKE And those are the kinds of things
that she wants to--

MR HOLTZMAN  Wiich is what | amtalking
about, too, Larry.

DR MJRRAY: Yes.

MR HOLTZMAN | amtal king about that.

DR MJRRAY: And | think that is what showed

up in the Priner Conference and what actually showed up in
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MR HOLTZMAN R ght. Because it is also the
case it is in that future research and/or things that come
up in the research that you find out which nay not be the
obj ect of your study even to begin with., Ckay?

DR MJRRAY: Trish has sonething to say on
this--

M5. BACKLAR It is just a--

DR MJRRAY: --and this nmay wel|l be sonething
we are going to have to tal k about again tonorrow

M5. BACKLAR It is just a request. | would
like to have in front of us--naybe tonorrowif it is not
too difficult--Bartha Knopper's remarks that David alluded
to because | renenber them but rather vaguely.

DR QOX Just very quickly, Ton?

DR MJRRAY: Yes.

DR COX | think you articul ated beautifully.

You responded to Carol's challenge and arti cul at ed
beautifully where, with respect to the boxes, this point
was. W were in prospective. And also the options. W
ei ther have a process for going back or we don't.

And a final point that you nmade that | would
like to really enphasize is a notivation for doing this is

different public interest groups and different | RB groups

141



N

o o A~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

142
really think that this is sonething that is worthy of
consi deration, even though it is difficult, Arturo, as you
point out. It is very difficult.

You know, it is hard to inmagi ne how you can do
it conprehensively, but is it worthwhile thinking of
nmechani sns? kay? |s there any nmechanismthat is
possi bl e? VWell, these other groups are thinking of such
mechani sns. | n sonme ways, we should at | east consider
pot enti al mechani sns.

DR MJRRAY: An historical note. | was on the
commttee of the ASH?) that wote, with Bartha, this
paper that she spoke from

And basically the paper, as | recall, sinply
adopts the sort of points to consider of the previous
President's Commssion article about when, if ever, do you
breach confidentiality under certain circunstances.

And | don't renenber the exact list, but there
are three or four things--some of you here nmay have them
nmenori zed--that mght fit quite well in a kind of
recomendati on that we woul d nake in these circunstances,
so they woul d be the rare occasion when the firewal |l m ght
be breached for the patients, for the tissue contributor's
benefit.

But we don't have any nore tine to tal k about
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that today, | amsorry to say.
| think we owe-- | apol ogi ze to Mark Sobel
for putting his testinony off but, Mark, may | ask you
pl ease to take the mcrophone? And if you don't mnd one
nore tinme indulging us with the ritual of identifying
yoursel f and your institution

STATEMENTS BY THE PUBLIC

DR VARK SCBEL

MOLEGU AR PATHOLGGY DV SI ON

NATI ONAL CANCER | NSTI TUTE

DR SCBEL: | am Mark Sobel of the Ml ecul ar
Pat hol ogy D vision of the National Cancer Institute.

| would |like to address three issues based on
t he di scussion that you have had this afternoon.

Ohe is an issue that Dr. Shapiro brought up
that | don't think you have really followed up on, and
that is who deci des what box things go into? And | would
like to provide to you an exanple that occurs at NNH for
intranural scientists, which is that the intramura
scientist does not have the right to decide what box it
goes into.

There is a triage system which we call the
O fice of Human Subj ect Research, which | think exists in

many institutions as well. Before it goes to the |IRB,
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there is the determnation, by sonebody--a third party--
that it is or is not exenpt fromfurther review And I
think the comm ssion mght want to consider such a
recomendation to be included as part of this mechani sm

The second issue is related to the discussion
this afternoon about genetic infornmation, whether or not
it is separate or distinct fromnedical information. And
| would urge you to include the general feeling that, in
this report, that genetic information is just |ike other
nmedi cal infornmation. And there are nany exanpl es of non-
genetic research that are potentially stignatizing or
harnful and vi ce-versa.

However, it has been pointed out that there
are sone specific cases which are potentially nore
dangerous or harnful to subjects. And | would urge you to
consider | ooking at the National Cancer Institute's
guidelines for giving out certificates of confidentiality
whi ch outlines a series of specific types of research that
m ght be potentially harnful and that mght |ead toward
the granting of a certificate of confidentiality.

And they have a nice bookl et now that they
have just cone out with that summarizes the rational e that
coul d be used, and you could refer to that.

Finally, | wuld like to address the nost
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contentious issue for this afternoon, which is the
firewal | concept.

The pat hol ogy consensus group did state that
there mght be situations in which researchers mght cone
up with infornation that they feel would be potentially
advant ageous to the research subject, however the research
was performed in an anonynous nmanner. And it was al ways a
possibility that the firewall mght be breached.

At the tine we proposed an | RB or sone
clinical review board be in place to consider such
specific requests but, once that request was nmade, that
would really involve, if it was future research as Dr. Cox
poi nted out for a subset of patients, that would really
i nvol ve a new proposal requiring specific informed consent
for getting new informati on or new sanpl es from peopl e.

And in the case of patients or research
subjects that would like information that they think m ght
be clinically relevant to them | would urge you to limt
t hat scenari o because, as nost researchers know, nost
research in the early stages is quite specul ative and we
really don't know what the penetrance and what the rea
meaning of it is.

And so | think we need to educate the public

and you need to include in your report information for the
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public that stresses that, in the long term research does
peopl e good, but in the short run there are very often
m sunder st andi ngs and msinterpretati on of research data.

And that is the whol e point of peer review and
letting things incubate in the literature until there is a
consensus so that there should be rare situations when it
woul d be necessary to go back to the research subject with
clinically relevant information.

The reason that CLEA(?) was passed was to
protect the public fromthe msuse of research data that
was performed in non-certified tests or with tests that
really do not neet the requirenments of test validity and
test utility.

DR MJRRAY: Thank you, Mark.

| can't help but note that we probably have
hel ped to create that problem How nany tinmes have we
read an article that reports sone very, very basic science
di scovery that says it mght lead to a cure for cancer?

R ght? And subjects read that and they don't see all the
steps in between. So we have to shoul der sone of the
responsibility for that particular msperception on the
public's part.

CLGSI NG RENARKS

THOVAS MURRAY, Ph. D,
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DR MJRRAY: W have a few mnutes left. W
have to deci de what we are going to do tonorrow in our
roughly two and a half hours that belongs to actually us.

| think we want to-- Let nme just tell you
sonme of the things I think we ought to do, and then I am
| ooki ng for guidance as to how we shoul d, who should sort
of take the lead to present the various conponents.

VW should explain howit is that we cane up
with this notion of research conducted in an anonynous
manner and how that differs fromthe prior idea of
"anonym zed sanpl es. "

Are you with ne on that?

DR SHAPIRO | think that is a really
critical issue for the entire comm ssion to understand so
| hope whoever does it-- | hope you will--

DR MJRRAY: Do we have a vol unteer who wants
to explain that idea?

(No response.)

DR MJRRAY: | nean the optionis, if we don't
have a volunteer, is either |I appoint sonebody to do it,
or | doit nyself. | guess it depends on how generous or
self-flagellatory | amfeeling at that nonent.

As you know, our fellow comm ssioners are

fairly bright folks who are not inclined to take things on
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faith, so be prepared to defend any position that you are
representing us on. Because that is one thing | think we
absolutely need to do. W need to present the boxes.

DR CGOX | nomnate you for that one, Tom
because | think you would do a great job.

DR MJRRAY: (nh, thanks a lot, David. Ckay.

VW need to do the boxes and expl ain. I think
we could do it historically--in so how we started out with
SO many--but that is not really the best way. Let us just
tal k about the ones we have and why we feel they nake
sense, and capture the significant, sone dinensions at
| east of the problem

And Zeke is not here.

DR HANNAY He will be here tonorrow.

DR MJRRAY: He will be here tonorrow FEric
iswlling totalk to himthis evening. |Is that right,
Eric?

DR MESLIN  Yes.

DR MJRRAY: | think ny inclination would be
to ask Zeke to conduct that part of the presentation. How
do you feel about that?

DR MESLIN And just as a point of
clarification, that part would be his corrected origina

formthat you didn't get today that he regretted he was
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unabl e to provide, plus the amended boxol ogy--the reduci ng
the three rows to two--so that the full conm ssion woul d
see what had originally been di scussed and what had been
agreed to.

Zeke actually wasn't here when you agreed to
that, but I wll, with your advice and consent, encourage
himto be pleased to present that, having not been here
for the presentation.

DR MJRRAY: | amgoing to suggest we not cal
it a "boxology." It has a--

DR SHAPIRO Peopl e have been using nmatrices
for years and we are the first ones, as far as | know -
Maybe Kat hi or sonmebody came up with that.

DR MJRRAY: Let us call it a natrix. | mean
boxol ogy has a faintly theol ogi cal and even derogatory
t one- -

(Laughter.)

DR MJRRAY: No. | nean, sone people m ght
think of it as derogatory and | don't want to get into
that. It is amtrix. That is all it is.

Ve think we should tal k about the comunity
consultation idea. That is a key idea.

Now, the Human Subjects group has been tal king

about this as well, | take it, so it won't cone as--is
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that true?--it won't conme as a conpl ete shock to them
But | would be very grateful if Bernie would take a few
mnutes and just lay out some of our thoughts about that.

Is that-- How does that strike you?

| think the firewall issue-- The concept of a
firewall, a one-way wall, will cone up as Zeke tal ks about
his matrix. The issue we were just trying to resolve, |
think not fully successfully within the past half hour, is
a substantial one.

| don't see any-- | don't see it as a bad
thing if we sinply lay out that we are having this
conversation about when, if ever, or should we create an
i npenetrable firewall, or should we permt certain rare
exceptions? If we couldn't just in fact put that before
the full comm ssion and ask for their input as well.

Because | don't think there is anything-- Not
only is there nothing wong with that, there is actually
sone advantage both in terns of they may have sone i deas
that we haven't thought of, and also it will involve them
in aconstructive way in helping to shape the report. $So
| would be in favor of doing that.

I's that suitable?

Are there other central el enments--features--

that we nust specifically address tonorrow norning?
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DR SHAPIRO Tom it is not a direct answer
to that inportant question, but in terns of the firewall,
when it should be penetrable, if ever, and so on--that
whol e set of issues--1 think it would be hel pful if one
coul d spend sone tine understandi ng whet her bei ng unabl e
to penetrate it would put you in an ethically indefensible
posi tion.

Quite aside fromthe exanpl es that have been
given here, it seens that we need to understand whet her,
if you took the extrene position, which | am not
suggesting for the nonment, but it would really be hel pful
to understand if you could define an ethically
i ndef ensi bl e position that would | ead you.

So that is really an assignnent for some
future nmonent when we coul d discuss this.

As | |ook--and perhaps this is part of what
you anticipate as Zeke's presentation tonmorrow-that is,
the current matrix of possibilities shows that consent is
not required for sone, under certain circunstances for the
retrospective sanples; that is, the far-left row

And | just want-- | think it is inportant the
comm ssion understand that. | amnot-- That seens fine
to me just nyself, but it is just I think quite inportant

that Zeke outline that, draw their attention to that
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i ssue.

DR MJRRAY: Yes.

As we tal k about this, sort of the pro and con
of whether to ever breach the firewall, lots of people

were very articulate about it. Two in particular
t hought were Trish and Larry.

Wul d the two of you be willing to just sort
of present, you know, wi thout necessarily, you know,
feeling cenented into the position, to presenting the
view, A | mean, of Trish's viewthat it mght be
desirable to permt it and Larry's view, froma policy
st andpoi nt .

Wul d the two of you be willing to sort of set
the debate off for us on that? Ckay.

| think we have the four essential elenents.
There is a fifth which we could integrate into Zeke's
presentation and that is the idea, which | thought was a
very good one, about how -going forward fromhere, in the
future--how we would deal with the issue of consent.

And, as | understand it, the way we woul d dea
withit is to, you know, have a consent. W are going to
tal k about the features, et cetera, w thout giving a nodel
form but we are going to say that, in terns of the

process, it seened to us to nake sense to have a consent
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nmore or less at the tine of tissue donati on.

And if sonmeone chooses not to consent then and

there, obviously they are out.

But for people who do consent then and there,
we al so send them or give them to be sent back within a
coupl e of weeks, if they change their mnd and they want
to renove their tissue fromthe research pool, they are
going to be permtted to do that.

So it is you nust have a positive consent,
pl us peopl e get a second opportunity to change their m nd.
Is that-- 1s that how you recol | ect our discussion about
that? W should at |east nention that.

Carol ?

DR GREIDER In this presentation that you
are saying that Zeke is going to nmake about the matri x,
are we going to have himgo through and di scuss what we
have suggested as how we would fill in that matrix?

DR MJRRAY: Yes.

DR GREIDER And in doing so discuss with the
full comm ssion what we believe each one of those ought
to--

DR MJRRAY: | think we have to.

DR GREIDER  Sorry.

DR MJRRAY: Yes. Wthout spending two hours
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on each of the boxes, yes, | think we have to.

DR GREIDER R ght. Because in the past,
when Zeke has presented that, first we focused on shoul d
this be the matrix that we are di scussing? Do we have the
ri ght categories?

DR MJRRAY: Yes.

DR GREIDER And | would certainly prefer if
he says, "These are the categories that we have conme up
with. These are our reasons.” But then go through wth
t he comm ssion and say what the different suggestions
woul d be in each one of those.

DR MJRRAY: Yes. | nean, | think you are
right. W have nmade the junp fromare these the right
categories to these are the categories we are working with
now and here is how we plan to fill--

(S mul t aneous di scussi on.)

DR GREIDER So first maybe just discuss
t hat ?

DR MJRRAY: Yes. It is inportant-- | mean
| amsensitive to the fact that people in the audi ence nmay
not have had copies of the natrix to | ook at when we are
tal king about 1a, 2b, you know, et cetera. Let us make
sure we have a transparency, or sone way to show the

peopl e what we are tal king about, and not just the
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M5. BACKLAR So have themmake 2 and 3, 1?7 |

nmean, not-- No,

no, no.

| don't want to confuse things.

Ohe is 1. Two and three are--

(Laughter.)

(S mul t aneous di scussi on.)

VB.
DR
VB.
DR

DR

BACKLAR:
GREl DER
BACKLAR:
GREl DER

MURRAY:

community, right?

DR

DR

GREl DER

SHAPI RO

Yes?

Ohe and two and that is it.
Good. Ckay.

R ght ?

There is individual and there is

R ght .

Carol, if this weren't a Genetic

Subcomm ttee, we could call the boxes "cells."

DR GREIDER Ahhh. Ckay.

DR

that we need to do today?

MURRAY:

Al right. Anything el se urgent

(No response.)

DR

DR

constructi ve--

MURRAY:

No.

ADJ QURNVENT

THOVAS MURRAY, Ph. D,

MURRAY:

Thank you. It has been a very

D d you want to say sonething, Eric.
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DR MESLIN  Just very quickly--

DR MJRRAY: Before he adds that, |et me just
thank you all. It has been a very constructive day.

Eric?

DR MESLIN  For those who were follow ng the
agenda and noticed the itemwhich was "Future Comm ssion
Research Activities," we did not get to that today. That
is only because of timng.

This is an issue that the full commssion will
be discussing tonorrow and it is the result of the
informal discussions that a few comm ssioners have had at
the request of the chairman to start strategi zi ng about
the future reports that the conmssion will take on.

So you may want to think about that a little
bit this evening, but there will be time--a considerable
amount of tinme--tonorrow afternoon devoted to that subject
that will be led in the discussion by Eric Cassell.

DR SHAPIRO Finally, let me thank Tom for
his Christmas cookies. Thank you very nuch.

DR MJRRAY: That is okay. See you tonorrow
nor ni ng.

(Whrereupon, at 5:03 p.m, the neeting
adj ourned, to reconvene as the neeting of the National

Bi oet hi cs Advi sory Comm ssion the next day, Wdnesday,
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