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PROCEEDIL NGS
By Thomas Murray, Ph.D.

CHAl RVAN MURRAY: | wel conme everyone to this
nmorning's neeting of the Genetics Subconmttee. If |
keep ny wel cone to 30 seconds we can actually be on
time, because at 7:40 Hisa Eisman is going to talk
about what she has |earned with respect to tissue
sanpl es and sanpl i ng.

Bl isa, please.

DR EISEMMAN Ch, that's it. Ckay.

CHAl RVAN MURRAY:  That's it.
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TI SSUE SAMPLES AND SAMPLI NG

By Elisa E seman, Ph.D.

DR EISEMAN | passed out a very smal |
handout. It should be on the top of your pile. Pretty
much 1" mjust going to talk about the first page of
t hat hand-out, but the second and third page is kind of
nore detailed information about what |I'mgoing to show
you on this first page.

So the version of the report you all got is
still a work in progress. A lot nore infornation has
been added in the week or so since it's been passed out
toyou. I'mstill trying to plug in nunbers, and at
sone point I'"'mjust going to have to call it quits and
go with what we have. But | think the nunbers kind of
speak for thensel ves.

| just wanted to highlight a few things that I
found while | was doing the report. The first, is |
t hought | woul d highlight the biggest institutions that

have stored tissues sanples. So the single institution
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with the nost stored tissues is the Arned Forces
Institute of Pathol ogy, and that houses both the
Nat i onal Pat hol ogy Repository and the Departnent of
Def ense DNA speci nen repository for remnains
identification.

Conbi ned, there is about -- well, the
Pat hol ogy Repository has 2.5 mllion cases, which
actually is about 92 mllion specinens, and the DNA
speci men repository has 2 mllion speci nens. They
actually collect three speci mens fromeach enlisted
per sonnel .

The | argest funder of tissue banks is,
obviously, the NH Qumul atively, graduate nedi cal
educati on teaching institutions or academ c nedi cal
centers have the largest and ol dest stored tissue
sanples. So, if you put themall together, they have
quite a large nunber of sanples.

Now, to the table. The vast majority of
tissues, as you all have already guessed, were
originally collected for diagnostic or therapeutic
reasons. The top three places, again, would be the

AFI P Pat hol ogy Repository, pathol ogy speci nens at
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pat hol ogy | abs, and then the newborn screening | abs.
That is captured here as part of the large tissue
banks. Actually, this 2.6 mllion and the 95 mllion
under here, nost of that cones fromthe Pathol ogy
Repository.

The pat hol ogy speci mens represented here only
represent at this point those at academ c nedi cal
centers. | have not been able to yet get a nunber for
ot her pathol ogy | abs, which there's probably at |east
5,000, if not nore, besides academ c nedical centers.

Then the newborn screening | abs, which this
nunber of 10 mllion is a very low estimate. It's
based on a report that came out in 1995 from McEwen and
Reilley and it's taking all their |owest nunbers and
their ranges and adding themup together to this 10
mllion. So, it's much over that because there's one

pl ace, California, that has over six mllion sanples

itself.

DR EVMANLEL: Can | ask a question?

DR El SEMAN  Sure.

DR EVANLEL: In your draft report, Table 4
and 5, | don't knowif you renenber them
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DR El SEMAN  Uh- huh

DR EMANUEL: These are the anatom cal
clinical. Those are buried in the 100 mllion?

DR EI SEMAN  Yes, they are.

DR ENVANUEL: Ckay.

DR EISEMAN Basically, what | did for that
nunber -- that's a good question, Zeke. Wen | added
up all those together and took the 400 and sone
graduate nedical institutions that had pathol ogy
prograns | came out with, they were collecting about 5
mllion cases per year.

Wiat | al so did, was took the nunber that I
got fromtalking to the pathology chairs and the | ength
of tinme these sanples are stored ranged anywhere from
20 years to 100 years. As | took that five mllion,
multiplied it by 20 mllion, and cane out with an
estimate of 100 mllion, which is probably pretty fair.
Considering that only represents about 400 nedi cal
institutions in the United States --

DR EVANLEL: You're definitely |owballing

DR EISEMAN -- it's very low It's very
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| ow.

The other thing that I wanted to comment
about, these cases that were collected for diagnostic
or therapeutic reasons, is that they're all identified
or identifiable sanples, by virtue of what they were
col l ected for.

If you add up the top three pl aces, you cone
up with 112.5 mllion cases and 202 mllion speci nens
that were collected specifically for diagnostic and
therapeutic reasons inthis tally. And as you can see,
if you ook at the grand total that includes
everything, that accounts for the vast majority of
sanpl es that are out there.

The other sanples that | wanted to highlight
are the bl ood banks and organ banks down at the bottom
The bl ood banks do collect quite a ot of blood sanpl es
per year--it's about 12 mllion--but nost of those go
strai ght back out the door for transfusion purposes.

At any one tine they probably have in storage 20,000 to
40, 000 units of bl ood.
O gan banks. Again, the vast majority of them

go straight back out the door for transplantation
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10
pur poses, although sonme are specifically used for
research. A lot of the eye banks, if the eyes are not
suitable for transplantation, we'll then use themfor
educati onal research purposes.

The forensic DNA banks that collect and store
tissues fromcrimnals. Probably one of the other
bi gger collections, which is a very |ow estinate here
and I'Il tell you why, is the |ongitudinal studies.
That information is very hard to track down and |'m
still in the process of trying to get nunbers. |'ve
tried toidentify quite a few of the |ongitudi nal
studies. Only a few of themappear in the report right
now, and | kind of just outlined the other ones |I'm
going to try to get information for

But this nunber of about 26,000 is quite | ow
because it doesn't include nunbers for the Nurses'
Heal th Study, which | just yesterday found out has over
80, 000 sanpl es alone, the Baltinore Longitudinal Study,
the Heal th Professionals Follow Uy Study, Physicians
Health Study, Famly Health Study, and multitudes of
others. So a closer estimate, and again, it's probably

going to be a low nunber, is closer to 1 mllion
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11
sanpl es in these | ongitudi nal studies.

DR COX Hisa, do we have the CDC stuff?

DR EISEMAN That actually is included in
this too, to a |l arge degree.

DR COX The 263.

DR EI SEMAN  Yes.

The last --

DR EVANLEL: Froma realistic standpoint, |
nmean, the inportance of that is that those ones are,
first of all, all already collected for research

DR El SEMAN  For research, right.

DR ENMANLEL: And because of the extensive
data coll ection on those people, they're nost likely to
be used for additional research --

DR EI SEMAN  Correct.

DR EMANLEL: -- of all the sanples here.

DR EISEMAN  Correct. Exactly.

The last two that | wanted to point out are
t he spermand enbryo banks, and the unbilical cord
bl ood banks. Again, that nunber that |I'm show ng for
the spermand enbryo banks is quite low At |east on

web sites and printed literature, nost sperm banks
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don't advertise how many sanples they have, so it's a
bit of a problemtracking those down.

But | amin the process of doing that. That
nunber includes infornation fromcCalifornia Oyo Bank,
which is one of the largest. They publish every nonth
a new catal og that has 200 donors init. So again, |
did alittle bit of a hand wavi ng.

Also, the Virginia IBF Institute, Genetics and
| BF Institute, does have an enbryo bank that has about
23,000 enbryos per year that they collect. So that's a
per-year nunber, actually, for only two places, which
is quite | ow again.

Then the last thing is the unbilical cord
bl ood banks. That nunber is probably pretty close to
accurate. It's probably alittle bit low 1've
identified about half a dozen unbilical cord bl ood
banks since | gave you guys the report, but these have
only been around for about five to six years, because
it's a very new technol ogy.

So, all told, basically, for a very | ow
estimate, which still is a lot of sanples, I"'mtrying

to differenti ate between cases. A case would be ne, |
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13
go in, | have a biopsy done. That biopsy is a case,
but that biopsy mght be five slides and a paraffin
bl ock. Those are what |'mcalling specinens. So
specinens w |l always be nore than cases.

| came out with a grand total of over 113
mllion, and | put two greater than signs, because it's
going to be nuch greater than that. Probably that
shoul d have been carried through the whol e bottom of
the table. Nunber of specinens is about 220 mllion,
so, on average, nmaybe two speci nens per case, at |east
fromwhat's been reported.

Then the thing that | think is quite
interesting is that, where it was reported, and that
wasn't very often, I'mstill getting 16 mllion
cases/ speci nens, dependi ng on where they're being
col l ected, per year. So not only is this a huge
storage of tissues, but it's being added to
significantly every year

DR MIKE Twelve of the 16 is bl ood.

DR EMANLEL: Yes. But, Larry, if you |look at
t he pat hol ogi cal speci nens and you carry over to five,

we know that there are nore than five mllion
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operations--just operations, forget biopsies--a year.
| think there's 15 mllion or so operations a year.
You assune that each one of themshould result in a
pat hol ogi cal specimen. She hasn't done any of the
community hospitals in that pathol ogical

DR EISEMAN Rght. [I'Il try to include that
in the final report.

DR MIKE Wuat's your estimate of those non-
academ c specinens that relate to research?

DR EVANLEL: In the past, low In the
future, who knows?

M5. KRAMER  From community hospital s?

DR MIKE Yes.

M5. KRAMER I n ny husband's comunity
hospital, he happens to chair this IRB. For his
nmont hly nmeetings, he cones honme with two briefing
books, two books that nake these | ook like they're
thin, and that's just to get through for a nonthly
neeting. So the nunber of research protocols going
through that community hospital is staggering, and
i ncr easi ng.

DR EVANLEL: | think the thing is, to the
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extent that a lot of themare beginning to affiliate
with academ c health centers, they now realize that
there's a value to the repository. You' re going to see
a change in the dynam c.

MR HOLTZMAN | think the question we shoul d
be asking ourselves is, we have established that
there's a lot of tissue out there, which we knew, but
it's useful to have data on occasion.

What do we want to draw fromthat fact, are
the sorts of things that cone to mnd. W' ve |earned--
let me throwout a fewthings--that a |ot of the
di scussion, | think, in the past about, what is the
appropriate way to think about issues |ike consent,
have started, perhaps naively, with the paradigmof a
speci men col | ected under a research protocol, or is, in
fact, the overwhel mng majority of pathol ogy sanpl es.
What difference does that nake?

The second, is what is the quality of the
annotation associated with these different kinds of
sanpl es, because it's the annotation that determ nes
what kind of research one can do with that.

You pointed out, Larry, alot of it is just

MOFFI TT REPORTI NG ASSOQ ATES
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bl ood, and that's true. And if all you had was, it's
bl ood, that it came froma person, there's not a | ot of
research you can do. Wen it's disease-specific you
could do things |Iike | ooking at preval ence of a certain
pol ynor phismin a population. It would be useful for
that, but that's about it. So, again, I'"'mgoing to
come back. Wat is it we want to learn fromthis; what
are the norals we draw?

DR COX Can | take a cut at that? | find
this extrenely useful. This is going to be pretty
reductioni st, so | apol ogi ze.

But, first of all, do these categories break
down evenly? They' re not even close to being broken
down evenly. So then if they're not broken down
evenly, then in the kind of context or the kind of
structure, like Dr. Wir's paper, which we'll get to
|ater today, it raises different issues for different
categories of these.

So at least what | would say on this is that
we don't blow off a category just because it's | ow
amounts, but that we prioritize categories in terns of

where the greatest anounts are. That doesn't nake an
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amount equal to the inportance of ethical issues, but
at least in terns of the pragmatic, practical things.
It could be a very useful guide to our discussions.

Stephen, what |I'mnot doing is saying sort of
what the substance of that is, but it's nore a process.
It hel ps guide the process. Because | am nost
concerned that we'll get focused into one or another of
these types of tissues or types of ethical issues and
not cover the whole thing. So, at least if we're going
to go, let's cover the things where there's tons of
sanpl es. That may be even the easiest one to do.

DR ENVANLEL: The other thing | saw in your
report -- | mean, one other way of looking at it is not
just the nunber of sanples, but in sone sense, how
likely is it to produce research results? Therefore,
one estimate of that is, how many papers cone out of
it? It was only the NO's tissue network, whatever
it's called, where we had, | think, sone estinate of
paper generation. They said sonething |ike 2,000 over
the last 10 years.

| nean, one thing is how we m ght weight each

of these for the likelihood that they woul d be used,
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and one estinate of that is, where do the publications
conme fron? | think it's obvious that the |ongitudina
studies are going to be the highest in terns of
publication, but, if we had sone sense for the others,
obvi ously we' re goi ng now from back- of -t he- envel ope
cal culations to pure guesses, in sone sense, because
al nost no one but the NC, probably, mnmakes sonme sense
of how many they publish. Mybe a few academc health
centers with a pathol ogy departnent, in arguing for
noney every year, tries to say how good they' ve been to
everyone else. But | think that mght be anot her
hel pful nmeasure for us. Again, crude estinates.

DR COX | really agree. That's a very good
poi nt .

DR EMANLEL: Wiat's the use going to be, or
likely to be, or historically has been?

MR HOLTZMAN  But you would need to inflect
t hat agai nst what have been the policies for access.

DR EVANLEL: Rght. O course.

CHAl RVAN MURRAY:  This is a question along the
sanme line, and | don't mean to put Eisa on the spot to

answer this. But it would be helpful if we had a
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19
better sense of which of these categories had been
likely to be used for research or would, in fact, be
usable for research in the past, and, then given Zeke's
comment s about how health centers are aggregating and
havi ng tissues which nay not have w dely been used in
the past, tissue collections mght now be used in the
future.

What particul ar subcategories here woul d be
nmore likely to be utilized in the future? | don't know
i f anyone here has any insight into that, other than
the past and the future.

DR COX Well, Zeke just said, and this is ny
personal perspective, but | think in the future the
| ongi tudi nal studi es, depending on what the access
policies are for the future, will probably have a
big inpact. But | think that there's no question that
t he pat hol ogy speci nens have been the sources for the
past .

DR EMANLEL: Here's a conpletely anecdot al
| nean, in Boston there is now a nmajor food fight over
who is going to get primary access to HPHC, Harvard

Health Care. Just because it's popul ati on based, they
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have | ots of good data on their electronic records. |
don't know, | think it's 400,000 people. So now
everybody wants to be affiliated with them suddenly,
for this kind of research

MR HOLTZMAN  And if | could answer that |ess
anecdotal ly, but it's true, because we're one of the
peopl e.

(Laught er)

MR HOLTZMAN | think we have to assune that
nmore and nore sanples will now be used for research
because peopl e are recogni zi ng the val ue of those
collections in many ways. In fact, many of the
col l ections which maybe, up until now, have been
collected in a manner where they're not terribly
useful, everyone is organi zing thensel ves i n new ways
with new, nore systematic annotation, and data
col l ection nethods so that they can be useabl e.

So | know that as we, ny conpany, talked to
nmore and nore pat hol ogy centers and community health
pl ans and whatnot, they are very nuch | ooking for
gui dance as to, what are we allowed to do here, how

should we do this in a nanner that's ethical? So it's
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even nore pressing than maybe a year ago.

M5. KRAMER So, Steve, perhaps we have to
nmake the assunption that all of these specinens are
going to be valuable going forward fromhere, and take
that into consideration when we draft our guidelines.

MR HOLTZMAN | think you do.

CHAI RVAN MURRAY: That's a good summary,
Bette.

M5. KRAMER R ght. Forget what has been and
just go froward fromthere.

CHAl RVAN MURRAY:  The notion ought to be that
they may be usabl e.

M5. KRAMER R ght.

MR HOLTZMAN And again, as one casts one's
mnd broader in terns of the nature of the research,
even the nost thinly annotated sanpl e can have a use,
for exanple -- preval ence of a polynorphismin a
popul ati on.

DR COX Having said that, though, Bette, the
chance that they'll be used equally is extrenely
unlikely and that the sources and concerns wth them

vary trenendously in terns of different issues with
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each source. So this isn't news to us, because we
already did this grid. But |I've heard simlar to that.

DR MIKE Wll, do we have readily avail abl e
to us, or potentially, representative sanples of the
ki nds of sanples that are across these categories?
Because clearly, to ne, the |ongitudi nal study shoul d
have a nmuch nore specific -- consent than any others of
t hese.

MR HOLTZMAN W do know their range, right?
| nean, newborn screens. They range fromno consent
because they' re mandated by | aw, ranging up through the
nost full-blooded consent, and throwin there also the
Arny sanpl es where one could ask, what is the nature of
the consent in that context. It runs the ganut.

DR ENVANLEL: Even the |ongitudinal studies --
| nean, if you | ook at sonething |ike the Nurses'

Heal th Study, the Physicians' Health Study, a |ot of
the tests they' re doing now were not predicted when
they took the sanples. R ght? | nean, part of the
val ue of the sanples is that they're 10 or 15 years
old. The fact is, at that tinme they didn't have --

DR MIKE That's going to be the case for
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t oday, too.

DR EVANLEL: Rght. Exactly. So it's not
going to be very specific consent. Wat it's going to
say is -- | mean, | presunme we could get a consent from
the Physicians' Health Study, the Nurses' Health Study.
| haven't taken a look at it. But you know that when
they collected it, there weren't all these genetic
tests, for risk of thronboenbolismor cancer, whatever
So they couldn't have specified that.

DR MIKE | wasn't |ooking for specificity,
| was just sort of looking for, in the mnds of the
peopl e who were then collecting it, whether they had an
i dea of what they were going to be doing down the road.
It seens to ne that, just given this range and what
you' ve just said, | don't see how we can possibly cone
up with a uniformpolicy across all of these uses.

DR EVANLUEL: No, | know there isn't. But
that's what we're searching for. | don't think we're
going to get it.

CHAl RVAN MURRAY:  El i sa?

DR EISEMAN | think Steve nakes a good

point. Wth sone of the ol der |ongitudinal studies
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t hat have been ongoing for quite a long tine, the
consent mght not have covered as nany tests as are
possi bl e.

But at least for, like, the Wnen's Health
Study that is ongoing now, they're very conscious of a
| ow of issues. So they actually, when | talked to
them read ne a large part of the consent and were very
cogni zant of sensitivities |ike genetic testing, and
did all ow people to opt out of having their sanples
bei ng used for genetic testing.

So sone of the newer |ongitudinal studies
m ght have better, or nore informed, consents. But the
participants mght be nore informed of the types of
tests that mght be done on their sanpl es versus peopl e
who are enrolled in studies that are rmuch ol der
st udi es.

But if you' d |like some of these places--1 know
the Wonen's Health initiative | could get the consent
from and sone of these other places--1'd be happy to
try to attach that as an appendix if that woul d be
hel pful .

CHAl RVAN MURRAY: | think that woul d be
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enornously hel pful. Also, it would be hel pful to get
sone sanpl es, probably wi thout identifying the
institution fromwhich they cane, of sone typica
consents for clinical specinens.

DR MIKE W can ask for sone sanpl es.

(Laught er)

CHAl RVAN MURRAY:  It's too early.

M5. KRAMER Am | correct that these
| ongi tudi nal studies, that nost of these are
identified, so they can keep going back to themfor re-
consent .

DR EMANLEL: Yes, but if you ve got 50, 000
people, re-consent is atwo mllion |ogistica
inpossibility. Just sending out a letter to them at
$2.00 a crack is $100,000. | nean, these are
enornmously -- the nonment you get to a big nunber just
doing that, not even bringing the people in and having
a neeting wth them is a big, big nagilla.

DR QOX: -- estimated it would be two mllion
to go back and do it, right?

M5. KRAMER (oing back to this chart, a

couple of things really concern me. Nunber one, you
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said in terns of the newborn screening, because it's
nmandat ed - -
MR HOLTZMAN In certain states.
M5. KRAMER In certain states, exactly.
Vell, I'"mconcerned that there's a potenti al
there, since it is mandated, that there m ght not be
the sane attention paid to consent forns, and what
m ght happen to these speci mrens down the road,
particularly if it's denonstrated that they have sone
value. | have the sane concern about, say, conmerci al
bl ood banks. It seens to ne that commercial bl ood
banks, it's very easy for themto escape any kind of --
CHAl RVAN MURRAY:  Commer ci al bl ood banks?

M5. KRAMER  You know, where peopl e go and

sell.

CHAl RVAN MURRAY: Pl asna.

M5. KRAMER Pl asma. ['msorry.

Does that have val ue?

MR HOLTZMAN  What, the plasna?

M5. KRAMER No, the sanples. Can't they
t ake --

MR HOLTZMAN | think it would be useful to
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find out wth respect to the commercial enterprises,
whi ch woul d i ncl ude the pl asmapheresis centers, where |
don't think they really do keep sanples. That's why
they're not show ng up here. But the core banks and--
Elisa, help ne out here--the spermand enbryos, those
are |largely comercial enterprises, right?

DR EI SEMAN  Yes.

MR HOLTZMAN  Wat are their consent
procedures, if any, for resale or reuse of |eftover
stuff in research? | don't know the answer to that.
Have they been the source, largely, of the |eftover
enbryos to be discarded which are used in enbryo
resear ch?

DR EISEMAN |I'mnot sure how you woul d
qualify, like, the Genetics and IBF Institute, if you
woul d consider that commercial. | nmean, it's nore of
a--

M5. KRAMER It's very commerci al .

DR EI SEMAN  Yes.

MR HOLTZMAN  And nmaybe commerci al nmay not be
salient to the extent that there are for-profits doing

t he sane thing.
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DR EI SEMAN  Yes, for-profit.

MR HOLTZMAN The issue is, what is their
ability to provide sanples to others.

DR EISEMAN  Well, | know Dr. Schul man at the
Cenetics and IBF Institute is very active in research
and has connections with a lot of universities, |ike
the Medical College of Virginia Genetics Departnent,
and a lot of sanples -- | don't know about enbryos, but
he's involved in a lot of research. So I'd be happy to
try to find out that information.

MR HOLTZMAN  Wth respect to the Quthrie
cards, the newborn screening, what we knowis that, in
many, nany states, there is effectively no consent. |
nmean, what we know, in general, is that we range from
everything of no consent in the Quthrie cards in nany
states, to a very thin consent for use in research of
t he pat hol ogy sanpl es, ranging up through a very thick
consent in certain research studies, which articul ate
any and all of the future research uses.

M5. KRAMER But is it legitimate to be
concerned that, in the future, those Quthrie cards

could have a value that is not now known, and that,
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therefore, we need to be paying sone attention to that?

DR MIKE But I think we need to go back and
| ook at our specific -- we just expanded testing for
one to seven netabolic diseases. |'d have to | ook
again, but there either are going to be sone
restrictions on access -- there will definitely be
confidentiality issues around that, and there m ght be
sonme restrictions on access built into the law |
woul d guess that there's no uniformty anong the states
about that, but 1'll come back and | et you know.

MR HOLTZMAN Eisa references the Reilley-
McEwen paper from'94, which did a survey, current as
of then, on this. |If that is of interest, we should
just get that paper.

DR EISEMAN | have a copy. | would be happy
to forward it to you.

MR HOLTZMAN  Yes. And | don't know if Phi
and Gene have updated that work recently.

DR EISEMAN No, they haven't.

MR HOLTZMAN But | guess | would go back to
Larry's stated assunption, and that is that, given the

spectrum of kinds of sanples and ki nds of consent
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associ ated with those sanpl es, does that nmean that, at
| east with respect to the retrospective sanpl es, those
previous to whatever we do, that one cannot have
sonmet hing that is uniforn®

See, | don't think that necessarily follows
froma spectrumthat one could accept that fact and
say, now how are we going to deal with it in a uniform
manner, which is built into Zeke's chart.

CHAl RVAN MURRAY: Let ne just try two very
rough principles here. e, is you should al ways be
candi d when you gather a tissue sanpl e about what your
intentions are. The candor becones a kind of first
principle. If you know you' re going to use it for
research, that's the clear intention, you need to tel
people that. |If you know you plan to use it for sone
conmer ci al purpose, you need to tell people that. So
nunber one becones candor.

The second principle would be, to the extent
that research or some non-clinical use is contenplated,
you need to have a nore robust and full consent to that
research. So | think it would be -- that's not a very

well articulated principle, but I don't think we need
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to have multi-page consent forns for every clinical
speci nen gat hered when there is a vanishingly small
chance that it will be used for research

DR MIKE Just to correlate that, Steve, |
was thinking nore in terns of prospectively, because
retrospectively we're not going to be dealing with
informed consent, we'll be dealing with criteria for
whi ch peopl e can have access.

MR HOLTZMAN R ght. [1'malso speaking
prospectively.

DR QOX: Tom can | make one commrent about
retrospective. | think that this will come out.

Again, it was laid out in Dr. Wir's paper very nicely.
It seens |like there's no issue with respect to consent
for retrospective sanples, but there is, in fact, a
really inportant philosophical and ethical issue. That
is, evenif it's anonynous, even if it's not |inked,
shoul d peopl e have the right to say whet her they want
their stuff to be used or not?

Now, retrospectively, they did not have that
right. So we're going to have to cone up with the

issue. Even if we think that they shoul d have that
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right now, what do we do about the thing where they
didn't have it before?

Sone peopl e are saying, and we have to nake
this crystal clear, that the sanples shouldn't be used
if the people didn't have the right or didn't say that
they wanted it to be used. | nmean, that's at the heart
of the discussion with respect to the retrospective
sanpl es.

|, for one, do not think it's a hard deci sion,
but we have to realize that that's what nany people are
aski ng NBAC to sort of consider

DR ENVANUEL: Let me just review where |
t hought we cane to last tine, because |last tinme when |
had put up the charts we had, at least in the
retrospective sanples, two different colums, one for
things collected under a clinical rubric and one for
t hi ngs which were coll ected under a research rubric.

Actual Iy, what we decided in the course of the
nmeeting is just to honogeni ze them that that wasn't a
relevant distinction. In fact, the way we were novi ng
was to reduce the nunber of distinctions and to try to

make a uniformrul e over the whole of that past pot.
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The second thing I would say, is we had,
think, cone to a pretty clear idea that there were
several decisions we were going to have to nake, all of
which required, | don't care whether you use the
bal anci ng et aphor or what ever netaphor, but clearly
positive and negative val ues on both sides.

This was nost clear, | think, in the sense of,
if you find the result that's specific to a person and
you' re doi ng anonynous research, do you have the right
to go back? But we've clearly recognized that, in a
| ot of these cases, we're just going to have to bal ance
things out, and not everyone is going to be happy with
t hat bal ancing and the judgnment will conme out
differently.

But I think the same is definitely going to be
the case, in looking at the retrospective sanpl es.
Things were not done optinally, whatever optinmally wll
be, and we'l|l define that for the sanples to be
collected in the future. So sonme noral conpromse is
going to be present, and | think we just have to be up
front about that.

DR MIKE A brief comrent on what you j ust
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said. In already collected studies in which people,
say, have not given consent, are you talking about
expressly, or by silence, or by not thinking about it?
DR QOX: Al of the above.
DR MIKE Because if it were expressly, the

sinpl e answer woul d be, they should not have kept that

tissue.

DR COX O they shouldn't use it.

DR MIKE \Well, why keep it if you can't use
it?

DR GOX  No.

DR EMANLEL: Well, in pathol ogi cal speci nens

there's very good reason to keep it. Ml practice, you
know.

DR MIKE Yes.

DR EISEMAN There's actually laws and
regul ations to be accredited and state laws for certain
times of retention for tissues for pathol ogic
speci nens.

CHAl RVAN MURRAY: As we wite the chapter of
the report that deals just descriptively with tissues,

we probably ought to have subsections. Wy is this
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tissue taken, why is it kept? Sone of the answers are
going to be nal practice, or other things. Then we'll
also want to talk about, why is it useful in research
and what kinds of research projects can be done with
it?

W' d al so want to ask, descriptively, | guess,
and Elisa is going to help us with this, under what
terns of consent, or not, was this tissue gathered, and
a variety of descriptive subsections in that chapter.

DR MIKE Just a comment. There's a nyriad
of state efforts to protect medical infornation
confidentiality and in many of these the definition of
what is nedical information will include these tissues.
| amin a battle with parts of ny own departnent, the
public heal th side.

W are the only state that has sonethi ng
called an Ofice of Information Practice within the
Attorney Ceneral's (Ofice. W're trying to devel op
laws for an imuni zation registry. Qher parts of ny
departnent are saying, you nust get consent each and
every time one accesses that registry to send

information out to clients to let themknow that their
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i mmuni zation i s up

I f those kinds of |aws get passed on a
confidentiality side, and | think the only exceptions
m ght include therapy, which this is definitely not, we
are going to be up a creek in terns of, there's going
to be such conflict between individual state |aws on
confidentiality and informed consent versus whatever
you try to do in the research area.

DR EVANLEL: Well, there was that article, |
t hi nk, passed out by Melton, that came out in the New
Engl and Journal tal king about Mnnesota's |aw and the
Mayo Adinic's records, which highlights at |east a
particulate -- as an exanpl e.

MR HOTZMAN ['d like to plant a seed,
followi ng up on Zeke's comment, that as we cone forward
with this, particular with respect to the
retrospective, there's a balancing that we're going to
have to deal wth.

| was really struck by Courtney Canpbell's
paper about different ways of articulating the bal ance.

There can be a tendency to articul ate the bal ance

MOFFI TT REPORTI NG ASSOQ ATES
(301) 390- 5150



N

o o A~ W

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

22

37

sinply in terns of consent versus non-consent in a

certain kind of conceptual framework built into there,
whereas there is a trenmendous sensitivity in her paper,
extract fromthe religious issues, for rather in terns

of nmeanings. It was tal king about synbols; |'d rather

tal k about nmeani ngs. That maybe provides, at |east in

ny mnd, a much richer framework of understandi ng what

you' re bal anci ng.

CHAl RVAN MURRAY:  And to that point, in a few
mnutes we're going to have JimWlIls' and ot hers'
reports on the mni-hearings. | think we've got sone
fairly rich and interesting comrents fromthe different
groups w th whom we spoke about the meani ng of
scientific research, the nmeani ng of these tissue
sanpl es, the concerns they had, but also -- they have.
It's very nuch in line with the things that Courtney
Canpbel | w ote about.

MR HOLTZMAN R ght.

CHAl RVAN MURRAY:  Hlisa?

DR EISEMAN | wonder if | could just bring
up one nore point. That goes back to, | think, where

you guys were heading the | ast meeting when it cane
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time to trying to identify research done in an
anonynous fashion. The reason | bring that up is
because, as | nentioned at the very begi nni ng t oday,
the vast najority of tissues are identified or
identifiable, so that does |ead into how you' re goi ng
to define how research is done and if there's going to
be that barrier which you were tal ki ng about .

CHAl RVAN MURRAY: Eisa, were there any
substantial categories where tissues were, in fact,
al ready anonynous?

DR EISEMAN Not that | came across.

CHAl RVAN MURRAY:  Ckay.

DR EISEMAN There's a category that | didn't
put in here, but is in the report, and that's research
that generates snmall collections of tissues, and sone
of that tissue may be collected in an anonynous
fashion, but it's going to be very small nunbers
conpared to what we're tal ki ng about here.

CHAl RVAN MURRAY:  Thank you.

Any ot her questions for Hisa?

(No response)

CHAI RVAN MURRAY: (nce again, a superb job.
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Ve ook forward to your filling in the blanks as best
you can, but this is already very inpressive and all ows
us to offer suggested policies, not just on our

i magi nations of what kinds of tissues are out there in
whi ch hands, but on some piece of evidence.

WIl you be able to stay, or are you running
of f?

DR EISEMAN No, I'Ill stay.

CHAl RVAN MURRAY: Geat. Pl ease don't
hesitate to speak up if you think what you've | earned
w Il be helpful to our deliberations.

DR El SEMAN  Ckay.

CHAl RVAN MURRAY: W' re ahead of schedul e five
mnutes or so. Now, inthis part of the neeting, Dr.
Janes Wlls will be presenting. | think | see at |east
one of your col | eagues here.

DR WELLS: Yes. Dana Karr is also here.

CHAl RVAN MURRAY: H, Dana. Please feel free
tojoinin. |If youwshtosit at the table, Dana, go
ahead.

And Sean Sinon and Henrietta Hyatt Knorr will

al so participate to represent these mni-hearings, so
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we're delighted to have your comments as wel | .

Jim the floor is yours.

REPCRT ON M N - HEAR NGS: CLEVELAND, BOsSTON, M AM
By Janes Wlls, Ph.D.

DR WELLS: Well, it's no problemstarting
early, because on Sunday norning there's little
traffic, soit's easy to be here in plenty of tine.

| was actually neeting in this very room
earlier in the week and people were sort of filtering
in during the neeting, tal king about the bad traffic.
Sonmeone said one of the advantages of living only 20
mnutes fromNHis that it only takes an hour to get
t here.

(Laught er)
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DR VWELLS. So | amhere to update you on the
progress with the mni-hearings. Since |l was |last here
we convened three foruns, three mni-hearings; one in
d evel and, one in Boston, and one in Mam. The
A evel and neeting was a group that was African
Anericans, the Boston neeting was prinarily elderly,
peopl e over 65, and the Mam neeting was, | guess, a
nore general, mxed group, that happened to be entirely
of wonen.

That was not exactly by design, although we
have often relied on the conmssioners to help us to
make contacts in the locales, and this happened to be a
person who was affiliated with the Denocratic Wnen's
Aub. So many of the group were nenbers of that club,
al though not all of them by any neans.

M5. HYATT KNCRR  And ny understandi ng is that
al nost three-quarters of themwere Jew sh, and | think
that's of interest because of sone of the issues that
were raised earlier

DR WELLS: Yes. (ood point.

VW shared with you our reports on these three

m ni - hearings and presented another table, as we did
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last tine, kind of summarizing things. | wll be glad
to entertain any questions about that. ['ve tried to
do a couple of things in ny remarks today. | think Dr.

Mirray asked us to think about conclusions and
recomrendat i ons about the potential of this technique
as an evaluation tool, and | guess potentially future
uses. O nmaybe I'mjust reading that into it.

CHAl RVAN MURRAY:  No, that's fine.

DR VELLS. Al right. So l'mprepared to do
that. So | can briefly do that, then spend what ever
time remai ns answering your questions and di scussing
what we brought up

| will preface ny comrents in saying that |
know that all along we have tried to | ook at these
m ni - hearings as an opportunity to | ook at the
diversity of opinion that we find in these groups, and
| think that will be reflected in the final report.
It's sort of difficult to draw concl usi ons which are,
perforce, generalizations and, at the sane tine,
include all the diversity.

So | guess, as I'mkind of going along, in

maki ng these generalizations, please understand that,
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where there are inportant divergences or where there's
inportant diversity of opinion, we will reflect that in
the final report.

VW tried to draw conclusions in five areas,
which | think cover the kinds of questions that have
been asked in the mni-hearings.

1. Consent and ownership of tissue

2. Consent to use, privacy and

confidentiality

3. Potential stigmatization of ethnic groups

on the basis of genetic research
4. Third party concerns

Sonmething | call third party concerns, which
has to do with either notification of famly nenbers or
consent by a famly nenber.

There is a third area. Wat is the third
area?

M5. KARR For people who can't nake deci sions
for thensel ves.

DR WELLS: Ch, yes. That's right. For
people with [imted capacity to give consent.

Actually, | have six areas.
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5. Sponsorship of the research

6. Saf eguards

DR WELLS: So let me begin with consent and
ownership. Qur first conclusion, and | think we shared
this one with you on the basis of the first four, is
that the general public does not fully understand the
consent process. They often feel pressured to consent
to procedures because of little tine or fear of being
deni ed care and, as a consequence of that, | think, in
general feel unable to fully think through the issues
i nvol ved in providing consent for any procedure.

Oh top of that, the disposition of tissue --
and this is how we've nmade our conclusion, on the basis
of these groups, anyway, the disposition of tissue is
never discussed with patients. So they are totally
clueless as to what will happen to their tissue, or
that anything coul d happen, or that anything other than
i mredi ate disposal is even a possibility.

| think, actually, if |I can find it quickly, I
wll share with you. One of the quotes fromMam is,
"l would be very surprised to find out that tissue that

was taken fromne after it was tested wasn't just

MOFFI TT REPORTI NG ASSOQ ATES
(301) 390- 5150



N

o o A~ W

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

22

dunped. "

It was the very first thing. W open the
di scussions typically by having a discussi on about,
what is tissue, what can you understand fromti ssue,
and beginning to tal k about what kinds of tissue could
be taken and stored. This is the first response out of
the nmouth of this particular participant. So obviously
this is not sonething that people are aware of.

DR MIKE At the end of the session, was
that one of the ones who didn't trust the governnment
anynor e?

DR VELLS: Well, | wouldn't say that we had
changed their mnd. Trust was not high.

But what we did find, was that the public
wants to retain the right to specifically consent to
future use of their tissue, but usually they're willing
to relinqui sh ownership at the tine of consent. So
they want to be asked, even if the future use nay be
indefinite. |If there's a possibility it would be used,
| think that we found nost people would want to do
t hat .

DR EMANUEL: | didn't recall that concl usion
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fromthe first three hearings. | nean, when | was
reading it, that struck me as a difference.

DR WELLS: Yes. Well, | think that it's
possi bl e that naybe we were hearing that a bit nore
strongly in the last three. | think there was sone
elenment of that. But | was about to say that this was
one where there's sort of an interaction between sone
diversity of opinion and peopl e' s ignorance of process.

M5. HYATT KNOCRR Yes. | was going to say,
think what we heard in the latter neetings was sonmewhat
nore contenpl ation of the issues in the sense that
peopl e real |y thought about -- once the issue was
rai sed, they thought about it in a nmuch nore intense

way than sonme of the earlier ones.

| think that was nore so characteristic of the

group and the order in which we have themrather than
sonme dramatic difference between the groups. | think
if we had pronpted the earlier groups a little nore we
m ght have gotten the same answer.

MR HOLTZMAN Ckay. There's also a range, it
seens to nme, between sonmeone saying, in principle,

need to have given consent because of |ah, dah, dah,
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dah, dah, the way we say bioethicists argue versus
soneone basically saying, gee, if they' re going to use
it, it would be nice if they asked beforehand. Kind
of, what's --

DR VELLS: | think nore of the latter, is ny
feeling. Yes.

M5. HYATT KNOCRR | also think if we | ooked at
the transcripts we would notice that, even though the
interview guy, per se, was the sanme, | think you nmay
have i nadvertently asked nore for that kind of
i nformati on.

DR EMANLEL: He warned to the subject.

M5. HYATT KNOCRR Yes. That's a good way of
putting it.

DR VELLS: W could say he got better at
running these particular groups. Yes. But | think
that's the case, if people want to be able to believe
that they' ve had a say.

Al so, | think because people don't understand
the process well it's difficult for themto distinguish
bet ween tissues taken specifically for research and

tissues taken for clinical purposes. Not that they
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can't distinguish that, but once they were thinking
about giving their consent, they're thinking about
prospective consent, and it was hard to get themto

di stingui sh between concepts such as, that it wll be
for a specific purpose as opposed to kind of a bl anket
consent, because they're not used to thinking about

t hese issues.

DR MIKE | think that distinctionis
inmportant. People are going for routine operation and
are not thinking about tissue being used for research,
soit's comng as a surprise tothem So it's not
surprising to ne that that they woul d say, hey, you
know, if | had known that then | would want to be nore
i nvol ved i n what happens.

DR WELLS: Rght. And I think people don't
understand the idea of consent entirely, or what their
rights are to consent, or that perhaps the future use
of tissue would be a separabl e i ssue from whet her they
want to have the surgery, given the potential harns and
benefits, that other things in the docunent could be
checked off, scratched off, or consented to or refused,

and still the rest of the things could go forward.
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M5. HYATT KNCRR  Yes. | also think that
t hose individual s who have participated in research
usually have a serious conditional illness at the tine
and the surgery was related to that, so their focus was
on their getting better rather than on their
participating in research

DR VELLS: And | will say that the Boston
group was particular productive. Because they were
elderly, they had had many nore procedures done, so
they were nore aware of the process. A couple of them
were a bit nmore mlitant as to what you coul d assent or
refuse to.

M5. HYATT KNCRR But | think it was not only
a function of age, | think it also had to do with, in
that group they were all volunteers of one sort or
another so they were a particular kind of group of what
you call elderly. As a matter of fact, | would not
have thought of themas elderly, because they were very
active.

M5. KRAMER Jim

DR WELLS: Yes.

M5. KRAMER Then would it be fair to concl ude
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that, for the nost part, people have never thought
about the issues and are, therefore, initially nore
perm ssi ve than they end up bei ng once you have
generated a conversation and they begin to think about
it? No?

DR WELLS: |I'mnot sure that's the case.

M5. KRAMER  No.

DR WELLS: Partly it's difficult to
di stingui sh because we start out asking them about
anonynous, so | guess they mght naturally be nore
permssive there. As the discussion goes on there's
sort of nore layers of conplication that occur

MR HOLTZMAN That's what strikes nme in what
comes out. W start here with having the range of
i ssues, sone of us having read the literature and
t hi nki ng about the issue, you watch it go through.
They don't think about it, don't know They're exposed

to the notion of the research, and then you get the

diversity of the -- it's mne, | want control, toit's
no nore related to ne than the used car part -- use it
for research, | don't care. So you really get the
diversity.
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DR VELLS. Now, certainly it raises a
concern, but I'mnot sure whether, as it progresses,
they actually becone less inclined to say that they
woul d consent .

M5. KRAMER So it's not going to necessarily
affect whether they give consent, it's just that they
want to be asked.

DR WELLS: Yes. Yes, | think that's true. |
think that's true

CHAl RVAN MURRAY:  And, if | heard you
correctly, they don't renenber bei ng asked.

DR WELLS: They certainly don't renenber
bei ng asked. | don't think, out of 70- or 80-odd
peopl e, we've ever had anyone who said, | was asked
about the disposition of ny tissue, or it was ever
di scussed.

CHAl RVAN MURRAY: | f we went back and | ooked
at the forns they signed, we'd probably find pretty
uniformy that they were asked sonet hi ng.

M5. HYATT KNCRR  Ch, they renenber that.

CHAl RVAN MURRAY:  They remenber signi ng

sormet hi ng
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M5. HYATT KNORR  They renenber that they
signed sonething, but they didn't remenber what they
si gned, peri od.

CHAI RVAN MURRAY: | don't intend that as a
criticismof the people, | intend that as a reflection
of the process.

DR WELLS: h, quite often they said,
didn't read it. And quite often peopl e conpl ai ned
about the fact that it's given under conditions under
condi tions of high anxiety and stress, any consent, and
that makes it nore difficult to give it their ful
attention and real |l y understand.

MR HOLTZMAN As a neasure of the currency of
this issue, did anyone happen to see E.R this week?
The case was of a young child that canme in wth organ
reversal. He'd been in a car accident. So they wanted
to take a blood sanple to do a genetic study. The
child is in the process, essentially, of dying, and
that's all the father is thinking about.

Now t hey approach himon the ability to take

the bl ood sanple. He's handed a consent form which is
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about -- and he sits there, it's about six pages |ong,
si ngl e-spaced, and he sort of |eafed through,
unconpr ehendi ng in about two seconds, and then, oh,
there's where | sign.

DR SCBEL: But the critical factor in that
story is, when the boy dies before the blood sanple is
actually taken, it becones clear that the father
thought that -- it was never really clearly stated to
himthat this was a research study, that it was not
going to specifically help his son.

MR HOLTZMAN That's correct.

DR SCBEL: He had the inpression, when he was
presented with the story, that it was going to help his
son. 1'll do anything to help ny son.

MR HOLTZMAN R ght.

DR SCBEL: Wen it was no |longer going to
hel p his son, he then asked the question -- and did not
consent, until later in the story.

DR HANNA: | notice in your Mam group that
one person alluded to the issue of conputerization,
conputeri zed data bases. Has that not been raised by

very nany peopl e?
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DR VELLS: Ch, that's been raised by
ever yone.

M5. HYATT KNCRR It has been raised. Anyone
who has any | evel of sophistication in the area
certainly is aware of that. In Hawaii --

DR MIKE Renenber the Hawaii guy. The guy
was so into conputers, | think he was out of touch with
reality.

(Laught er)

DR MIKE It's one thing to say that there
are nyriads of data bases around in little research
institutes, it's another thing to say that one person
or one organization can tap into all of those. The
connections are mssing. But he was convinced that, if
it's there, you can do it.

M5. HYATT KNCRR | think he was very
concer ned about this.

DR MIKE Hs whole focus was on conputers.

DR WELLS: But | think that's another area.
Maybe |'mcontradicting Henrietta a little bit here.
Wi | e people are aware that data bases are

conputerized, they don't seemto have a great
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under st andi ng about how t hi ngs may or nmay not be
[ i nked.

| mean, we had a nunber of people |ike the one
that Dr. McBEwen is referring to, who thought that it
woul d be nothing for you or | to walk up to a termna
and put together all the infornmati on about them which,
even if you wanted to do, | think nost of us are aware,
woul d be extrenely difficult.

MR SIMON They're very into cross-anal ysis
of data base, that anyone would be able to, with the
right conputer w zardry, be able to cross the proper
data banks in order to get whatever information they
needed about anyone in the United States, basically.
There's about one of those, al nost, per group.

CHAl RVAN MURRAY: | got a letter froman old
friend this week who's in atotally different world,

he's a | awyer in Colunbus, and he's been on the

canpaign to -- it's alittle off the track, but not
entirely. He's been on the canpaign -- apparently when
conpanies -- there are these transfer conpanies. |If
you own stock -- this is hypothetical; | don't own any

stock. But if you own stock and you get paid
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di vi dends, they send your check out. But, you know, a
consi der abl e percentage gets returned.

These conpanies, they' |l send it out a couple
of times and then they'll just hold themand earn the
interest on them This guy is infuriated at this
practice. So he found out that in other -- he's
gotten, actually, alawto not tolerate this anynore.
But it typically takes about 90 seconds to track a nane
down on one of the various data bases.

DR WELLS: Cedit data bases.

CHAl RVAN MURRAY:  Your address can be on a
publicly avail abl e data base. Your current nmailing
address, et cetera, can be obtained, on an average, in
about 90 seconds with a conputer search

DR WELLS: Yes. | could do it on ACL. But
t hese people are not only worried about having their
address found, it's that once you have their address
you can find out everything el se.

CHAl RVAN MURRAY:  You still have to |ink
everyt hing el se.

DR COX Thisis, at least for ne, very, very

inmportant. You nmade, if | paraphrase you correctly,
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and what | heard in San Franci sco, the public wants
consent, to be given the choice to give consent, but,
and even though they didn't know what was happeni ng
with their sanples, when they heard about it they said,
give ne the choice to give consent.

But then it's the issue of relinquishing
ownership, or at least still wanting to contribute to
the public good with respect to research. So they may
not have known what was going on with their tissues.
They were surprised by that. But it wasn't, as soon as
they found out they weren't going to | et anybody do
resear ch anynore.

|'d like to bring that up because | think that
that's one of the nmain notivations for sone of the
views of certain stakeholders, of not informng the
public, because if they actually knew what was goi ng on
then they wouldn't | et research go on anynore. And |
think that, for me, one of the really inportant things
that came out of all these hearings, is that none of
the testinony or the statenents that we've heard is
consistent with that.

| mean, sone of the people may have been nore
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cautious than others, but it certainly wasn't, if you
were going to draw general conclusions, that the

overwhel m ng view was that when peopl e heard about this

they said, well, I'msure going to shut down research
| nean, | think that's really -- | nust say, it was a
prejudice of mne going in. Mybe that's why | 1iked

t he concl usion, because it confirns what | found in the
begi nni ng.

MR HOLTZMAN There's two ways you can go
with that. Let's assunme ny sole stake is nmaking sure
research goes on. | now gain confidence, as you just
said. | can nake one of two conclusions. Therefore, |
shoul d have robust consents associated wi th everything
and that will be wonderful and I'Il get good consents,
or the alternative is, given that the overwhel m ng
maj ority of people would consent given the choice,
that, therefore, pragmatically | can use a nuch thinner
ki nd of consent, or what did you call it?

DR ENVANLEL: Presuned consent.

MR HOLTZMAN  Presuned consent. So | think
that's one of the things that we need to think about.

DR COX: Yes. But I think thereis a
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significant fraction of people that are against sort of
changing any of the rules for consent because of this
fear that people won't play. | just don't see it up
t here.

MR SIMON People basically wanted to vote.
Sone peopl e woul d have studied nore on the issues
before they voted, but either way, they essentially
wanted to vote. The anal ogy bei ng the denocratic
process, they wanted to have a hand in the nmatter.

MR HOLTZMAN  Ckay. Well, 100 percent of the
peopl e want to have the right to vote, and then only 40

percent exercise it.

MR SIMON Exactly. | think there's a
| esson

M5. HYATT KNOCRR But | think there's another
point that has to do with that as well. | raised the

issue, | think, at nost of the neetings. Wat about
sanpl es that have already been taken in the past where
consent has not been obtained? And there was uniform
agreenent, and | don't think anybody di sagreed, that
whatever it was, it should not be wasted. There was a

really strong feeling about the public good and the use
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of these sanpl es.

DR QGOX Even when the peopl e were shocked,
that they didn't know about sonething, it didn't take
away this feeling of the public good. To ne, that was

M5. HYATT KNCRR Right. And anot her place
where that canme out was when the issue was rai sed about
possi bl e profit-making. Overall, | think people do not
feel that, even though it was their tissue, that --
profit-making, that that woul d change anything, really,
as long as it was good for people.

DR WELLS: Right.

CHAl RVAN MURRAY: | had a slightly different
read on the develand group. But |'mconcerned; we've
got about 25 to 30 mnutes |left in our session.

DR WELLS: Ckay.

CHAl RVAN MURRAY:  And we're preventing you
fromgoi ng through your presentation. W're having a
very good conversati on.

DR VELLS. Well, we've actually covered sone
of the additional points, but I'll go over them

quickly, just to reiterate, to junp ahead to
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sponsorship, that's what Henrietta is bringing up

What we concl uded, or the way we wote it, was that the
general public sees the benefit of genetic research to
society, regardl ess of who sponsors or who conducts the
resear ch.

Dr. Murray is right. The nost dissent we
probably heard about that was in the d evel and group,
where there was sone concern. W asked two kinds of
questions. The one, was do you nmake a distinction
bet ween an academ c researcher and a researcher in a
bi ot ech or pharnaceutical conpany? There we did get
sone distinction and sone preference for the academc
researcher, and really nowhere el se.

The ot her question was, does it matter who
sponsors the research, who pays for it, a for-profit or
t he Federal CGovernnent, and we never found too nuch
concern over that difference. W often heard comments
of the sort that said, as long as they're produci ng
sonet hing good, as long as the drug will have a benefit
or as long as the research will produce sonething that
will help people, then it doesn't really natter.

| think, in general, again, with perhaps the
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exception of O eveland, people just didn't nake any
distinction in the ethics of research that you woul d
find in the different places or under different
sponsorship. W never heard any concerns about that.

There are another set of issues having to do
with privacy and confidentiality that we' ve already
kind of overlapped a bit. That is, we felt that, based
on these neetings, we could say the general public is
confortable with the confidential use of stored tissue,
i ncluding |inkages w th denographic information such as
sex, age, and ethnic group

V¢ never found anybody who was very concer ned
about linking it wth other information, certainly as
long as their nane was not associated with that
i nkage. Perhaps nore concern if there was a
possibility of going back to the nane, and that's where
sone of the people who had nore concerns about cross
i nkages of data bases and so forth expressed their
concerns, because they obviously didn't -- we've had
peopl e say, even if you had rul es about |inkage, well,
we don't trust people to followthem So there's

al ways sone small group of people who didn't trust
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anybody no matter what, but, in general, people, |
t hi nk, were not concerned about those |inkages.

Ohe difficulty I think the public has in
thinking about this issue is, in differentiating
between a |inked study or any research study that nay
have a general benefit to the public as opposed to
sonet hing that may have direct benefit for them So
one reason people don't necessarily even want to have
an honest research is that, if there's sonething that's
found out about them they'd |like to hear about it.

So that sort of overrides the concern, even
t hough -- and once again, as we got nore sophisticated
in running the groups | would say, well, it nay well be
that research will be done because there will be no
direct benefits to you.

| think that was difficult for people to
grasp, that notion that the tissue was taken, obviously
sonme sort of direct test was done that, for clinical
reasons, mght have sone direct benefit to them Then
research mght be done and, in all Iikelihood, nothing
woul d be found that would be a direct benefit. | think

that very snmall probability |ooned |arge in people's
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m nds.

DR MIKE Just one comrent on that. |
believe it was, and | don't know how all groups were --
tome it was a sophisticated answer in the sense that
they didn't really expect to individually benefit.
They didn't see any great probability of their being
individually benefitted, but if the research found
benefit for those types of people with those diseases,
that that answer was taken back into the nedica
comunity and they woul d benefit fromthat.

DR WELLS: Yes.

DR MIKE They had that perception

DR WELLS: Yes. R ght.

DR MIKE That's pretty conplicated.

DR VELLS: It was. There was sonebody -- |
think we quoted it in the last table that, in fact,
sonebody spoke of this indirect benefit, that through
the nedical literature, | believe they even said, that
this woul d be dissem nated and they could actually
benefit, even in that indirect way.

CHAl RVAN MURRAY: | want to see if |

under stand sonet hing else | thought | just heard you
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say, that you detected a pretty strong sentinent that
if there should be a finding in the course of research
that could then -- an unanticipated finding, that coul d
t hen be beneficial back to the individual who was the
origin of the sanple, that people would want to have

t hat connecti on.

DR WELLS: Yes, people would want to.

W did have sone discussions, | think nost
strongly in San Franci sco, that people recogni zed there
may be difficulties in doing that. Procedurally, sone
peopl e in San Franci sco actual |y expressed the opinion
that mght be an excessive burden on research to have
to do that. But, in general, | think you' re right.

CHAl RVAN MURRAY:  If it entailed a trade-off
bet ween an additional increnental protection of
i ndi vi dual privacy versus the possibility of, if
soret hi ng shoul d be found that mght be useful to
afford that, the possibility to wal k back, did you get
a clear sense of how people would want to nake t hat
trade-of f?

DR VELLS: Well, ny sense is, yes, that they

woul d trade sone confidentiality or sone protection for
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that information, for that know edge.
CHAl RVAN MURRAY:  Would | be off-base if |
sort of tried to describe that as a sense that, if |
make this gift of ny tissue, | then have a kind of

relationship with the researcher or the research, so

that --

DR EVANLEL: | don't think it's relationship
based, do you? | think it's sort of the idea that
you' ve done your contribution and this is the -- if

there's going to be a benefit, then you shoul d know
about it, right? That's the sort of -- while you're
not expecting that return, if it cones out, that's the
appropriate return on the gift, as it were.

MR HOLTZMAN But is it --

DR EMANLEL: But that's not necessarily a
rel ati onshi p.

CHAl RVAN MURRAY: Wl |, in the process. In
the same way that what | donate --

DR EVANLEL: Rght. But | think what | hear
over and over fromyour summary of the hearings is that
this concern of privacy, it's not as big a concern as

one mght have expected. That, yes, it's out there,
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but clearly there's a health benefit and that's
definitely going to outwei gh the privacy concern. They
don't feel that threatened by it.

M5. HYATT KNOCRR As long as it doesn't have
anything to do with the insurer or the enpl oyer.

DR WELLS: R ght. That's the other one under
privacy and confidentiality. That was the cl earest
thing we heard anywhere, was they do not want insurance
conpani es to have access to findings on research about
their stored tissue. That was pretty clear.

MR HOLTZVMAN. It seens to nme the idea of, |
want to know if they can hel p ne, probably is not
grounded in this gift or contribution. | nean, in
general, | think all of us, if there's sonething we're
suffering fromand sonething could help us, we'd Iike
to know about it. So in this context where there is
the potential for directly linking, you want to know
about it because it's possible to know about it. It's
not hing nore than that. Ckay.

The second thing that strikes ne in terns of
privacy, confidentiality --

DR EVANLEL: | think of it differently.
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MR HOLTZMAN. No. | think there are two
cases. Let's renenber the two cases. One, is for the
illness, in general, which you mght suffer, and then
there's the case which I think you brought up | ast
time, which is they serendipitously find out sonething
specifically about you that doesn't apply to everyone
else in that category. | think we have to distinguish
those two cases. Tomand | think we're tal ki ng about
the first, and you may be tal ki ng about the second.

DR ENVANUEL: Ckay.

MR HOLTZVMAN.  Because | do think those are
two different kinds of cases.

DR EVANUEL: Because | do think

M5. KRAMER W at concerned nme the last tine
t hough was, was there this sense that the researchers
have a responsibility to those who have donated the
tissue to apprise them just a general responsibility?

M5. HYATT KNCRR | did not read it that way.
| read it much nore like, if it is possible for nme to
get this feedback and not give back too much, or any,
of the confidentiality, I would certainly |like to know

because it would then help ne or ny famly. D d we
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di scuss Zeke's idea of the wall?

M5. KRAMER  You did.

M5. HYATT KNCRR  Yes, we did.

DR MIKE | don't think that's such a big
i ssue, because there's going to be very little or a
very snall probability that the information will be
generated that will benefit the individual.

DR VELLS: Right.

DR MIKE It's the other stuff, which is
that we have information but we don't know what it can
do for you. But it may rai se concerns about
probabilities about disease, and we can't do anything
about that. In that exanple, in that particular area

where there's informati on that causes that ki nd of

dil emma, you get sort of a mxed response. | think
many people -- | mean, it just gets back down to, yes,
I'd like to know, or no, | don't want to know. So

there's noreally --

DR COX But | think you're right on the
target here. Wuat is benefit? Mst of the tine when
people said that they wanted to know stuff it was in

the context that there were clear options that were
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open to themw th that kind of information. | nean,
nost peopl e don't think about information as not having
options hooked up with it. That's another thing they
can't believe, | think.

M5. HYATT KNCRR But in Hawaii the issue cane
up, such as Al zheinmer's. The response there was, |'d
really like to know so at least ny famly or | can
prepare for it.

DR QOX: Ch, sure.

DR EMANUEL: Right.

DR COX Wen there's not options, thenit's
a mxed bag. But it's hard for nme to inmagine, if there
was really direct options, that | could do sonething to
save ny life and | knew -- like, if | didn't get out of
the street | was going to get hit by a truck because it
was just comng down, | want sonebody to tell me that
the truck is comng. So | can't inagi ne sonebody not
wanting to know t hat.

DR VELLS. The next category was a series of
qguestions about stignatization of ethnic groups.
think in that, people were not concerned about the

stigmatization of ethnic groups, although they
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recogni zed the potential for this to happen.
Conversely, they did see the potential benefit to
et hni ¢ groups of group-specific genetic research and
felt that outwei ghed any potential harns.

| mean, generally we did get at |east sone
people in the groups who said, oh, yes, that -- often
peopl e spont aneously tal ked about Tay- Sachs or
sonmething like that. They knew of specific di seases
that were associated with particular ethnic groups, and
often recogni zed that this kind of research actually
was potentially a benefit for those groups.

| think we tal ked about this last time. You
coul d get people to speculate in sort of a general
sense about, sonething prejudicial could result from
this, but nothing concrete and no real strong
sentinent, no strong concern.

CHAl RVAN MURRAY:  The group in d evel and- -1
only have the one experience, | didn't attend the other
meetings--very early on nentioned Tuskeagee, which is
highly salient. They also nentioned the G ncinnati
radi ation studies. So they were very attuned to

potential m suses of people in research. But they al so

MOFFI TT REPORTI NG ASSOQ ATES
(301) 390- 5150



N

o o A~ W

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

22

72
were very supportive of research on ethnic groups,
i ncluding African Americans.

| wote down, and | hope |'ve got the quote
correct, "The nore we know about oursel ves the better
we'll be." It was very insightful commentary, |
t hought, and a nunber of comrents about how, in
general, they were very, very nuch in favor of
research, even research on particular ethnic groups.
They did tal k about accountability, researcher
accountability, and how we woul d review research for
it. | don't knowif you plan to cover that expressly,
Jim

DR WELLS: Yes.

CHAI RVAN MURRAY: But ny i npression was very
consonant with what you said.

MR HOLTZMAN So Tom to soneone |ike
yoursel f, and nmaybe Zeke and sone of the other
professionals in the field, who are very cogni zant and
keep up with the literature on this whol e subject,
whi ch seens to be very, very sensitive to the notions
of stigmatization in groups, and what not.

As you attend these neetings, as you read the
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transcripts, or whatever, do you find what the common
person is saying and their attitudes are very different
than the literature?

CHAI RVAN MURRAY: Inthe limted sanple
have, yes.

DR WELLS: | think that's true, too.

DR EMANLEL: The nost inportant thing is just
the weighing of the different concerns. We--the
literature, that's the "we" I'mreferring to--weigh
i ssues of consent a | ot nore and suspicions of dangers
alot nore, and | think the public doesn't |ook at it
that way, by this insurance/enpl oynent issue, which I
think you' re going to cone to.

M5. KRAMER It's interesting. |'mgoing back
inny mnd to when Dorothy Wrtz was here, eons ago,
right? And | renenber her saying specifically that,
even t hough nobody has ever polled or surveyed on these
specific issues, that her gut feeling is that the
public won't care as long as the insurance conpanies
don't know It's interesting, because it's really
what' s bei ng borne out.

DR WELLS: Rght. Wll, | think that's one
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clear place where they see potential harmto them No
matter what the legalities are or whether they waive
and have given insurance conpanies the right to take a
| ook, they see the potential for direct harmto
thenselves. | don't think there was any ot her area
where people so directly and clearly felt the potenti al
to be harned by breach of confidentiality.

MR HOLTZMAN | raise that question because,
comng fromoutside of the professional circle and then
diving in and reading a little bit of the literature
and then listening to this, it really strikes me that
the literature, apart fromthe insurance, is conceiving
of the terns of the way it thinks about this and the
way in which it's probably different than people think
about it. That's what struck ne about the Canpbell
paper, is that the Canpbel | paper nmaybe is closer to
how peopl e thi nk about this because, at |east for ne,
offers a better understandi ng of how people are
reacting.

DR ENVANUEL: Maybe. [I'mnot sure | would put
it that way, but | see what your point is.

CHAl RVAN MURRAY: And we have to be cauti ous.
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W don't have anything |ike a popul ati on base random
sanple, which | think for very good reasons we deci ded
didn't nmake a |l ot of sense because you' d have to spend
so nmuch tine explaining what this was all about that,
by the time you got to the questions, it was unclear
what neani ng you coul d derive fromthe answers.

But, nonet hel ess, we do have a cross-section
of the United States, a variety of different
communities, a variety of different ages, sexes,
groups, identities, and we've gotten sone very
i nteresting answers.

DR VELLS. And I think that may account for
the different between our sense of what people's
desires for privacy are because in our discussions we
really got into how they opti mze privacy agai nst
potential public good, against potential personal good,
agai nst potential -- it nmakes it difficult to sort
those things out, but, in fact, | think gives a little
ri cher view of what peopl e think about these things.

VW did discuss third party concerns. W had
asked peopl e about disclosure to famly menbers.

think that, in general, we could conclude that the
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general public believes it's the right of the tissue
donor to choose whether or not to disclose to anyone,
including famly menbers, findings fromtheir research
on stored tissue.

| think inthe first groups we had a | ot of
di scussi on about these things, and sort of noved this
question to later on because it tended to -- the
questions of famly, what would go on, and so forth,
sort of took over the rest of the discussion, because
it just adds anot her whol e set of pernutations that
were difficult for people to think about.

But, nonetheless, | think it was clear.
Certainly we woul d ask this question and peopl e woul d
express a lot of concern if someone el se were
contacting a famly menber or sonething about the
potential for genetic disease, but then we got into al
the i ssues of whether you' re tal king about a specific,

direct, and treatable condition or whether you're

tal king about a propensity and how that interacted with

famly dynamcs, and so forth.
CHAl RVAN MURRAY: | was getting a little bit

lost there. Could you give us a quick summary of what
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attitudes you discerned about notifying famly nenbers?
What | heard was, you basically don't tell the famly
menber s.

DR VELLS: You don't tell the famly menbers

CHAl RVAN MURRAY:  You tell the person.

DR VELLS. You tell the person and they nay
or may not choose to do so, or they nake the judgnent
on what to do with that information.

CHAl RVAN MURRAY: D d you get into questions
where the person, the original donor, was now deceased?

DR VELLS. Yes, we did. W actually had a
scenari o about sonmeone with a brain condition. |'m not
sure if we got enough information to --

M5. HYATT KNOCRR | don't think people reacted
to that very much

DR WELLS: Right.

M5. HYATT KNCRR  Wien you' d tell sonebody in
t hat case.

DR ENVANLEL: The typical problemof trying to
nmake them | ook forward and then | ook at a series of --
| nean, the nore hypothetical the situation the nore

difficult it is for people to inmagine, and then you're
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asking themfor a series of judgnents. That's a
classic thing. Survey people tell you, garbage in,
garbage out, and don't rely onit. The further it is

fromtheir experience, the less useful it's going to

be.

DR WELLS: Rght. But | think the answers,
in general, would be the sane. | nean, |I'mjust trying
tothink if there's -- | think people had different
concerns about that. | nmean, in fact, they raised

those. Wy did they do this test, and why is it com ng
up now, 30 years later? So the scenario was nore
probl ematic than the concern, | guess.

V¢ al so asked themthe question about, if
soneone has Iimted conpetence to consent to use of
their tissues and I think people just saw that as a
real straightforward, |egal guardian, power of attorney
issue. It was hard to get themto think about that any
further than that. It's just that, well, that's
straightforward. They just ask the parent of the
child, or a sibling, or whatever, the child of an ol der
adul t .

Finally, we asked them about safeguards. |
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think, as | told you last time, the general public does
not have an abiding faith in any one group to protect
medi cal infornmation and to protect the confidentiality
of nedical information.

V¢ asked them about the governnental nedical
prof ession/l egal professional institutional review
boards. W got opinions all across the spectrumas to
trust, and none of those really rose to the top,
al though | think people were synpathetic with the
notion of IRBs. There were sonme groups where sort of
the I RB won out, and ot hers where physicians won out,
and others where -- but it was very m xed.

MR HOLTZMAN D d nost peopl e know what an
| RB was?

DR WELLS: No, we had to explain that. W
had to explain it. W never called it an IRB, we
called it an ethics review board.

DR ENVANLEL: |'ve actually been in contact
with ABCto try to convince themto do a story on
| RBs.

DR MIKE And they said NO.

DR ENVANLEL: Well, no. They need sonething
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to peg it on to, as usual, you know, with TV. But they
didn't even know. The producers didn't even know It
was quite interesting, despite their coverage of a |ot
of sci ence.

DR MIKE The reaction was, once they knew
there were IRBs they thought it was a good thing.

DR WELLS: They thought it was a good thing.
They thought it was a good thing. But they knew so
l[ittle about it. | renmenber, in one of the groups in
Hawai i, they started down this path of conversation as
if there was one sort of nmega-1RB that woul d be here in
Bet hesda, or sonething. W had to --

DR MIKE They thought it was al
conput eri zed.

(Laught er)

DR WELLS: Rght, it was all conputerized.
But once we tal ked about that being a | ocal kind of
thing -- | think perhaps this is not going too far
beyond the data to say, the nore local, the better.
nmean, the other side of it is, people were often
willing to say, well, ny personal physician is soneone

that | trust to deal with nmedical information. But
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then you have to bring up on the other side, well, that
person nmay not always be the one involved in research.

VW did ask people to identify who they thought
desirabl e menbers of IRBs would be, and | think, in
general, they identified the kinds of people who are
typically on an IRB. Al though there was one answer
that came up very often, and that is that IRBs should
have ethical people on them Not ethicists, ethical
peopl e.

DR ENMANUEL: They grasped that distinction.

DR WELLS: Rght. R ght.

(Laught er)

DR WELLS: | don't believe that's required in
the regul ations, actually.

(Laught er)

DR WVELLS: Mdke sure to include those on the

MR HOLTZMAN D d you notice that that |ed
one group to concl ude absolutely no | awers?

(Laught er)

DR WELLS: That was our doctor sanple.

M5. HYATT KNOCRR  Sone people didn't trust
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their mnisters either.

DR VELLS. Yes. A though clergy was a common
nom nation as a group that ought to be on IRBs. W did
have that in one instance.

CHAl RVAN MURRAY: I n devel and they al so
nmentioned "highly ethical people.” They wanted peopl e
on the |RB who were not affiliated with the
organi zati on doing the research

DR WELLS: Yes. Yes.

M5. LEVINSON Al the people or --

DR WELLS: | don't think that was the case.
| just think --

M5. HYATT KNORR  There shouldn't be a
conflict of interest.

CHAl RVAN MURRAY: Right. | read a
Ssubstanti al .

M5. LEMINSON  So in other words, one is not
enough.

DR WELLS: Probably one is not enough. Not
only in develand, but el sewhere, people felt that
groups being studied ought to be represented. W

didn't get into the nechanics of that, but they had a
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strong feeling that if, in particular, an ethnic group
-- and even if it wasn't an ethnic identification,
everyone identified thensel ves as, a group of people

i ke us would want to be represented on that group, if
that were the group being studied. So | think that was
a fairly general finding.

That's ny six topics. So | have a coupl e of
m nut es.

DR EMANLEL: | have a challenge for you.

DR WELLS: Sure.

DR EMANLEL: As nuch as you benpan this, and
as nmuch as you have warned us against it, it occurred
to ne, we have variously tal ked about the possibility
in the future of doing a survey, either for our next
topic of confidentiality, et cetera.

Now, | know you' ve got a long list of caveats
about educating the group. Are there 5 or 10 questions
you could cone up with, if we | ocked you in a roomfor
8 hours, that mght be useful in a survey format as
opposed to a focus group format for thinking about
t hi s?

DR VELLS: Yes. | think the answer to that
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IS yes.

DR EMANLEL: And would you mnd burning those
ei ght hours doing it?

DR WELLS: No.

DR EVANUEL: Because | think, first of all
it would be extrenely hel pful for nme, having not
participated in any one of these, to hear what you
t hi nk. At the conclusion of focus groups, you usually
don't give that as data but you give that as
prelimnarily to giving us our survey questions.

So | was hoping that you mght get 5 10, or
15, whatever the right nunber is in your view of
questions that we mght be able to, if we ever get the
nmoney and the inclination, et cetera, included on the
survey, and even if we don't, we mght be able to buy
sone survey tine on soneone el se's survey, because |
think that woul d be hel pful. | nean, | have sone ideas
of the three or four that | mght ask, but I haven't
sat, as | said, through any of the focus groups.

DR VWELLS: Well, | think 3, 4, or 5 would be
much nore difficult than 30 or 40.

DR EVANUEL: Right.
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DR VWELLS: Because you could probably do a
hal f a dozen or nore in each of these areas --

DR ENVANLEL: | under st and.

DR WELLS: -- just to flesh out or |ook at
t he preval ence of sonme of these things.

| think there are sone areas where it's pretty
clear-cut that there were strong opi nions and you
probably wouldn't need to repeat that in a survey. |
t hink some of those where there's nore diversity, where
you coul d perhaps now feel nore confortable in putting
together a set of kind of stipulations about what the
circunstances are, and then ask questions about, under
t hese circunstances, would you, and then have concerns
about confidentiality, privacy, and so forth.

DR EVANLEL: | think that would be great, if
you could do it for us.

CHAl RVAN MURRAY:  You want himto do the five
or six?

DR EMANLEL: Well, | think 30 is inpossible
because, under no circunstances, if we're going to do a
general survey -- you've got 50 to 70 questions, 30

woul d be half of it, and we're going to have at | east
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one or probably two other topics. But |I think 10 or 15
is doable, and, even if we never do a survey, it's at

| east within the perception of buying space on soneone
el se's survey, mght be possible.

DR GREIDER But that depends soneone on what
the notivation is. The |arge nunber of areas that were
covered here, if you were to take one of those, |ike
you just nentioned confidentiality, or one of the other
ones, then you could cone up with 10 questions just in
one of the areas rather than 10 questions in all 6
ar eas.

DR QCOX But Zeke said, and | think you're
right on target, one possible notive would be that sone
of these things we think are consensus, but it's on a
very snmall sanple, so go out and find out if it's true
or not. W're sitting around the table right now for
better or worse, inplying it's true. Maybe it is,
maybe it isn't.

DR ENVANLEL: Well, one area that | think is
inmportant is this issue that you' ve raised severa
times about, they don't want their tissues

commercialized. You think that's uniform | think if
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we really heard that that was an 80-90 percent
response, that woul d be hel pful. Second, on the other
hand, they don't mnd if biotech or pharnaceuti cal
conpani es nake noney off of research on

Third, the fact that they do want to pronote
research, they don't want the sanples wasted, if we
found that that was uniformacross all, this kind of
trade-of f of benefits to the group versus
confidentiality is another kind of area, this issue of
the fact that nore research, even on specific ethnic
groups, turns out to be beneficial. These are the ones
that 1've highlighted or circled.

Also, this idea that they're basically
suspi ci ous of every single group in the world to
protect themfrominformation is, | think, another --
nmean, that's a real problem | think, for everyone
involved in this and sonething we all need to think
about .

Wen | said | could think of three or four, it
was those that | could think of. But |'msure you
have, again, having sat through all of these, other

senses that mght be very hel pful to us.
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CHAl RVAN MURRAY: We're running a little over,
but I think it's worth running a little over. |If you
want to ask questions, go ahead.

M5. KRAMER | was just curious. W en you go
back to your m nd-set when you started and where you
are now, were there any big surprises there for you?

DR WELLS: Big surprises. | think the one
that people had a little concern about who sponsored or
who did the research, | was surprised. | grewup in an
academc world with those biases, and | was kind of
surprised that people felt that way. | thought that
was nore wi despread than just the halls of acadene, but
apparently not the case.

DR ENVANLEL: But also this one about nore
research on ethnic groups basically being viewed as
beneficial, not as a harmor stigmatism | find
that --

DR WELLS: Yes, totally. A though there were
sone actual -- for exanple, in develand, where the
group was African Anerican, when Tuskeagee was brought
up by one individual, a couple of other people argued,

well, it wasn't really relevant so it didn't really
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apply. Things had changed greatly and that wasn't
really a concern for this particular kind of scenario
that we were tal ki ng about .

M5. HYATT KNOCRR | think that's probably one
of the questions though where, if we ever did do a
survey, that | would really like to explore because |
felt that we didn't have | arge enough or varied enough,
an unrandom sanpl e here, | think, to cone to that
conclusion. It did appear that way.

DR WELLS: That would be a harder one in a
survey, though. Well, you d have to be very careful
about how you identified -- people who identified
t hensel ves.

CHAI RVAN MURRAY: The O evel and group were
fromthe comunity.

DR EMANLEL: You nentioned the Tay- Sachs
case. The other possibility is to nention sickle cell,
or sonething. |If you have two or three ethnic groups
inplicated, it mght --

DR VELLS. Sickle cell did come up in the
A evel and neeting, and ot hers.

CHAl RVAN MURRAY:  Rachel ?
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M5. LEVINSON  |'mthinking about the kinds of
questions, if youre limted to 10 or 15 or so, which
seens reasonabl e, and perhaps groupi ng them around sone
kind of a concept. It will be highly desirable to have
the recommendations fromthis group be able to be
transl ated easily into policy recomendati ons and t hat
t hose need to be supported by sonme kind of consensus.

| can see sone directions where you're going
that are counter to sonme general public thought, and if
there's evidence fromthe survey to back up those
particul ar recomendations, it would be very useful.

DR EVANLEL: The policy --

DR WELLS: And certainly that nakes sense. |
mean, if we are going to do this we ought to have
enough iterations to be sure that the results that we
get fromthose questions directly answer and al |l ow you
to nake a deci sion.

DR MIKE On the question about ethnic
groups or other ways of grouping it, it was never ny
i npressi on that people were agai nst research in that
area. There were concerns raised around research that

woul d be done in those areas. That's the assunptions
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|'ve always worked under. 1It's not that research
shoul dn't be done anobng et hnic groups, but the
conditions surrounding them isn't that right? Isn't
that what we're tal king about ?

CHAl RVAN MURRAY:  There are at | east two ki nds
of concerns. ne, is the msuse of human subj ects,
whet her they'd be harnmed or wonged. The second, woul d
be that the informati on generated by the research m ght
then be used in a prejudicial or otherw se advant ageous
way.

MR SIMON | wanted to nmake one quick, fina
point, if I could. One of the difficulties that we
cane up against that | think may be exacerbated by a
survey, or just not answered, is people in this -- the
i ssue of linked sanples, using their |inked sanples in
research, is illustrative of this problem

It was, they woul d say yes, that they want
their sanple linked so that they could be notified of
advant ages, and they would also in |ater discussions
say, no, they do not want it |inked because of their
primary fear, which was breach of confidentiality.

But when it cane down to, what is the
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probability and severity of the confidentiality breach
versus what is the probability and degree of direct
benefit of having the |inked sanple, they just weren't
able to carry out the risk benefit analysis. | didn't
think that was surprising.

| wouldn't say that that was sonet hing
surprising, but it was unusual that you coul d even get
a situation phrased like that, if you could get both
situations on the table so they could be seen in one
l[ight. 1t was always one scenario, the other scenario,
and sonehow they could say yes to both wi thout bringing
together the fact that there's a probability and
severity.

CHAl RVAN MURRAY: R ght. But had sone
t hought s about the inplications of that for whatever
policies and practices we reconmmend.

St ephen had a questi on.

MR HOLTZMAN It's a question to Jimand
anyone el se who attended these, and it goes to the
issue of consent. | think one thing in the sea of
uncertainty that we know, is that with respect to any

sanpl e taken at any particular nonment in tine, that the
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specific research one could envisage at that time doing
with the sanple is less than all of the research that
could be done with it in the future.

So that goes to the issue of, what does it
mean to consent to future uses? Sone have argued that
it's in the nature of the concept of consent that an
open- ended consent is not conceptual ly possible.
Putting that aside for a second, the question | have is
whet her peopl e, as you indicated, seened open to the
notion, as long as you ask ne, it's cool. It could be
very open-ended.

Wen one of themwent through the way you can
i magi ne research at sone poi nt being done of a nature
whi ch you woul d find offensive, do people still have a
sense of identification with the piece of thenselves,
the sanple, such that they would want to be able to
control that possibility?

DR WELLS: Sone, yes. Actually, | think we
were asked to bring up the tissue of reproductive
tissue. In the latter couple of neetings we did that.

CHAI RVAN MURRAY: C her than reproduction

ti ssue.
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DR WELLS: It never cane up spontaneously.
But we did ask about reproductive tissue and there were
sone people, a couple in the last two groups, that
said, oh, yeah. If it was that | wouldn't really want
fetal tissue research done. But it was nore
categorical. | don't think it was related to
specifically -- well, | just think they al ready had
t hose opi nions about those issues and this becane an
opportunity to express those. But, yes.

M5. KRAMER | think that this is probably too
big ajunp to make, but if you go back to the point
that you nade that they focused on the potentia
benefit to the group of the research as against the
potential stignatization, and now junp to Steve's
question about potential future research that m ght be
done that they mght find of fensive.

So the question is, | guess what I'm
struggling with, is how woul d they designate that
of fense; how woul d they describe that offense? M ght
they not say, well, but there mght be sonething gai ned
fromthe research that would be of use to the group,

that woul d be of benefit to the group, so why not |et
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it go forward? I'mtrying to get a handle on it.

MR HOLTZMAN Let's put aside the surveys.
VW are all people around this table too.

M5. KRAMER R ght.

MR HOLTZMAN If you get yourself in a mnd-
set of saying -- |I'll speak for nyself here.

M5. KRAMER  Ckay.

MR HOLTZMAN Al right. 1'mvery open to
the notion of giving a very open-ended consent to the
use of ny sanple, and what comes to mnd are the
prospects for research which will be of benefit to
manki nd- - personkind--that | can't even imagine. The
only sort of hold-back I find, is that | think of
certain kinds of research, and all one would have to
think of here is Nazi Gernmany, and the notion that ny
sanpl e mght be sonehow used in such research, |I find
nysel f asking questions, to what extent am| inplicated
in that research if ny sanple contributes toit, and a
sense of conplicity in an enterprise which is norally
of fensive. Maybe no one el se thinks this way.

CHAl RVAN MURRAY: Wl |, conplicity, maybe not,

but being used in a way that was reprehensive.
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MR HOLTZMAN  But then that question, to what
extent do | want to continue to have sone notion of
control over that which is not possible with a totally
open consent.

DR MIKE Wll, Steve, | have problens wth
that kind of scenario because then it sort of |eaves
out all of the other structural safeguards and things
that we've done. That sort of assunmes that we're going
to be working in a different society or that we don't
have | RBs and we have ot her kinds of things that, when
a particular kind of study comes up, that those ki nds
of things don't get addressed.

MR HOLTZMAN Ckay. That's good, if we coul d
maybe think along those lines. |1'mtrying to give as
much weight and respect as | can to those who take a
very, very strong position with respect to consent in
either the logical inpossibility or problenatic nature
of totally open-ended consents.

DR MIKE | think you're stuck with it, in
ny mnd. | don't think you can ever -- | think we can
never find a satisfactory thing that predicts what kind

of uses cone out of those, so you can't just |eave
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everything around the issue of, when | give ny tissue,
what ki nd of consent aml| going to give. Sonething has
t o happen down the road that safeguards agai nst those
ki nds of concerns at the front end.

MR HOLTZMAN  But, again, Larry, | think
there are those who have argued that, therefore, you
need to continually go back and re-consent. Wat
you' ve pointed to are other structural nechani sns by
whi ch you say, if that's the kind of case that
notivates one to say that there is a need for re-
consent all the tine, that there's an alternative way
of dealing wth it. I1'mnot arguing anything, |I'm
just --

DR MIKE No, no. | understand.

MR HOLTZMAN  How do we think about this, how
do we respond to a certain line of thinking. Wat
Rachel is pointing to is that naybe we're very indirect
-- where there at |least |oud voices with different
posi tions.

DR QGOX But, Stephen, these testinonies,
there was one in San Francisco. | nean, this depth was

never there. In fact, to just put it very crudely,
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people's viewis, listen, you know, I"mnot an idiot,
so just ask ne, I'll think about it, then I'lIl give you
ny consent. But toreally go into, well, what does it
mean to give consent, | don't think that anybody
t hought about that very deeply. So to think that the
peopl e have great insight into that, | think, would be
a m st ake.

DR VELLS: Certainly, the groups didn't speak
to that sort of issue directly, and we did not present
themw th scenarios of harns that coul d happen, but it,
in fact, invited themto think about those. | don't
think it's very far fromanyone's consci ousness, Nazi
experinmentation, or sonmething. But, in fact, other
than a coupl e of obvious exanples, like the
stignatizati on questions, those sorts of concerns
didn't loomlarge in their mnds.

| mean, we didn't get people saying, even
t hough when asked how they trusted people to protect
their nmedical information and so forth, they coul d have
presented a ot of sort of dire scenarios. They did,
in fact, say we don't trust anyone, at |east

generically or categorically. On the other hand, they
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never expressed the fear of things going that far.

M5. HYATT KNCRR  Overall, | was rather
surprised at the positive outl ook on research.

DR WELLS. Yes.

M5. HYATT KNOCRR | nean, there were a couple
of individuals who were aware of things that had gone
wong in the past and nentioned them but | was really
surprised that, even though nobody trusted the
governnent, research was a great thing because it took
pl ace at universities.

DR COX Again, there are two expl anations
for this. Ether that people really are very deep in
this and that they are optimstic, or what nmany who
woul d argue just the opposite of really open-ended
consent forns, the really detail ed consent forns,
they' d say that people are just naive about this and if
t hey knew nore about it, then they woul d want nore.

So | don't think we have enough information,
or we have probed deeply enough, to know which of those
is the case. | conpletely agree that the response was
a optimstic one, but whether that was because people

were optimstic with full know edge or optimstic --
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M5. HYATT KNORR | would say optimstic and
nai ve.

DR EVANLEL: |It's optimstic, and that's what
our culture says. W have a big belief in progress and
science. Wen you ask for their gut reaction, that's
what their gut reactionis. |It's no surprise.

DR WELLS: No one really chall enged the
notion that the research itself would result in a good.

MR SIMON But these are also folks that, a
hal f hour before we got to this |evel of discussion,
started off saying that they thought this was all
dunped material, so why woul d they possibly be
concerned if it's kept anonynously to work with? So
there's that to keep in mnd, and that woul d put
forward the assunption that it was naive optimsm

CHAl RVAN MURRAY: | have to ask a question
right now |Is there any nmenber of the audi ence here
who wi shes to give public testinony?

(No response)

CHAl RVAN MURRAY: W' re about 20 m nutes
behi nd schedul e, but we have 30 mnutes built in at the

end of the norning. So | think we can go a coupl e of
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nmore mnutes on this subject, but then we shoul d take

our 15-m nute break and then resune.

DR WELLS: In response to what Sean said, and

in thinking about a survey, one of the drawbacks of a
survey is that if people s opinions are not already
wel | -forned, that the survey is not an ideal tool for
getting at unformed opinions. So, to the degree that
we are sort of using the questionnaire not only to
elicit their responses but to sort of preload the
condi tions under which we're asking themto forman
opinion, it's going to be nore probl enatic.

In fact, you're nore likely to get standard
expressions of values, which | think is what we did
with research in these groups. So we shoul d keep that
in mnd as we're going into a survey, is the fact that
peopl e have no idea that tissue is even stored, is a

potential drawback.

DR EMANLEL: | absolutely agree with you, and

| think it's a big problemand one of the reasons we
decided not to go ahead with a big survey. So | think
anytinme you woul d interpret these kinds of survey data,

you would go with a big grain of salt.
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On the ot her hand, now that we've gone through
the focus groups, we do find sone thenes, and it's
important, | think, at this point for us to know, how
robust are those thenes, and how biased. | agree, this
is the worst area to do surveys on, because there's no
public discussion. They don't even have the foggi est
i dea of what's happening. Yet we want to get very
specific, and we have all of these hypothetica
problens. On the other hand, there are at | east
several key questions which | think would be hel pful if
you coul d devel op sone good questi ons.

DR MIKE M question to Zeke becones nore
i nportant because, and Dave said it exactly, and that
is, in your work on this commssion are you comng in
fromyour research? | need all the infornation before
| make a decision -- comng in froma public policy
decision. That's the information that's out there and
that's what |1've got to rely on to nake that deci sion

DR EVANUEL: But I'mnot trying to --

(Laught er)

DR MIKE | hear a hesitancy to nove forward

on the policy --
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DR EVANLEL: Ch, not at all. MNot at all.
I'malways willing to give ny attention to policy
recommrendat i ons.

CHAl RVAN MURRAY: W0 needs stats?

(Laught er)

DR EMANLEL: As | started the three previous
meetings of this group, those are irrel evant.

CHAI RVAN MURRAY: Jim you have a coupl e of
m nut es where you were going to reflect on the general
usef ul ness of this technique on future comm ssion worKk.

DR WELLS: Well, | think I kind of alluded to
the fact that, because this is an area where there are
a |l ot of unformed opinions, focus group, neeting,
hearing, forumsort of approach, group discussionis a
good pl ace to do that.

| mean, clearly there's progression fromthe
begi nning of the discussion to the end, where, in sone
cases, we were able to elicit sonme pretty sophisticated
and thoughtful ideas about these issues. | think to
get at these things if we just wal ked up to sonebody
and said, what do you think about inforned consent for

i nked studies on tissue, they would give you a bl ank
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stare.
Thi s

t he sense t hat

Is a potential weakness, | suppose, in

you need to get people to volunteer to

do this. Not that you don't for a survey or any ot her

i nformat i on-gat hering technique, but, in fact, |

suppose we'd have to admt that maybe the nost privacy,

the people with the nost fundanental privacy issues nmay

not have been concerned to tal k about sonebody on

behal f of a federal conm ssion about these issues. |

don't know.

| don't know that that's the case, but there's

sone sel ection
techni que. So

Nevert hel ess, |

bias in every opinion-gathering
that's potentially a drawback.

think the people that cane in were

willing to be open and to openly share their opinions

and to, in fact, divulge those opinions to others in

the group and to allow that interaction to occur.

think that's fundanentally the strength. The fact is,

we didn't know

precisely what to ask or howto ask it,

and that evol ved over the course as wel |.

CHAl RVAN MURRAY:  Any final word? That was a

good summati on.
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DR WELLS: | guess not. That was the final
word, on the technique.

CHAl RVAN MURRAY:  Thank you very nuch, Dr.
Janmes V¢l | s.

M5. KRAMER  Thi s was inval uabl e.

CHAl RVAN MURRAY: We're going to take a 15-
m nut e break, which would have us back here at 10
mnutes to 10:00. W wll start pronptly at 10 mnutes
to 10:00, and Sheri Alpert will lead off.

(Wiereupon, at 9:40 a.m, the hearing was

recessed.)
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AFTER RECESS
(9:55 a.m)
CHAl RVAN MURRAY: Let's reconvene.
Sheri Alpert is going to nmake a very brief
report on the paper she's done for us and the work
she's done for us, and there will be sone tine for
guestions and di scussi on.

Sheri ?
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PR VACY AND THE CGENETI C ANALYSI S
CF STORED TI SSUE: UPDATE
By Ms. Sheri Al pert

M5. ALPERT: kay. |'mmnmaking a presunption
that everyone's had a chance to read ny paper and has
had a chance also to | ook at the concl usions and
recommendations, but I'Il quickly go over what those
are, since those got out a little bit later than the
rest of the paper did. These are just highlights.

There were basically four areas that | found
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that were the nost useful for |ooking at concl usions or
policy recomrendati ons. Cne, is the issue of groups,
whi ch you' ve al ready been discussing quite a bit. The
other, | called Gher CGenetic Research because | wasn't
any nore creative than that. One is protecting
anonymty, and then finally, tangible and intangible
har ns.

The nature of ny recommendations are fairly
explicit as far as policy recommendati ons within the
context of the regulations to protect human subjects,
in sone cases, not all.

So the first one that | thought was inportant
is that the regulations to protect human subjects
should explicitly incorporate a notion of non-nedi cal
group risks and harns that is possible by participating
in genetic research

R ght now, the regulations don't really
acknow edge any ki nd of harm beyond the individual,
first of all, and second, don't really incorporate the
noti on of a non-nedical risk or a non-nedi cal harmthat
mght be a possibility.

CHAl RVAN MURRAY: There's a question.
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M5. ALPERT: I'msorry. Yes?

MR HOLTZMAN  Wth respect to non-nedi cal
harns, it may not be in the regul ati on, but soneone
help me here, there was a specific directive probably
back in 1994 that one had to take into account of those
non-nmedi cal harns and it was specifically in the
context of genetic studies that that was raised.

Correct on that?

M5. ALPERT: |'mnot -- | don't know for sure.

MR HOLTZMAN It is. | knowthat for sure.

M5. ALPERT: Ckay.

MR HOLTZMAN | don't have the reference, but
you should find that out, or I can find that out.

M5. ALPERT: (kay. But I'malso explicitly
saying that it should be incorporated into the
regul ati ons.

MR HOLTZMAN  And then the second thing I
woul d say with respect to, as we think this through,
and you don't want ne to keep raising this, whether the
word "genetic" is inportant in that first
recomendat i on.

M5. ALPERT: R ght. Ckay. And | guess |
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shoul d point out at this point, when | tal k about
genetic research, as far as groups are concerned, | am
thinking in terns of research that's been done to cone
up with BRCA-1, BRCA-1l, Tay-Sachs, the colo-recta
cancer nutation, where you know what group you're
dealing with when you start dealing with that group

That was what | had in mnd when | was
addressing this issue.

And al so, ny definition of groups is -- |
mean, there are several ways to cut it. The cut that
I'mlooking at here is ethnic, racial, cultural Kkinds
of groupi ngs as opposed to necessarily just disease
groups or geographic groups. So, okay.

Second, tissue sanples fromwhich group
affiliation is known or can be inferred, however it can
be inferred, for the sake of the regul ation shoul d not
be consi dered anonynous tissues for research because
you know, especially if those tissues are being used to
further research on that particular group

So whether or not they're individually
identifiable to a person, if you know that that person

is a menber of a group that you' re interested in
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studyi ng those tissues, |I'msaying, are not anonynous
and shoul d not be treated within the regul atory
process, within the | RB process, as anonynous.

MR HOLTZMAN  This goes to sonething we've
been tal king about, that the salient point is whether
the tissue in the relevant sanple is anonynous or the
study of the taking with the tissue.

M5. ALPERT: |'msorry. | couldn't hear you.

MR HOLTZMAN Is the issue the state of the
tissue or the nature of the study undertaken with the
tissue?

M5. ALPERT: The nature of the study
under t aken.

MR HOLTZMAN  Ckay.

M5. ALPERT: Third, were group research is
proposed, and this is consistent with the nodel
protocol, for instance, fromthe Hunan Genone D versity
Project, where group researchers, proposed researchers,
shoul d invol ve | eaders of the rel evant groups and
comuni ties throughout the entire process, whether it's
research design, recruiting participants or research

subj ects, and potentially the comruni cation of the
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research results. That, to ne, is fairly inportant.

Moving on to Gther CGenetic Research. The
first ones, | know, are going to be really
controversial. The nore identifiable the subject is in
the context of genetic research, the nore inportant it
is to obtain informed consent, even on retrospective or
al ready existing tissues and dat a.

If the tissues and data are bei ng used
anonynously, it's not as nmuch of a problem not | ooking
at the group issues, |I'mputting those aside. This is
somewhat consistent with what E eanor d ayton has
witten, and others, although |I think this backs off a
l[ittle bit fromthat.

But, again, the nore identifiable the tissues,
the nore inportant it is to try to obtain the informed
consent of that individual.

The second one, and this kind of gets to sone
of the questions or the issues that were being raised
just before the break, issues of consent. |In clinical
situations where patients are asked to provide consent
for their tissues to be used, that it shoul dn't

necessarily be a yes/no.
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There is a range of choices that could be
of fered, and should be offered, to individuals in the
context of whatever research mght be done on their
tissues. For instance, there are two separate ways |'m
cutting this.

Cne, is for prospective collection, anonynous,
unspecified use in the future, the range could go
everywhere froml do not consent to the use of ny
ti ssues for any purpose whatever, to consent to any
type of research. But, again, keep in mnd, |'m
t al ki ng anonynous here.

The two in between woul d be consent to
research on ny disease only, or beyond that, perhaps,
if that does not include genetic research, then genetic
research is okay as a third option. That's consistent,
| think, with the National Action Plan on Breast
Cancer, the direction they were going.

DR ENVANLEL: Can | just nention sonething
here. Over the -- | guess on Friday or Saturday I
actually tried to think and draw up a prospective opt-
out sheet, and | can actually distribute it if people

are interested. But this turns out to be actually nuch
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nore difficult than one mght think sitting here. Let
me suggest why.

First of all, the National Action Coalition--
and | always butcher the nane and I'mnot even going to
try anynore--were specifically focused in on wonmen with
breast cancer, so they had two advantages: wonen who
wer e havi ng bi opsies for breast cancer, and cancer.

If we are going to do a general form you
don't have those two grounding points, it is nmuch
harder to wite an open-ended formthat way. So, for
exanpl e, the second one, consent to research on ny
di sease.

Now, imagine you re going in for a biopsy of
your breast. Since 60 to 70 percent of those are
beni gn, what is ny disease? There isn't a disease
there, and it becones imrediately problematic. You're
trying to inmagine or trying to propel sonething.

The second thing, is ny solution to this
probl emwas a two-step solution. That nmakes a consent
formdifficult to do wi thout soneone there. You have
two sets of questions, actually, to ask, not one set.

So | think it actually turns out to be a very
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useful exercise for us to think about actually
practically inplenmenting this because the
recommrendati ons that | was pushing nmay not be as easy
to do as people may i nagi ne, and spendi ng an hour
sitting in your roomtrying to wite out sonething nay
give us a flavor for sonme of the difficulties and
probl ematics with doing it.

DR COX Not to nention the quizzical |ooks
on the faces of the people who are trying to do it.

DR EVANUEL: Well, just think about it. |If
you don't do it in person w th soneone where you can
actual |y ask a question, okay, because we don't want to
do it right before surgery and we don't want to do it
right after surgery, it's a serious, serious problem
Maybe if people are interested, | can show t hem sone of
the things | canme up with. But, anyway.

MR HOLTZMAN | forget her nane, the wonan
from Canada. |nplenentati on was of presuned consent or
opt out.

DR EMANLEL: She was tal king about the
Net herl ands, that was begi nning to have an opt-out

system
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MR HOTZMAN D d we see what that | ooked

li ke?

DR EVANLEL: No. | nean, |I'msure we could
get it.

M5. ALPERT: Ckay. This was just one possible
take on --

DR EVANLEL: No, no. W've all been talking
about it.

M5. ALPERT: Nunber two, another way to cut
this, potentially, is to have the range of consent vary
around the identifiability issue so that you woul d
either not consent at all, and | apol ogi ze for not
putting that one on there, you woul d consent to donate
anonynously, consent to donate only where a tissue bank
trustee knows who you are, and then a further consent
within that consent is, | agree to let other
researchers who will not know who | amgo back to the
ti ssue bank, which can then contact nme for further
information, if that be the case.

In that case, if that is what a person
consents to, they will not receive information back on

what the results of the research nay have found.
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The last one then is consent to donating
tissues wth full identifiability, with the catch being
t hat whenever the tissues and the information go out to
a researcher, before that researcher can use that
collection, the data, the tissue, et cetera, they would
have to cone back to you as the tissue source, as the
ti ssue donor, to get specific consent for a specific
protocol. Qoviously, this is prospective.

Again, the question was raised, | think Steve
raised it, whether or not soneone can give an inforned
consent for general purposes when you don't know what
the harns are and you don't know what the actua
research is going to be. @ving an open-ended consent
like that is really not inforned, or not necessarily.

Moving on then to protecting anonymty. This
is also consistent with where discussions have been
going. Afire wall should be considered between the
researcher and the repository, or the tissue
collections. |I'msaying for both retrospective and
prospective. They're already existing in prospective.

Cne of the main difficulties is going to be

defining exactly who falls on which side of the fire
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wal |, because there are a lot of pathologists out there

who do research on their own col |l ections, and you have
to figure out where they would fall within that, on
which side of the fire wall they would fall.

Just a hunch, that's probably where nost of
the research, or a lot of the research, anyway, is
bei ng done, in that kind of a context, where the
pat hol ogi st can sell them-- research, not necessarily
in the context of the protocol.

DR EISEMAN | wouldn't say that nost
research --

M5. ALPERT: Well, a lot of it.

CHAl RVAN MURRAY:  No. Sone of it. Very
little of it, fromwhat we hear fromthe expert on
pat hol ogy.

M5. ALPERT: Gkay. Al right.

DR EISEMAN | think nore sanpl es cone
t hrough pat hol ogy that are passed on to ot her
researchers --

M5. ALPERT: Right.

DR EISEMAN  -- but not necessarily -- the

pat hol ogi sts thensel ves.
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M5. ALPERT: Gkay. Al right. Ckay.

Vel |, |eaving pathol ogists aside, it's stil
inportant to know who's on what side of the fire wall
and how that fire wall will be constructed. | think I
laid out in ny paper a couple of different ways, that
it could be either an institutional arrangenment w thin
the institution, it could be a trusted third party to
use preval ence of the encryption world, where an
outside or totally independent board or body woul d be
the tissue trustee.

Then, finally, tangible and intangi bl e harns.
This is kind of notherhood and apple pie, | suppose,
that the research and policy communities need to be
vigilant intrying to mnimze harns and ri sks.

Again, | say genetic research in a context of
assumng that that is going to elicit nore information
that is sensitive to the individual than m ght
ot herwi se be fromother kinds of research

|'msaying that part of that vigilance needs
to be a sensitivity on the part of the research
comunity and how research results are communi cated to

the public, because | think to sone extent that nay be
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part of the issue of what rmay scare peopl e about the
possibility of participating in genetic research.

| suspect that's part of the back | ash that
has been experienced in the Ashkenazi Jew sh comunity,
where sone of the community | eaders are trying to pul
back on the conduct of research on Ashkenazi Jews.
Li ke, pick on sonebody el se; you' ve done us for a while
now. It's someone else's turn

So if the research results were, or could be
-- and I'mnot even suggesting how because | don't
know, necessarily. But to the extent that the findings
coul d be communicated in a way that doesn't scare the
public, that would really be hel pful in the conduct of
future research and genetic research

DR EVANLEL: Can you pop the first slide back
up? | think it's your second point there that struck
me as quite controversial. That has not been the drift
of our discussion at all. W have tried to reduce the
nunber of categories fromeither anonynous or
identifiable and not to have a spectrum of ki nds of
anonynous or kinds of identifiable, then within each of

t hose cat egories, thinking about subclassifications.
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The general view has been that, if the tissue
sanpl e i s handl ed i n an anonynous nanner where the
anonynous refers to the individual identity, thenit's
bei ng consi dered anonynous. | nean, that's been our --

M5. ALPERT: But there woul d be an individual
in the group as well, right?

MR HOLTZMAN It was probably after this
point, but if you read the second point, there's not a
reference to the state of the tissue, but rather the
nature of the research

M5. ALPERT: O the research, right.

MR HOLTZMAN  And |'mreadi ng point two to be
nothing nore that a study coul d be anonynous with
respect to the individual s but not anonynous with
respect to the group. W have called out that.

M5. ALPERT: R ght. And I'mtal king about the
nature of research

DR EMANLEL: Sorry. But if you go back to
the revised slide, right, this is anonynous
identifiable.

M5. ALPERT: But where |I'mtal king about is,

' m | ooki ng down here.
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DR EVANLEL: Al right. But this is the use
of the tissue, or what we had considered the use of the
tissue. Wthin this classification, because that said
whether it was done for a group. Ckay.

Maybe | just msunderstood. | thought you
were saying anything in this category, this should be a
bl ank and it should be shifted over here, is
essentially the way | interpreted that.

M5. ALPERT: If the research is only this
entity and you knowit's only on that entity, | think
you're probably right.

DR MIKE Maybe the answer here is how we're
di scussing this. Put Sheri's slide back up. The
confusion here is the use of the words "ti ssue sanpl es"
and all of the discussion we have about anonynous,
anonym ze, et cetera.

What you' re basically saying here is that we
should treat groups differently. That's all you're
saying, | think. So it should not be framed this way.
It's sort of |ike your overall point that there are
i ssues when identifiable groups are involved in the

research. So | think the way that it's stated is
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what's m sl eadi ng.

DR EMANLEL: |I'mnot sure | agree, and here's
the reason. Renenber, that's true for the issue of
consent. But let's switch to the issue of IRB
approval. Ckay. Part of what we had said on IRB
approval is that we woul d distinguish these two. Ckay.

DR MIKE Yes. But you see, it says
i ndi vi dual , no community |inkage.

DR EMANLEL: Sorry. Let me just get one of
the slides where I fill in.

MR HOLTZMAN  Zeke, your problemis, and |
t hought about this after the last neeting, is that our
X and Y axes actually have certain of the sane
i nformation.

DR EMANUEL: Well --

MR HOLTZMAN That is correct.

DR ENMANLEL: Look at this for a second. n
the individual consent, right here, there are
differences in both the IRB review and the | evel of
i ndi vidual consent we're going to use. So it doesn't
seemto nme fair to say that we're going to nake this --

it mght be fair to say that.
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It may be what we want to go to. W' re going
to make this a blank and treat it as if it were
identifiable because it has many different
inplications, at |east our |ast conversation, for the
kind of IRB reviews you' re going to have, the kind of
consent. Renenber, if you're treating it as
identifiable you ve got to go back to the individuals
and get their formal consent.

MR HOLTZMAN  Maybe you' re readi ng too nuch
into that.

DR EMANUEL: Maybe.

MR HOLTZMAN.  There's a notion of
identifiability which we're acknow edgi ng i n your
conceptual schema, which says community identifiable.

DR EVANLEL: That's here, right?

MR HOLTZMAN R ght. GCkay. And that's all
|'mreading Sheri's second point to say, is that
current regul ation focuses on identifiability in the
context of an individual and an individual only. Al
right. This conmmssion is acknow edging that there is
a sense of identifiability which can exist even in the

absence of individual identifiability.
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DR MIKE | just want to say, the discussion
is getting confused because she's using terns that
you're using differently. |1'mjust saying that Sheri's
presentation should not state it the way it is right
now, because it just gets the two sides confused.

DR ENVANLEL: kay, fine. | just think we
haven't used the issue of identifiability to refer to
communities in our previous discussion, in part,
because | think it had different inplications for
i nformed consent, anong other things, in |RB reviews.

CHAl RVAN MURRAY: Bette?

M5. KRAMER First of all, can you put your
slide back up, Sheri? It's also junping ahead to
whet her or not we really demand consent fromthe group,
which we really haven't discussed. 1'd like to go back
tothis. You re focusing on dealing with the group, to
what extent? | nean, you' ve |left that very vague, but
there seens to be sonething inplicit init.

M5. ALPERT: |'mnot sure | understand the
questi on.

M5. KRAMER Al right. You said, where group

research i s proposed, researchers should involve
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| eaders fromw thin the group -- the research is being
done.

MB. ALPERT: Right.

M5. KRAMER Now, are you envi sioning that
t hey woul d have a vet 0?

M5. ALPERT: In the context of the Human
CGenone Diversity Project, they do. The question is
whet her or not you want to go that far. | doubt that
you would, and it's not necessarily appropriate to.

But the main point of that is that they should just be
i nvol ved with the process, and perhaps the process of
the research design will change as a result of having
t hose groups invol ved.

DR COX | really, again, think that the sort
of trying to talk in specifics is inportant, and that's
one of the things that you just did a second ago. So
if youre talking about a tribe of people, in the
context of the Human Genone D versity Program and
sonmepl ace in the Avazon, it's a very different issue --

M5. ALPERT: Absolutely. Ashkenazi Jews in
the United States.

DR COX -- than tal king about inforned
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consents. Yes. Ashkenazi Jews or sone socially
defined group in the United States.

M5. ALPERT: Yes. Yes.

DR QOX Because we're tal king about groups
here very generically, right?

M5. ALPERT: Al right. Again, the way I'm
defining groups right here is not necessarily a social
group or a disease group, necessarily, but an ethnic,
racial, or cultural

DR COX Wiy?

M5. ALPERT: Well, that's a valid question.
Because --

DR ENVANLEL: For at |least sone of this
genetic research, they're likely to be the ones singled
out.

M5. ALPERT: Right.

DR COX But | would argue that nost of the
reason for singling out groups are for social and
cultural reasons, not for genetic reasons at all. In
fact, for figuring out whether groups have genetic
conponents, those groups are picked socially and

culturally, not genetically. So, | nean, this is a
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very tricky business. VW're inplying that it has a
bi ol ogi c or genetic basis to the group. And | will
tell you, just fromthe pure science part of it, it
doesn't. It doesn't.

DR HANNA: But | think you have to renenber
that -- | nean, here's sonething you can borrow from
the insurance industry. They use group analysis to
determne risk

DR COX Bingo. | conpletely agree with
that. But those are going to be group anal yses that
are based on social and cultural prejudices nost of the
tine rather than on the basis of scientific
information. That's the only point that |I'm naking.

DR HANNA® | think the connection wth
people's fears about discrimnation are tied -- they're
linked right now Until they're unlinked, | think that
that's why there's a tendency for people to think in
this group way, because when insurance conpani es do
underwiting, your age, your race, your ethnicity.

DR COX Kathi, I'"'mnot saying they' re not
going to be thinking in these group ways, but |'m

saying it's going to be nmuch broader than we're even
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defining it right here. Religious groups. That's why
| think it's not very useful to think of this in the
context of tribal ethnic groups because --

M5. ALPERT: Maybe the Human Genone D versity
Project was not a good exanple to use then, because
obviously in the United States that's going to be nore
difficult, unless you' re doing Native Anerican groups
and ot her i ndigenous popul ations in the United States.

| fully recognize that trying to find a
community leader in the Irish Arerican comunity is
going to be next to inpossible.

MR HOLTZMAN  Except in Boston.

(Laught er)

M5. ALPERT: You'll find a lot of then?

DR COX It won't be inpossible, because
you' | | have sel f-appointed | eaders.

M5. ALPERT: Rght. Well, yes.

DR MIKE There's a threshold question here.
Has the research been firmon the basis of, let's go
| ook at this ethnic group?

M5. ALPERT: Sonetines it is.

DR MIKE But that's what |'m saying.
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That's why these terns are too general, in the sense
that you take a snmall comunity or we have an Indian
tribe, or you have an ethnic group. Now, the fornmer,
you can have people who are legitimzed | eaders that
can speak for them The others, you don't.

M5. ALPERT: Right.

DR MIKE So another consideration is that -
- research project that happens to end up in a
particul ar -- anong research subjects that you can
identify with a particular characteristic or grouping
or whatever, or do you pick a group and then you do the
research? So how you deal with these recomendati ons
depend on how you ended up in the project, so there are
at least those two there. (One, is that if you decide
you want to | ook at Ashkenazi Jew sh wonmen and because,
for certain reasons, |ike the breast cancer kinds of
studies, it was convenient to pick them that raises
different issues than you sort of do -- you start a
research project and you say, oh, |ook what happened,
there's a whol e predomnance of Irish Arericans in
here. Then the second level of that is, given that and

your concern about group kinds of things, how are you

MOFFI TT REPORTI NG ASSOQ ATES
(301) 390- 5150



N

o o A~ W

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

22

going to deal with the issue about consent or
participation in the research design, et cetera?

Because didn't we hear about in the Jew sh
wonen' s studi es that your Boston people said no, the
San Francisco said yes? Now, who's to wn? |If you do
the research in San Francisco, will it have the same
i nplication as Boston?

M5. ALPERT: Yes. Wat | was getting at was
your first point, where you know up front that the
protocol is |ooking at a specific group.

Now, again, this recommrendati on we put up here
is out of context of the rest of the discussion, where,
as | said, what | was dealing with was nore the ethnic,
racial, cultural kinds of groupings of individuals.

You wanted to say sonet hi ng el se?

DR MIKE Yes, but not related to what we're
tal king about. Wat do you nmean by non-nedi cal group
ri sks or harns?

M5. ALPERT: Stigmatization.

DR MIKE Soit's atautology in the sense
that just by -- it's not a harm per se, but it's in

the application of the research there is harm
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M5. ALPERT. It's --

DR MIKE You see what I'magetting at?

M5. ALPERT: Yes.

DR MIKE Wll, therereally isn't any harm
But just the fact that they are now a group that is in
the research protocol, it's never an issue about, okay,
we happen to be in a group that's ethnically identified
inthis particular research protocol and the research
results end up in a possible stigmatization.

DR QGOX R ch versus poor. You |ook at poor
peopl e versus rich people. MNow, does that have
anything to do with genetics? There's a |ot of people
that would say it does.

MR HOLTZMAN  If your parents had a | ot of
noney.

(Laughter)

DR QOX: You've got green genes.

MR HOLTZMAN If you go at a very sinple
| evel in nunber one, and this comes back to what |
think PRR whatever it is, issued as a directive, is
that in certain kinds of research there are

cont enpl at abl e harns whi ch are non-nedi cal .
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For exanpl e, you m ght discover sonething
about the status of paternity in a study, not directly
to finding that out. Therefore, it raised the bar on
the nature of the kind of consent that one needed to --
whet her or not this section was in play. So that has
nothing to do with groups. | don't think we shoul d
confuse those issues.

CHAl RVAN MURRAY: There is a group, sort of
non-medi cal harm that is very plausible.

MR HOLTZVMAN. But that comes to, | think,
again --

CHAl RVAN MURRAY:  Having nothing to do with
di sease. | nean, having to do with the genetics of
various behavi ors and ot her things.

DR MIKE But, you see, this is listed there
where there are three, and it's under the heading
"Qoup."

MR HOLTZMAN | think that's --

DR MIKE That's what | was getting at.

Your exanple is not a group kind of thing.
CHAl RVAN MURRAY: R ght. |'mtal king about a

group situation where you' re |ooking at personality
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attributes, propensities towards viol ence, social
behavi or, the sorts of things that some people are
studying. Not nedical, but can clearly cone back and
sting the group that is being studied.

MR HOLTZMAN  So why don't we j ust
conceptualized it this way. Forget group versus
individual for the noment. Do we agree with the CPRR
that there are non-nedi cal harns which arise fromthe
study, and, if that is the case, that the sort of bar
gets raised on the study? | think that's clearly the
case.

Then | believe this coomttee has al so said
that the notion of community |inkage can exist in the
absence of individual identifiability. W haven't
quite figured out what community and group nay be, but
that we can certainly think of cases where that is
paradigmatically true and that, if that's the case,
that it's a salient consideration in the nature as a
consideration that has to be taken into account. You
don't disagree with that, do you?

DR MIKE | don't disagree with that. It's

in the details.
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MR HOLTZMAN  And now we're going to have to
play it out in the details. Al right. So there's an
obj ection, maybe in point three, is that nmaybe it
depends on how nuch you want to leave it to Sheri's --
around the word "group” as to what follows fromit. |
nmean, she's putting in a robust kind of group consent
pr ocess.

DR EVANLEL: |It's worth peopl e know ng, the
new FDA gui del i nes about no informed consent research
related to energencies. The FDA has required that the
community be consulted and participate. Now, in a
sense, everyone is scurrying for, well, what does that
mean? |s that the catchman area for our emergency
room is it depending upon the research, et cetera?

So it's a serious problem but it's not
unique, as it were, tous. | think there is this
tension, this undevel oped situation, where we recognize
things that we're doing have an inpact on the
community. W have difficulties defining the
community. Nonethel ess, we feel sone obligation to go
out and consult with them even get their consent,

what ever the phrase is.
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But 1'lIl put it this way. The FDA felt
confortabl e enough to put it right in their regul ations
and require it before this research could go forward
w t hout going through the [ evels of specification of
exactly who's going to qualify, leaving a |lot of that,
frankly, to the IRBs to decide. But maybe that's a
second order issue.

CHAl RVAN MURRAY: Let ne make a suggesti on.
For many reasons, I'msorry that Bernie Lo isn't here,
but especially because Bernie has taken a particul ar
interest in the issue of group consent.

He' s tal ked about his experience and the
experience of other people with whomhe works in
wor ki ng towards community assi stance, consent, and
research, | think primarily in HV

But Bernie has sone, | think, very rich ideas
about how to think about this issue, and even sone
practical steps that one mght take. |'mreluctant to
spin our wheels on it in his absence, and | presune
he'll be with us in Decenber.

As far as we know, | think he'll be here in

Decenber. Vell, | will twist his armto be here in
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Decenber. But |'mjust going to propose that, rather
than get hung up on the group issue today, we try to
hold off on that and tackle it full force in Decenber
when he can be here. |Is that all right?

DR ENVANLEL: (ood i dea.

M5. KRAMER Tom in his comrunication he
indi cated that where he thought the benefit of
interacting wth a group was, it seened to ne, this is
the way | read it, was in fleshing out the research
protocol in increasing or refining the nunber of
participants, but not in giving themany veto over the
research, not in actually requiring or allowing themto
give an infornmed consent. It was nore infornal.

CHAl RVAN MURRAY: Wl |, | think we need to
have Bernie here to devel op further these thoughts on
that. | would be reluctant to speak for him

M5. ALPERT: Can | just say one thing.

DR GREIDER | want to raise a totally
unrel ated issue, but it has to do with the thing you
just took off. W' re not done discussing this, right?

M5. ALPERT: |'ll put that back up. |'mnot

necessarily suggesting that groups have veto power,
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but, to the extent that whatever comunity invol venent
can be obtained, that the results of that go into an
informed consent for the individuals who are going to
be consenting for any kind of a prospective research
protocol so they can evaluate for thensel ves whet her
they want to participate.

CHAI RVAN MURRAY:  Maybe you' ve opened the
possibility of effectively a coomunity veto over
retrospective research. W just have to think those
things through, and | just feel like we'll do a better
job with Bernie Lo sitting with us.

M5. ALPERT: | just wanted to say that.

DR GREIDER | just wanted to raise a

somewhat unrelated issue, and it gets to the heart of

the fact that the first recommendati on you put up there

ends in "participating in genetic research.” It's
taken as a presunption in what you ve witten here that
genetic research is no different than other research
M5. ALPERT: Right.
DR GREIDER And | just want to raise for
this coormttee that we need to think about that and

discuss it before we have it witten into all of the
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things sort of explicitly that that is true. So | just
want to raise that for us to think about because,
personally, | don't necessarily agree with that, and
it"'s inplicit through everything that you' ve witten.
So we need to consider that explicitly.

DR ENVANUEL: But | thought, actually, a |ot
of the conclusion fromour |ast neeting was -- and a
recognition that that wasn't the case, that |ots of
t hese concerns extended way beyond geneti cs.

DR GREIDER But all I'msaying is,
everything that she's witten, it's explicitly
distinct, which | feel like we didn't cone to that
conclusion. So should we think about it again before
we have it sort of seep into the way things are set? |
don't know that we explicitly decided anything.

MR HOTZMAN  And if we explicitly decide
that, we think it's not a useful distinction, we can
certainly wite that in the body of our report so that
it doesn't enbody that distinction. W probably need
to argue for why it's uninportant, and | think that's
in Kathi's outline.

But then the question is, when you publish
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your appendi ces which include the contracting papers,
to what extent is one confortabl e having papers
reflecting that as a conceptual starting point?

DR ENVMANLEL: | think the charge to Sheri was
to look at the genetic side of it, but | think part of
ny conscious point of distributing the papers | did
last tine was to say, |ook, these issues cone up.

You' re not | ooking at genetics, you re |ooking at
angi ogenesis. You're even just |ooking at records
review Soit's --

CHAl RVAN MURRAY: Do we want to ask Sheri to
do what would be, in effect, a pretty light revision,
to take out the enphasis on genetics, or do you want to
leave it as it stands?

DR EVANLEL: | don't think it's that light a
revi sion, actually.

CHAl RVAN MURRAY:  You don't think it's that
l'ight a revision.

DR GREIDER Well, and it could be said
explicitly that this is about genetic research, and not
that it is sonmehow distinct fromother research. But |

haven't actually read this second draft.
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The first draft that | saw said explicitly
that genetic research is different than other kinds of
research, and that's not how!| felt that we were com ng
to a conclusion in this coomssion, so | felt
unconfortable with the way it was previously.

CHAl RVAN MURRAY: | don't recall that.

DR GREIDER | certainly do.

DR EMANLEL: In the first draft, perhaps, |
don't recall.

DR GREIDER I'msorry. | haven't gotten to
t he second one.

CHAI RVAN MURRAY:  Whul d you put a paragraph
in, at mninmum Sheri, just explaining that the initial
charge was to look at the inplications in genetics
research, since we're all the Genetics Subcommttee,
but that one should not read into that that the issues
that we raise are solely --

M5. ALPERT: Ckay.

DR MIKE In your original outline, wasn't
there supposed to be a section that addressed this
i ssue head-on, about whether genetic research was any

different? Wasn't there --
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MR HOLTZMAN W need that. That's very
inmportant, | think.

DR GREIDER | nean, we need to discuss that.

MR HOLTZMAN That's in Kathi's. It's in our
report outline.

DR MIKE No. But | thought it was in
Sheri's original proposed paper.

CHAl RVAN MURRAY:  Sheri doesn't even renenber.

M5. ALPERT: Sheri doesn't renenber it.

MR HOLTZMAN  No. | nean, for exanple, if
you |l ook in Sheri's paper on page 2, the third full
paragraph, the sites -- the typical place in the
literature about why genetic information is
di stinctive.

DR GREIDER R ght. That's why | mean that
it's inplicit throughout, vyes.

CHAl RVAN MURRAY: | woul d request that you
| eave open the issue of, and in fact, | think, reflect
our intentative conclusion, that genetic research in
this context and in these types of uses is not --
there's no clear and bright |ine between genetic

research and other forns of research

MOFFI TT REPORTI NG ASSOQ ATES
(301) 390- 5150



N

o o A~ W

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

22

143

DR ENVANLEL: Yes. You mght say that it's
paradi gnmati c or opening our eyes to this, but that we
can see it's probably true in lots of other types of
resear ch.

CHAl RVAN MURRAY: That's a good way of putting
it. Thank you

Any ot her questions for Sheri? W are running
behind and I do want to get the next paper up here as
soon as possi bl e.

(No response)

CHAI RVAN MURRAY:  Thank you, Sheri, for your
good work on this.

Robert Wir. Thank you for comng in from
| ova.

DR WEIR Yes.

THE ONGO NG DEBATE ABQUT STORED TI SSUE SAMPLES

AND | NFORMVED CONSENT:  UPDATE
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By Robert Wir, Ph.D

DR VWEIR Wll, you have received, as
understand it, the text of the paper that | wote, so
w ll sinply nmake some very kind of cursory coments
about it, going to just a few parts of it, and then be
prepared to discuss it with you.

The first page is an attenpt to sort out three
sets of issues in the sense of questions. Again, | was
comm ssioned to wite a paper having to do with the
debate that has devel oped in our country about the
i ssue that we've been tal king about this norning.

Sone of the questions have to do wth, how
speci fic do consent docunments used in research settings
need to be regarding the intended purpose of research
study in order for research petitioners to get inforned
consent ?

Anot her cluster of issues really focus around
t he question, how nuch information about the
possibility of post-diagnostic research on stored
ti ssue sanpl es needs to be given to patients in
clinical settings in order for themto give inforned

consent ?
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Third, how nmuch can the ethical and | ega
requi renent of inforned consent research be expanded
and strengthened before this beneficial research is
done by geneticists, pathol ogists, and ot her
researchers is seriously inpeded?

In the paper | tried to go through all of the
maj or docunents that | know about that have been
publ i shed, or not published, a nunber of position
papers that have been put forward for our consideration
by the American Society of Human Genetics, the Anerican
Col | ege of Medical Cenetics, the Coll ege of Anerican
Pat hol ogi sts, the AAMC, the Korn G oup, and others, and
tried as best as | could to sort out their various
clainms and kind of see where they agree and where they
don't agree.

Then, if you have the text with you, | tried
to put in sonme kind of capsule formon the bottom of
page 17, what | see as the issues of conpeting bounds
in this debate.

| say, inits sinplest formthis is a debate
bet ween, on the one hand, professional groups and

i ndividuals who think that in the era of nol ecul ar
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genetics, increased enphasis needs to be placed on the
di stinctive inportance of personal and famlial genetic
information, the right of personal choice about the use
of one's body and the tissues taken fromit, and the
necessity of being able to exercise a neasure of
control over that research, over the research that can
be done with one's tissues.

(n the other hand, professional groups and
i ndividuals who think that in an era of ever-increasing
prof essional and | egal regul ations, renewed enphasis
needs to be placed on the invaluable, and ultimately
repl aceabl e, research resource represented by stored
ti ssue sanples, the societal and individual benefits
that can be gai ned by nmeans of this research, and the
serious threat posed to the continuation of these
research efforts by unnecessarily restrictive policy
proposal s and legislative bills.

Now, after describing what has happened in the
literature, | provided a couple of exanples having to
do with research on stored tissue sanples, one of them
having to do with neonatal blood spots and the other

one having to do with research that has been done wth
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Nati ve Anericans.

The next section then sorts out several policy
alternatives--this begins on page 22--which include at
| east sonme groups which seemto ne to have taken public
positions that basically are argunents to retain as
many traditional research practices as possible without
doi ng very nmuch to strengthen inforned consent
consi der ati ons.

A second possible solution is to come up with
new prof essi onal society guidelines, and so sonme of the
groups have tried to do that.

A third possible solution that at |east
certain parts of the NNH have tried to do is to cone up
wi th consensus conferences or consensus neeti ngs where
conpeti ng groups can perhaps cone up with a neasure of
agreenent. (ne can debate how wel | these consensus
conf erences work.

A fourth possible solutionis to recomend
changes in the Federal regulations and | RB revi ew
practices. Sone of the docunents do this, or at |east
nmake these recommendati ons.

A fifth possible solution is sinply to produce
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better consent forns.

The si xth possible solution is to nandate
changes by | aw.

Then | got to the point of sinply tossing the
ball into your court and having the kind of interesting
experience of saying, well, you fol ks ought to do al
of these other things because | don't have the tinme to
do themright now, or the resources, so | threw a
nunber of balls in your court.

| won't go through those, except to say that
fortunately, at least the first one on page 30 that
tal ks about the need for nore data, clearly you're
doing that. You're going to come up with sone nunbers
that | sort of didn't know that | think would be
extrenely hel pful to help us get a handle on at | east
the size of the storage of tissue sanpl es.

Then | basically closed off by suggesting a
couple of things, it seens to ne, that the operative,
substantive principle should be to use reasonabl e
person standards for informed consent and to see where
that gets us on this debate, and also to urge sone

practical kinds of steps to be taken by institutions in
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whi ch stored tissue sanpl es exist, including hospitals,
to at |east apprise patients that post-di agnostic
research on their tissue sanples is a possibility and,
per haps dependi ng how specific different institutions
are going to go, giving themsone choice or say in how
that research mght be done.

| tried to cover a lot of the waterfront very
quickly. | hope that the analysis seens to you to be
careful, accurate, and reasonable. | tried very
deliberately, as | doin alot of the work that | do,
totry to carve out sone kind of mddl e-of-the-road
position. W can tal k about whether | did that or not,
or whet her you should do that or not. So --

CHAI RVAN MURRAY:  Questi ons?

DR MIKE \Well, one thing that junped out at
me, and | don't see the justification so |'mcurious
about it, is on page 31 where you call for the
di scontinuati on of anonym zi ng stored sanpl es w t hout
t he consent of the person. Wat is the issue you're
trying to address with that, and why did you cone up
with that specific recommendati on?

DR VE R \Wll, because that seened -- | was
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a participant in that first consensus conference on
this issue back in July of 1994, and that seened to be
a maj or bone of contention anong the people gathered in
that group. It seened to be the point at which sonme of
the geneticists at that conference said, we nmay agree
with a lot of other of your recommendations, but we
can't agree to that one.

DR MIKE No, no. That's fine. But | want
to know what the problemis that you're trying to
address with this particular sol ution.

DR VEIR Well, the problemI'mtrying to
address is the practice that seens to nme to be fairly
common, at least in certain research areas, of taking
sanpl es and anonym zing themand doing it in such a way
as to suggest that there is absolutely no ethica
problemin doing this, that nobody cares, that it
doesn't matter to anybody.

And | have been at |east curious enough about
this anmong other issues here that |'ve done a few pil ot
studi es, surveys, in connection with the grant proposal
that | have pending, to try to find out if this bothers

-- 1 nean, if this is kind of a theoretical problem
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that only academcs |like ne worry about, or if it's a
real problemw th real people.

DR MIKE But | think it's a real problem
and you're worried about that nobody cares about it. |
still don't know why this is the solution, to get
consent fromthe person. To say that, | consent to
anonym zi ng, why that particular solution to that
pr obl en?

DR VWEIR Because it gives the person for
whomthe tissue sanple cones a vote or a say in that
rather than sinply doing it automatically w thout
giving that person the kind of say.

DR MIKE |Is your proposal then that at the
time the anonym zation may occur, that they're to be
asked, or at the tine that they give the tissue --

DR VWEIR Yes, the latter.

DR MIKE Soit would be just within a range
of kinds of things to say, this may happen to your
tissue.

DR VWEIR Yes.

MR HOLTZMAN Can | ask for a clarification?

DR VWEIR Certainly.
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MR HOLTZMAN Are you tal king about an
irretrievable, irreparable anonym zation of the sanple,
and that is where you were saying that that only ought
to take place with consent, or are you saying that it's
with respect to uses of the tissue in an anonynous
f ashi on?

The reason |'masking that question is, it
seens to nme that there's sonetinmes a systenatic
confusion, again, between, are we tal king about the
sanpl e or the research

Many peopl e have argued that, while sone
peopl e say just anonym ze the tissue and therefore
everything will go forward, others have argued agai nst
that as being probl emati c because you can't do the
epi dem ol ogi cal work of adding information. On the
other hand, it nmakes it inpossible to go back and have
t he personal, individualized benefit. So I'm asking,
what was at stake here when you nade this
recommendat i on?

DR VWEIR Wat | was thinking about when
nmade that recommendati on was the forner of your

options, that is, anonymzing the sanple itself.
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MR HOLTZMAN So you're not arguing here --
well, let nme ask it as a question. Are you arguing
here that in the case of a sanple which has not been
i rreparably anonym zed, that the individual's consent
has to be sought, either up front or downstream for
the use of that sanple in an anonym zed fashion in
resear ch?

DR VWEIR Could you give ne an exanpl e of
what you're thinking about when you raised the
guesti on?

MR HOLTZMAN  Sure. Zeke's a pat hol ogi st.
He's got a collection that's tied to the individuals.
|'ma genetic researcher. | come to himand say, |I'm
interested in people with colo-rectal cancer. He
passes on the sanple to ne such that | can't identify
who the individual is, or group, for that matter. |'m
conducting the research in an anonym zed fashi on.
publish ny results, and it would be inpossible to say
that Individual 2750 in ny study is so and so.

DR MIKE It doesn't matter though, because
if you're asking for the consent up front --

MR HOLTZMAN  But which consent is he asking
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for?

DR VWVEIR Wll, actually, if | were -- this
quickly gets to the problemof the distinctions that I
and sone other people mght think is inportant, and how
much you can actually practically ask peopl e w thout
overwhel mng themwth --

MR HOLTZMAN Wl |, put aside the pragmatics
for a nmoment. |'masking the question of which you
were recommendi ng here. It's a very sinple question.

DR VEIR Well, I'"mconcerned about both of
t hem

MR HOLTZMAN  So which are you recomendi ng
here, both?

DR VWEIR | was thinking when | was witing
that, | was witing it about the anonym zed sanpl es
t hensel ves rather than the anonynous research use of
t he sanpl e.

DR EVANUEL: |[|'ve got two issues. The first,
goes back to this divide that you gave us on pages 17
and 18. | read it as Korn vs. dayton, you know,
unvarni shed. | find that actually very unhel pful

They do represent pol ar opposites of the debate, but I
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t hi nk, maybe for that reason or whatever reason
unhel pf ul .

It seens to ne part of what we need to say is
that both sides have quite legitinate and i nportant
val ues at stake, and the way it's polarized is al nost
as if you have to choose between them | think that's
a very bad way of putting it.

| nean, part of what | think everyone who
approaches this should say is, there's a spectrum of
values. | nean, if there was only one val ue at stake
it would be relatively sinple. But because we have a
spectrumof values -- and it's not necessarily that
what we're doing is balancing the values. | don't Ilike
t hat metaphor for lots of reasons.

But we have to consider how each of themare
pl ayed out and realized. So | find that too
pol ari zing. Encouragi ng people to take a stand
wi thout, in some sense, recognizing that they, too,
accept the other side, accept the values of the other
si de.

DR VEIR Well, | don't appreciate your

characterization. It was not an attenpt of mne to
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over-sinplify the issue and it is not, as you suggest,
Korn vs. dayton. (ne of the reasons that the one and
the two parts of the sentences go on for an awfully
long tine is an attenpt on ny part to build in sonme of
the -- values in that statenent.

DR ENVANUEL: But you say in the opening of
the sentence, "in its sinplest form™

DR VWEIR | think it's a conpl ex issue.

DR EMANLEL: And it does say one versus two.
| mean, that's the way the sentence i s structured,
right?

DR WEIR That's right.

DR ENVANLEL: And one is everything related to
consent and control, and two is everything related to
resear ch.

CHAl RVAN MURRAY: | did ask Robert to | ook at
how t he debate was structured, and | think he was
foll owi ng through with those instructions when he did
this. Now | also agree with you that, if it turns out
there is a nuch richer cast we can give to this effort
to sort of deal with the val ues.

DR ENVANLEL: Al right. The second thing I
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wanted to go to is, the sense of previously collected
sanpl es that we now have and the sense of prospective
or sanples to be collected after sone recomendati ons
are laid out.

| guess |I'mnot 100 percent cl ear whether you
think that distinction is very valuable or not and
whet her you thi nk how nmuch what the ideals, which
think is what we would like to recomrend for the
future, should work backwards into what we al ready
have.

DR VEIR | think both. | think the
distinctionis inportant. | think that in terns of
comng up with policy recommendations in the future, |
think at some point, again for reasons of just
practicality, we have to acknow edge that there are
certain kinds of existing -- all kinds of existing
collections for which no informed consent was every
given --

DR EMANUEL: Right.

DR VWEIR -- but for which it would be silly,
if not inpossible, to try to re-consent individuals.

So it seens to ne that we need to place nost of our
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enphasi s upon prospective sanples and say that, for the
existing sanples, we need to do at |east two things.

VW need to cone up with criteria for which we
can accurately characterize sone coll ections as
exi sting as opposed to other sorts of things, and even
that gets to be an interesting kind of question.

Second, we need to conme up with criteria for
research access to those collections. But | think nost
of the enphasis needs to be placed on the prospective.

DR EMANLEL: That's interesting. | would
remnd ny fell ow conmssioners that the reason | think
this was put high on our agenda i s because researchers
are now feeling paral yzed about using existing sanpl es.
Certainly when | go around talking to and listening to
researchers, they feel confortable putting in a
paragraph into their consent forns nowthat this is
what we're going to -- you know, we're going to coll ect
them we're going to use themfor genetics.

But everyone is so, we don't know what to do
with the past, and that has created a certain hesitancy
-- not a certain, but a large degree of hesitancy about

going forward with research. [|RBs are not sure whet her
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it's ethical or not.

So in sone sense it's 113 or however many
mllion sanples we have out there that is -- you know,
everyone is sort of |ooking at each other about and not
doing anything with in a very active, or as active a
manner as they mght. That actually, if |I'mnot
m staken, in part, was the notivating factor for us to
really take this seriously.

CHAl RVAN MURRAY:  Yes. | think that is
correct.

DR ENVANLEL: | think we shouldn't |ose sight
of that.

CHAl RVAN MURRAY:  Weé're not going to.

Davi d?

DR COX Yes. I1'dlike to say that I found
this particul ar paper very, very helpful, for two
reasons. (ne, | look at it as the exact opposite of
what you just said, Zeke, is that | think that, unlike
any other thing |I've seen witten down, this is an
actual, not arewiting of history, but it's an actual
recounting of history. You can't help it if people

wote polarized papers, but they did. | also find it
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not hel pful at all, but they exist. | didn't see in
your paper a suggestion that we pick one or the other
Si de.

DR VWEIR No.

DR COX But we live in a world today where
this is a polarized issue and it didn't happen just
falling out of the sky, it happened because peopl e
wote polarized papers. That's point nunber one. |
find the accurate, historical recording of that
extrenely useful, if anyone actually wants to get an
accurate historical recording of it.

The second poi nt, though, which was
practically of utility to me, was that | think that all
aspects of the issue are encapsul ated in your paper.
A though it doesn't necessarily give relative weights
to those, |I found it extrenely useful to have all of
t hose aspects incorporated here.

What do | nean by that? The distinction which
we tal k about here in our group, the distinction
between, is it research or clinical, the distinction
was the sanpl es taken as part of a medical test that

they used for |ater research, all of these sort of
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different conponents are here.

In fact, it's another basis on which one can
make a spread sheet, a chart, |ike you have done, Zeke.
' mnot suggesting we nmake a new one, but |'m saying
that this could be a really good basis for making sure
that, in our report, we're at |least considering all of
the different issues.

| get a feeling in our discussions that we
frequently do not. Wuat we do is we get focused in one
or another of these areas and then we look at it very
intensively, instead of saying, all right, what are the
practical issues?

Were are nost of the sanples, what are the
practical issues for those sanples, and how do we deal
with themgiven the fact that today we're in a
situation where the issues are very polarized by things
t hat peopl e have already witten.

So | agree, we're not |ooking for polarized
solutions. But | think to look to this paper as an
exanple -- I"mhappy to volunteer to wite down what |
see this whole broad thing is, to take out of this at

| east what | see those broad things are.
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But | found this an extrenely, extrenely
hel pful paper, not so nuch for the recomrendati ons
because I'mstill sort of agnostic about exactly what
we shoul d do, but making sure that we've got the whol e
structure in place.

Rght now, | think we've got the cart alittle
bit before the horse because |I don't feel very
confortable that we're discussing the whole structure.
VW' re di scussing individual pieces, but not in the
context of the whole structure and where each pi ece
fits with respect to the other.

CHAl RVAN MURRAY: David, | wonder if other
comm ssioners feel as | do. 1'd like to take you up on
your offer to wite down what you think this is.

DR COX It's a deal.

DR MIKE And we can criticize.

DR COX M pleasure.

CHAl RVAN MURRAY:  Savagel y, of course.

DR QCOX | take Zeke to be naking a nore
subtle point, and if it's not Zeke's point, it's ny
poi nt, wi thout subtlety.

(Laught er)
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DR COX | think the paper was excellent as a
recitation of the debate as it has existed today. |
think that that debate, sinplified, is well-
characterized on pages 17 and 18 and, indeed, well
characterizes dayton vs. David Korn. Ckay. | think
therefore, as we go into this it's very inportant to
have all of those categories that people have used in
t he debat e.

But the subtler point, if you wll, is to then
ask the question, do you want to adopt those terns of
the debate? Do you think that that is the nost usefu
way to be thinking about these things? Because what |
took as an inplicit position here, maybe incorrectly,
was, well, we're going to find a mddle of the road
whi ch takes sone of this, and takes sone of this, and
takes sonme of this, but, in fact, naybe that's not the
right answer. Maybe you're stuck in a way of thinking
which is, in fact, not useful.

So | take it, for exanple, when we cone to a
conclusion that the distinction between clinically
versus non-clinically collected with respect to

retrospective sanples is irrelevant, naybe that's a
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novenent forward in the debate. Ckay.

Again, | want to point here to the Canpbell
paper about the range of val ues on genetic versus non-
genetic. W start to say, naybe that's not inportant.
Vell, what really was the itch peopl e thought they were
trying to scratch using that distinction?

So the second half of what you said was
saying, once we've got it laid out, then we'll be able
to deal withit. | think we need to go past the way
peopl e have tal ked about this.

CHAI RVAN MURRAY: I n sone ways, we're
prisoners of our metaphors. The mddle of the road,
David, remnds ne of a saying | think I heard in Texas.
The only thing you find in the mddle of the road is
yellow lines and flat arnadill os.

(Laught er)

DR COX Exactly.

CHAl RVAN MURRAY:  And | don't think we want to
be there.

DR COX | conpletely agree with you fromthe
poi nt of view that, just because people wite extrene

situations, that you don't try and sort of nake
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necessarily | enonade out of it, although we've heard
exanples in a paper that suggested that that may be a
good thing to do. | would say that if we don't have
for ourselves what the whole picture is, then we're not
i n good shape.

MR HOLTZMAN | agree with that. Al I'm
saying is, the whole picture has been articul ated
agai nst a certain conceptual formula, in which
franmework it is the whole picture. It nmay be the wong
pi cture.

DR COX | don't disagree with that. |
actually think there's conponents here that are much
broader than anything that's been published. That's
why | liked the paper. But |'mjust encouragi ng our
genetics group to have a picture. Maybe we do, but
|'ve got the stuff fromthe | ast neeting and
everything, and if we do, okay, then I'd |i ke sonebody
towite it down for ne because | don't know what it
iS.

So I'mnore than willing to wite down what |
think the conponents are that go into it. Kathi, you

have an outline for what our report is, but I still
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don't know, overall, what the conponents that |'msort
of trying to put things into context for.

| know what our discussions of individual
pi eces are, but | just don't feel like |I've got ny arns
around it.

CHAl RVAN MURRAY:  Well, we're going to nake a
real effort to get our arns around it after the joint
sessi on, because we have the tinme really to oursel ves
to struggle with this.

DR EMANLEL: Actually, | guess, David, that's
what | would -- I'ma little -- | mean, we have a sort
of two-nonth wi ndow here before we really want to
report, either in good shape or rel easable, and |I guess
ny question to you is, I'mnot sure what the metaphor,
the whol e picture, is supposed to refer to because --

DR COX Let ne be very specific then. Al
right. Again, this is very reductionist. W have
certain types of sanples that are stored, right?

DR EMANUEL: Right.

DR COX And we have cross cutting that
certain types of issues with respect to consent and

ethical issues. | want to know sort of, what are the
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practi cal considerations that |I'mapplying those
et hical issues to?

| don't want to just | ook at them
theoretically, | want to | ook at them practically.

W' ve had really good -- | nmean, |I'mnot saying |I'm not
interested in theoretical papers. W' ve had good
theoretical papers. But at the end of the day we're
appl ying what we've learned to that to practica

si tuations.

| want to nake sure that we're not m ssing
sone of those. It doesn't nean that we have to go
through and | ook at every type of tissue sanple that is
done, it doesn't nmean we have to consider every ethica
situation or every consent situation that cones
forward, but I want to make sure, what are the big
ones?

DR EMANLEL: David, | guess part of the
effort | tried to do |ast week, successfully or not,
and that's for everyone here to do, and part of what |
t hought the benefit of the conversation was, is we got
to sonme of the useful distinctions. W weren't talking

about anonynous tissues, we were tal king about
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anonynous research or research done in an identifiable
nanner .

VW did actually bring a lot of this down to a
practical franmework and tal k about, you know, it's
consent here, IRBreviewthere, and part of the reason
for bringing in sone of those papers and sone of the
exanples was to give it a very practical spin.

Now, agai n, maybe in your view that framework,
as refined, did not get the whole picture. MNaybe we're
| eavi ng out sone key el enent.

DR COX O define the whole picture. 1"l
give you a practical exanple. Steve just said, nmaybe
it's not useful to think about things being clinical
versus non-clinical. Have we decided that?

DR EMANLEL: Well, part of our discussion
| ast week, we did have a sense that, in the previously
coll ected sanples, that distinction was not going to be
hel pful . That was obviously no final, but that was a
tentative.

DR COX You see, it's issues |like that that
are very inportant to ne, not because | have a stake

one way or another, but once we decide those. So if
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that's sonething -- it's sort of where we are in the
di scussion then, the key points |like that, because they
i nf ormwhere we go.

So, | nean, it's not taking a vote, but it's
saying, if we're there, then a | ot of other discussions
we don't have to have right now because we're there and
it informs what we do further on. I'mat a
di sadvant age because | wasn't at the | ast neeting, but
| read the transcripts, | got everything, and | don't
get a feel for what those points are.

CHAl RVAN MURRAY: Are there other questions of
Robert Weir at this tine?

(No response)

CHAl RVAN MURRAY: Robert, thank you. | think
you' ve heard, | hope, that your paper has been very
useful to us.

DR VWVEIR h, sure. Thank you.

CHAl RVAN MURRAY: Ve real ly appreciate this.

If | could ask Mark Sobel and Frances Pitlick

tojoin us for the next 25 mnutes or so.
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ONE- WAY TRANSFER OF TI SSUE | NFCRVATI O\ COMMVENTARY
By Mark Sobel, MD., Ph.D. and Frances PFitlick, Ph.D.
DR SCBEL: Fran and | prepared sone
prelimnary flow sheets, which I'll send down on both

Si des.

CHAl RVAN MURRAY: Mark, for the record, could
you just explain what you' ve done.

DR SCBEL: Yes. W were asked to really
expand and comment on the proposal that Zeke nmade at
the |l ast neeting concerning the one-way track, so in
essence we're tal king about the opposite, in a sense,
of what Dr. Wir just tal ked about and we are trying to
l'iberalize policies for the use of tissue and
anonym zation. | have overheads to go with the witten
materi al .

So we really want to think about ways in which
we coul d maxi mze use of this so-called one-way track
and we started with certain basic principles which, if
you'l | see at the bottom really have been adapt ed,

nodi fied, and sort of expanded on froma paper that

MOFFI TT REPORTI NG ASSOQ ATES
(301) 390- 5150



N

o o A~ W

10
11
12
13
14
15
16
17
18
19
20

21

171
appeared in The Journal of Investigative Mdicine
earlier this year by John Merz, Sankar, Taube, and
Li vol si .

The basic principles of this one-way track is,
first of all, that it isn't a published interest to
facilitate research on hunman tissues; that |inked
tissues permt the updating of outconme data and permt
followup; that the identifiability of a tissue is
directly related to the risk of inproper disclosure of
research data, so we nust be concerned about potenti al
risks; that identifiability raises the potential for
the msuse of research information in the clinica
managenent of patients; and, therefore, that stringent
mechani sns should be in place to prevent the feedback
of research information to individuals or nedica
records, except under infornmed consent and specific
approved poli ci es.

So we start with basically the paradi gmthat
Zeke showed us.

DR MIKE Can | ask you a question?

DR SOBEL: Sure.
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DR MIKE The second to the |last issue about
m suse of research information in clinical -- can you
expand on this?

DR SCBEL: Yes. That really cones from CLEA
which basically states that tests that are used to
determ ne the managenent of patients' clinical care
shoul d be regul ated, perforned in certified
| aboratories, under certified conditions. So that, in
essence, the vast nmajority of research that's conducted
in nost research |aboratories does not neet those
criteria. |1'mnot just tal king about genetic research,
I'mtal king about all sorts of research

DR MIKE But this thing doesn't capture
that. | nean, | read this and | said, what do you nean
by that? But you're tal king about nore |ike
st andar di zat i on.

DR EMANLEL: No, no, no. He's talking about
rel ease of information that you get in the research
center.

DR SCBEL: |'mtal king about the research
information fromny | aboratory when | decide that |I'm

going to devel op sone test, and no one el se has
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reviewed the scientific validity and utility of that
test, that that should not wind up in the nedica
record and sone clinician should not use that
information to affect their care. That's what that
nmeans.

DR ENVANUEL: But the calling of a patient
when you get a test result in a research setting.

MR HOLTZMAN  Absent validity, absent
establ i shrent of validity --

DR COX But the definition of test validity
and utility is very different for clinical validity and
utility.

DR SCBEL: Exactly.

DR COX And CLEA certainly doesn't say very
much about clinical validity and utility.

DR SCBEL: No. But the new LC task force on
genetic tests does start to address that issue and does
bring up the issue of clinical utility, although it
states that you mght not be able to -- you m ght want
to start using a test before there is a final
resolution, but there has to be a continual updating of

information to assess clinical utility before it is
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general ly accepted, before a test woul d becone
general | y accept ed.

M5. LEVINSON It's an inproper rather than --

DR MIKE Howis that any different from
medi cal practice? They do that all the tine.

DR SCBEL: That's a very good point and it is
a concern.

DR MIKE Sorry for --

CHAl RVAN MURRAY:  That was an i nportant
concer n.

DR SCBEL: | mean, we just wanted to have
target points here for you to consider. But | think it
is avery inportant point that there is a potential for
the use of research information in a clinical setting
where it is not clear to many of us that that is
appropriate in nost situations, if at all.

| think it is a true concern, and we are
trying to work, as you will see through these flow
sheets, on ways for you to consider in which perhaps we
can still performresearch and get research information
out, but it would not directly inpact back on the

clinical care of the actual patient.
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CHAl RVAN MURRAY:  Mark, in part because this
was a concern that our participants in mni-hearings
expressed, they'd want to know if things were
di scovered in research that woul d be of rel evance to
them It is inportant to just sort of nail this down
provisionally. Wat | hear are two statenents which
are not contradictory, but just two different gl osses

of this.

One, is that we don't want to have i nformation

being fed back to the clinical care of patients when

that information is, itself, utterly unreliable and of

hi ghly anbi guous clinical relevance. So | think we can

all agree to that.

The second, and | don't think this is the
case, that one would never find in the course of
research information would be clinically relevant. In

fact, one mght find that to be the case.

DR SCBEL: That's right. So what 1'd like to

point out is that what we're tal king about here is one
particul ar approach that one mght use in certain
situations that does not exclude the already existing

mechani sns in which one would put into one's research
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proposal and get specific | RB approval for a stated
mechani sm by whi ch you m ght propose that patients do
hear about their information, and that would be in a
very specific informed consent paradigmin which you
woul d use clinical material in a research | aboratory,
for exanple, for a rare genetic test where it's very
hard to neet the high criteria that even CLEA woul d
establish, but at |east that woul d be under inforned
consent, approved situations.

So we're tal king about a different paradi gm
here, what Zeke really started to propose |ast nonth,
which is that you have your patient or donor of
information, you have sone sort of health care
provi ding system and you have a nedi cal record.

VW'd like to point out that in the nedical
record there is a nunber, a hospital chart nunber
there could be a surgical pathol ogy nunber, bl ood bank
nunber, and that we would like to consider the fact
that it's not just the data in the nedical record that
is witten down and the lab tests that are printed out
wi th specific nunbers, but the actual tissue sanples,

the actual bl ood sanple, actually al so shoul d be
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considered as part of the nedical record. So we'd like
to nmake that sacrosanct, and that is the clinical
nmedi cal record.

Now we want to have a situation in which
people want to do research on tissues for the public
good, and they're over here. W drewthis wall. Sone
people called it a fire wall, an inpermeable wall, or
maybe a perneable wall in their instructions.

So various terns have been used. W' re using
t he word guardi an here, which cones fromvarious
editorials in the pathol ogy comunity in which the
pat hol ogi st was cal |l ed the Quardi an of the Wax, for the
paraf fin bl ock

The reason we used that termis | think it is,
in a sense, a connotation here that the peopl e that
hold the tissue really do feel that they are a guardi an
of it because they are protecting it and it is there
for the patients' benefit, and whatever excess is
there, that has to be evaluated and judged to see if
there is sufficient material for research purposes.

You can use any termyou want, but we're really tal king

about m nor distinctions and nuances.
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That guardi an woul d be, presunmably, selecting
sanpl es on request of researchers which woul d probably
i nvol ve sone professional expertise. If it were the
pat hol ogi st, they woul d have to have sonme know edge of
the actual tissue architecture to determ ne which parts
of the block are appropriate for that research study.

If it was a clinical specialist of another sort such as
t he geneticist, they would have to know what bl ood
sanples to obtain fromthe freezer or fromtheir bank

The guardi an woul d provi de a research code.

I n other words, a random zed code, sone al pha-nuneric
code, and they woul d have a key that would link the
research code back to the clinical code that is in the
medi cal record. That key woul d be kept secured.

Then through this wall they would provide to
the researchers on the other side the tissue sanple
with associated data gl eaned fromthe nedical record,
what ever epi dem ol ogi cal data or factors that were
requested, to the researcher. That's really where we
left off, for the nost part, |ast nonth.

Now, we nade certain assunptions in proceedi ng

further which you may or nmay not agree wi th, and which
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we don't necessarily think are the only ones. But this
IS where we started trying to think about how we coul d
maxi mze this type of paradi gm

The first, is that the sanples in this
situation contain under it a so-called bl anket consent
procedure in which the donor woul d agree to the use of
excess of residual tissue for research and educati on,
but it is unspecified because we don't know exactly
what the research is going to be in the future.

CHAl RVAN MURRAY: Excuse ne, Mark. Is this
descriptive of howit's been in the past or is this
your proposal for howit would be in the future?

DR SCBEL: Wll, to a great extent this is
descriptive of what has been in the past, although
actually in some situations |I think there probably
isn't even consent for that in some surgical consent
docunents, although | think in nost cases there is.

But certainly prospectively, we can think of
still infornmed consent where you know what research
study you're going to do at the tine you' re obtaining
the tissue even in a clinical context, but the vast

majority of situations are going to be the ones we're
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facing now where, four or five years later, there's a
new potential use for the tissue that we haven't really
qui te thought through yet, so there's no, in ny
opinion, way to really have true informed consent for
such future endeavors, except to call it whatever you
want to use, blanket, general, unspecified.

So we're still saying you can get specific
i nformed consent and do other things to the tissue.

VW' re tal king about situations in which this is the
best we can do.

The second, is that the guardi an woul d be a
pat hol ogi st or clinical investigator with sone speci al
expertise with access to the nedical record which
i ncludes the tissue sanples and woul d provi de a coded
sanpl e to research investigators.

Now, we are presumng certain things are in
place. The first, is that confidentiality and security
policies have been approved by an IRB in the setting of
the guardian's departnent. That m ght be the pathol ogy
departnent or it mght be an institutional -w de policy
t hat has been approved.

Second, that because of the professional
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expertise of the guardian, the guardian may be
i ncl uded, for exanple, as a co-author and get
professional credit for this level of contribution to
the work, but they're not otherw se involved so far in
this scenario in the actual testing of the sanple.

They are selecting the sanple appropriately
and that's their contribution to the study, which is,
in fact, 90-95 percent of the time the contribution of
t he pat hol ogi st or the clinical specialist when they
gi ve sanples out to other researchers.

Yes?

DR HANNA:® The inplication is that the
guardi an has sone clinical expertise.

DR SCBEL: Enough to read the nedical record
and gl ean the appropriate information.

Now, third, that the research teamwoul d
request the tissue sanple and the clinical information
fromthe guardian. The guardi an woul d provide the
research code, keep the key, then the research team
woul d receive the coded tissue sanples with the
avail able clinical data that was extracted fromthe

record.
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Now, in this paradigm as far as the research
teamis concerned, the coded sanpl es are anonynous.

DR EMANLEL: W don't use that |inguistic
phrase anynore.

DR SCBEL: You can change that. You get the
point, | think. Under this scenario, therefore, the
research study could be exenpt fromIRB review. Now,
the next point which | want to nmake, which is on ny
next flow sheet, is that no data fromthe research team
can be linked back to the guardian of the nedi cal
record. That has to be a proviso if the research study
is going to be exenpt fromIRB revi ew

So the next flow sheet is very simlar to the
previous one, and that's page 5 of your handout. But
here, the data that cones fromthe research cannot get
back through the wall. You're just not allowed to do
it.

DR ENVANLEL: Cannot pass through the wall.

DR SCBEL: Cannot pass through the wall.

Now, what are sone possible scenarios? There
m ght be additional requests. The idea here is to

provi de a mechanismw thin this paradi gm by which
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researchers could obtain updated clinical infornmation
and even additional sanple, either nore than the
original nunber of sanples, or they ran out of sone
sanpl e and they need nore to finish their study on the
sane clinical donor

The point is, the nechani smshould m nim ze
t he chance of research data, again, becom ng avail abl e
to the guardi an and requests shoul d be t hrough sone
third party which, in this scenario, is a conputerized,
encrypted file. But it could be any one of a nunber of
nmechani sns.

So we drew this actually as a way around the
wal |, but still not in a way that the guardian could
ever get the data. That could be through a stylized
f orm because you don't want to have a scenari o in which
the researcher calls up the guardi an and says, you
know, Sanple Nunber 14 is really interesting because it
has A, B, and C, and then already now you have a break
through the wall. So there would have to be sone
encryption. The guardian could | ook at requests and
could then take this route to provide nore information

back to the researchers, but we'd never still see the
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Again, this is if you re going to have
exenption fromIRB review |If you' re going to have |IRB
review in the proposal, then this going back through
the wall could be part of your proposal and either you
coul d get consent or you could ask the IRB for waiver
of consent. W're not talking about those situations.
VW're only tal king about situations in which we can
l'iberalize the use of anonynous in the definition of --

DR EVMANLEL: | think actually that's not a
good -- I'mgoing to object here because | don't think
the rationale should be, howcan we do it without IRB
approval. That's not a good --

DR SOCBEL: No.

DR ENVANLEL: The rationale here is, how can
you naintain the use of the tissue in an anonynous
manner. That happens to track w th because of 45 CFR
46 with not I RB approval, but it seens to ne the
rationale has to be, can we keep this stuff --

DR SCBEL: Exactly.

DR EMANLEL: -- sufficiently separated so

that the two sides of the brain aren't talking to each

MOFFI TT REPORTI NG ASSOQ ATES
(301) 390- 5150



N

o o A~ W

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

ot her.

DR SCBEL: Exactly. Exactly. The point is
not avoid the rule.

DR EMANUEL: Right.

DR SCBEL: The point is, set up a situation
in which there is reasonabl e protection so that one can
facilitate the research without having to go through
many approval steps.

DR EMANUEL: Right.

DR SCBEL: The point being to facilitate the
research, not to get around the rule. The end result
woul d be --

DR EMANLEL: | don't want to take up any nore
of your tine, but, | nmean, actually, as you present it
it nmakes me nore worried about this guardian rather
than less worried. It was ny main objection to the
Merz article, was this idea of the trustee, because
you' ve still got a person there who's got the file and
has the link between the two and the consci ousness of
the two. If you could have that |ink separate so that
that person actually doesn't know the code at the other

end, that nmakes ne feel much better.
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DR GREIDER Wiich is Bernie's article.

DR EVANLEL: Rght. Rght. Wll, exactly.
And part of what | had presented | ast week of having an
encryption systemwhere the guardi an actual |l y doesn't
know the other end, which is the way -- | mean, on the
| nternet you have two --

DR SCBEL: You can incorporate that within
this schene as wel |l because the key coul d be encrypted.

DR EMANUEL: Right.

DR SCBEL: And all they have to do is access
the encryption to say, researcher X wants nore sanpl es
from1l to 10, and updated clinical information for what
we sent, and they push the button and then the key is
nysteriously --

DR EMANUEL: Right.

DR SCBEL: | think that is within the context
of this.

DR GREIDER The guardian is two peopl e.
Essentially, there's two separate guardi ans, whet her
they're physically together or one's a conputer and
one's a person.

DR SCBEL: Exactly. Rght. kay.
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But, again, thisis all still within a
scenario in which the guardian is not intrinsically
involved in the research except in terns of the
sel ection of the sanple.

DR EMANLEL: Correct.

DR SCBEL: So far it's actually relatively
easy. Now things start getting worse.

CHAl RVAN MURRAY:  |'Il just nake a point while
Mark is putting up his next one. In away, if we want
the actual results in terns of the ability to link the
i ndi vidual who is the source of the sanple to the
research information, the research outcone, to have a
m ni nrum of transparency you want to protect people as
much as possi bl e.

But I amconcerned, as we get into these
fairly el aborate schenes, howto protect data, that it
goes agai nst what we want. W want a systemthat we
can explain to the public and to researchers as
transparently as possible. Just bear that in mnd.

V¢ don't want to be able to say, you're
protected because of a four-way conputer network

algorithm we want to be able to say, |ook, there are
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procedures in place that are reliable, trustworthy, and
we can explain it in arelatively sinple manner.

That's a goal | have. Wether it's achievable, | don't
know.

DR GOX In aword, | understand why you're
doing it because it's operationally easy, but to nme it
flies against the face of where everything s going as
havi ng wal | s between researchers and the peopl e that
are delivering nedical care. To nme, that's a non-
starter because if anything is going to happen, it is
that the people who are doing the research are getting
closer to the people, not further fromthe peopl e that
are delivering nedical care.

So, | nean, I"'mvery willing to consider this
because | think it's areally hel pful starting place in
terns of a concrete proposal, but that's one aspect of
it that really is troubling to me. Also, fromthe
publ i c hearings, people are saying, don't put a wall to
me if there's useful information.

DR SCBEL: Well, | heard that this norning as
well as you did. But we started froma different

starting point. | also want to point out, this could
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al so be used for sanples that have been sitting around
for 5, 10, 15 years, but still have sone identifier on
themand they could still be used now

It mght be quite inpracticable to use the
CPRR nonenclature in terns of getting waivers of
consent for research to actually get consent fromthose
patients, so the idea here is to open up sone doors to
make nore tissue available and still protect people's
privacy.

DR COX You're not saying it's easy --

DR SCBEL: It's not limted to that, it's
just one possible way of maxi mzing the use of tissue.

CHAl RVAN MURRAY: Can | just, procedurally
here. A highly-placed source has infornmed ne that we
have until 11:40, because the other subcommttee is
running a bit behind. So we have about 12 m nut es.

DR COX Can | just respond to David. It
seens to nme that we have to be careful in using this
met aphor of researchers and clinicians getting cl oser.
They are getting closer, but we still may want to put
up some barriers in the transm ssion of sone kinds of

information for reasons of other consideration. It
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seens to nme that --

DR EMANUEL: W might. W might.

DR COX Well, I think if we're going to have
ti ssue use in an anonynous nmanner, that, by definition
creates a barrier if it's going to be anonynous.
mean, it has to, otherw se the word anonynous is just a
lie.

DR EVANUEL: But | didn't think we were using
t hat word anynore.

DR COX | think | used the correct
circum ocution, which is that we were going to do the
research in an anonynous nmanner, actually.

CHAl RVAN MURRAY:  Sorry, Mark.

DR SCBEL: So if we now think about how we
could maximze the system if you want it at all, you
could actual |l y think about having a research data
repository which is, in a sense, anonynous and i n which
you coul d have the opportunity to store and retrieve
research data on sanples and records that carry the
sane research code.

This woul d be possible if the guardian

provi des the sane research code to a clinical sanple
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given to multiple researchers at different tinmes. O
you could link different research codes to the sane
clinical sanple by having multiple keys and figuring
those out. That would | ook Iike this.

So you coul d have cross-tal k between
resear chers usi ng anonynous sanpl es without the
guardi an knowi ng what those are, so they're still
anonynous and you still can't get back up here.

In this case, the guardian sends the sanple to
Researcher Nunber 1 and guardi an sends either an
over| appi ng or an identical set of sanples to a second
or nore researcher. They can share information through
sone research data bank w thout every know ng what the
clinical codeis. So this is a way of maxi mzing

information and use of anonym zed sanpl es.

DR ENVANLEL: Let nme get this right. [|'mat
Hopkins, | set up a data base with all of ny col on
cancer sanples, | put theminto the conputer, they're

all encrypted, and anyone who wants to do research,
say, logs on and can do the research and can find out
what other people are doing with Sanple 762. No one

has any idea that 762 is linked to ne.
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DR SCBEL: Yes.

DR ENVANUEL: Ckay.

DR SCBEL: kay. So this would nmake nore
sanpl es available to nore people, and it would al so
mean that people would not have to do all things
because they could benefit fromwhat's al ready been
done on the tissue. O they could take a subset of
that tissue once they knew what you had done at
Hopki ns. Ckay. Then we're going to take the 30 that
were this and work on it and be nore focused.

DR EMANLEL: Right.

DR SCBEL: So there are many potenti al
research advantages to having sone sort of cross-talk
here, but still not get back to the other side of the

wal | .

DR EVMANLEL: So that | carry the BRCA-1 gene

that is in this research data base, but not in the
clinical data base, which we have no idea where that
sanpl e is.

DR SCBEL: Exactly.

DR EVANUEL: Ckay.

DR SCBEL: Now, the nost problenmatic point is
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the last one that I'd like to bring up, which is one
that we really don't have great solutions for. That
is, if the guardian is actually the researcher. So the
guardian is not just selecting a sanple and providing
it to other researchers, but is intricately enough
involved in the research that they are actual ly doi ng
t he anal ysi s.

In the case of the pathol ogist, that coul d
even be norphol ogi c analysis or it could al so be that
t he pat hol ogi st al so does sone genetic studies, or sone
transm ssi bl e studies, or any research study in which
there mght be sone stigmatization or risk.

So here you're dealing with the fact that we
started with certain assunptions again. Qur assunption
was that the guardian who's going to performthe
research would still select the tissue sanples and
collect the original data fromthe nedical record. You
may find that you don't want to deal with that, but
that was our assunption nunber one.

If that's the case, then point nunber two is
that an | RB shoul d be approving a policy for the

sel ection of an appropriate second guardi an, second

MOFFI TT REPORTI NG ASSOQ ATES
(301) 390- 5150



N

o o A~ W

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

22

194
trustee--we called it steward--who could provide the
research code and keep the key so that now the sanpl es
get anonym zed and the guardian is, for all intents and
pur poses, the researcher on the other side of the wall,
and I'l'l show you the flow sheet in a second.

Now, in order for that to be the case then we
woul d want an | RB a departnental policy for
confidentiality and security and we woul d al so have the
proviso that the data fromthe guardi an's research team
cannot be linked back to the nedical record and that
only the steward or the second guardi an or trustee
coul d provi de updates on those sanpl es.

So this really comes down to a matter of trust
and faith. | can tell you that, at least in the
pat hol ogy community, since nmany of these so-called
guardi an/ researchers are pathol ogi sts, a |lot of
pat hol ogi sts will be very offended by the very need to
have the steward because they feel that they have
signed the H ppocratic QGath, it is in their nornal
manner of professional behavior to keep confidentiality
and privacy and, therefore, nany people in the

community will feel that this third party now t hat
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we've put in this diagramis not necessary because they
are follow ng standard nedi cal ethics of
confidentiality and privacy.

But if you think of the potential risks of
getting information back to the nedical record and how
soft that line can be, in this scenario we have
i ncl uded a second guardi an who keeps the code and the
guardi an or other researchers can still cross-talk with
the research data bank, as we showed before, but any
nore requests would have to go to the steward and woul d
short-circuit the guardi an so that the guardian should
not be able to link research data to the clinica
i nformation.

Wiet her this is acceptable at all w thout
goi ng through the traditional mechanisns that we now
have in place to consider this identifiable anyway
because of the view of the tissue and the expertise of
the guardian to begin with is an issue that you'll have
to think about. If you want to consider this option,
this is one scenario to acconplish it.

DR MIKE | was just going to say, why not

just deal with this as, we're |inked anyway, right?
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Rat her than setting up this el aborate systemwhen it's
not -- I mean, if | were the guardian and |' m doi ng
research, depending on the clinical information -- |
can always tell. | can always go back in ny data base
and find out who that is.

DR SCBEL: Wll, again, this would be a
situation of, in nost cases, you still have the
scenario that is the current regul ations, which is that
you woul d get consent or you would apply to an IRB for
a wai ver of consent because of the inpracticability of
getting such consent on extant tissues.

MR HOLTZMAN I n what you're constructed
here, does the guardian, and I'll nove to this side of
the world, do they or do they not possess know edge
that allows themto identify the subject?

DR SCBEL: Wll, | think that depends on --
in this scenario they shouldn't have enough information
to be able to do that. So if you think that |ooking at
the tissue bl ock and having the surgical pathol ogy
nunber next to it and, at a later tine, gleaning the
clinical record and putting that together is going to,

| ater when they do their biochemcal test at the |ab
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bench, that they're going to renmenber that that tissue
bl ock that |ooked like that with that clinical
information, that that's that case, then this scenario
doesn't work and you can't identify it now

MR HOLTZMAN  You see, | think this formally
col lapses with all of these distinctions. That wall
either does or does not define what's decided on based
on whet her you can identify.

DR SCBEL: That's correct.

MR HOLTZMAN  Ckay.

DR SCBEL: |If the guardian can still identify
the sanple on this side of the wall --

MR HOLTZMAN  Then it stays on that side of
the wal | .

(Laught er)

DR SCBEL: See, we're tal ki ng about
situations where that's not necessarily the case. For
exanple, DNA is extracted fromthese sanples and there
are nunbered tubes. The guardian is doing the DNA
test, but they don't have the slide with themand they
can't link it because they don't have the key.

DR PITLICK Mark, give the exanple of trying
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to do antibodies on a slide.

DR SCBEL: | nean, 90 percent of work that's
done, at least in our departnment, is soneone wants to
check a potential new anti body for proteinase that has
nothing to do with genetics at all, and they sinply
pul | 25 cases of breast cancer or prostate cancer and
then they nove over to this side of the wall and they
apply the anti body.

MR HOLTZMAN  Mark, all I'"msaying is that
the salient point is not your title, where you live,
the salient point is your histonol ogical status.
That's all.

DR SCBEL: Rght. So if you have extracted
DNA fromthese sanples and they are on this side and
t hey have an al pha-nuneric code, you can identify that
sanple and | think you can be on that side of the wall.
If you are working with the actual block of tissue
directly wth the nunber next to it and that nunber is
still there, then you can't be on that side of the
bl ock.

DR COX Mark, 1'd like to make this point,

hopeful | y not at your expense, but to use a concrete
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exanpl e of what | nean about the whole picture. Al
right. Wen do people do research in the first place,
if not to get it back to the nedical record ultimatel y?

DR EMANUEL: For the noney.

DR COX Yeah, for the noney. That's right.
That's what it is.

(Laught er)

DR COX Soif we conme up with a structure
that has the -- it conpletely fixes the probl em of
confidentiality but it doesn't address the issue of how
research information gets back to people's nedica
records.

DR SCBEL: But | would agree with what you
just said. People do research to get back to the -- it
depends on the kind of research you're doing. |If
you' re not doing specific tests for the direct clinica
care of the patient, you don't want it going back to
the nedical record. You do the research to increase
your understandi ng of the biol ogical process and you
publish that and it's out in the public domain. |
woul d say that 9 out of 10 tinmes you don't want it

there. There's no need for it to be there.
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DR COX But that is not an effective way of
getting informati on back to the nedical record. It has
not proven to be effective and, in fact, at the Task
Force on Genetic Testing the main focus was on how you
can have information of utility getting back into the
nmedi cal record because there's no process in this
country for doing it.

So, tome, thisis acritical issue with
respect to the tissue sanples and it's not sufficient.
| nean, this is sonething I'm--

DR SCBEL: Maybe we're confused about the
terns that we're using, because to ne the nedical
record -- if you' re talking about nme, that's ny
hospital chart.

DR COX  Yes.

DR SCBEL: Gkay. Now, if you do a certified
test for, let's say, BRCA-I on ny blood because I'ma
suspected famly and | gave you consent, then | do or
do not want that in ny nedical record, but that's
prospective, |'ve given ny consent.

DR COX  Yes.

DR SCBEL: If we're just talking right now
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that nost of the recomrendations of that BRCA-|I testing
shoul d be on a research protocol and not go back to the
nmedi cal record for a variety of very obvious potenti al
harns that people are not protected fromin our current
society, then you don't want that back in the nedi cal
record and you either do the study the way the Human
CGenone Proj ected adjusted the Jewi sh Ashkenazi famly
study in this area, which was anonynous collection with
cl ear understanding of the participants that they were
not going to individually benefit fromit, or you
anonym ze the tissue through one of the previous
paradi gns that |'ve showed you and the information goes
out into the public donain for the appropriate groups
to determne when it is clinically useful

DR EVANLEL: David, let's take the clinica
sanpl es, not the research sanples. e of the probl ens
of the research done here in an anonynous nanner is
peopl e were collected in a cohort for --

DR SCBEL: Yes, that's right. kay.

DR EVANLEL: So let's go to ny favorite
exanpl e, the angi ogenesis factor and Judith Hol kman's

paper. So they go to the Brighamand they collect out
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108 sanples from5 to 10 years prior to when they're
doing the study. So here's the question: do you want
to have a situation where they can then put that
information into the clinical record or go back and
contact the | ady?

DR CGOX No, no, no, no. kay. Let's use
the situation of the BRCA-I. Just going out on our --
I'"mjust trying to be an advocate for sone of these
people that we heard. They're saying, listen, | want
ny stuff |inked, because if you find sonething useful
for el want it to get back to the nedical record. So
they decide. W find out that there actually is a
genetic test for which it predicts nedical options. $So
we need to get back to those people.

CHAl RVAN MURRAY: W have a problem in that
we have to go to the joint nmeeting. W can cone back
to this.

DR SCBEL: | nean, | think that's the other
argument that we just discussed earlier this norning,
i's some people question whether it's ever ethically
sound to anonym ze a sanple and use it in an anonynous

way, and we have to decide what that's -- then within

MOFFI TT REPORTI NG ASSOQ ATES
(301) 390- 5150



N

o o A~ W

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

22

203
this -- you have to decide --

CHAl RVAN MURRAY:  Thank you.

DR PITLICK | just wanted to nake an
alternate conment. That is, what is the definition of
research? Part of what we're trying to cope with is
the afternoon crowds sitting around in the | ab and
sayi ng, okay, now what should we do next, and doi ng
sonmet hing quickly that is not an NNH grant application,
but is some quick study to | ook at, how does X rel ate
to Y.

That's research as well, and that's the kind
of research that is very problenmatic of educating
peopl e that they' re doing research, that you need sone
kind of recognition of that fact. So there's research
and there's research, and | think we need to deal wth
both situations. |If it's very prelimnary testing, you
don't want that to go back in the --

MR HOLTZMAN  |'mnot tal ki ng about that.

DR PITLICK So you have to figure out, what
defines research --

MR HOLTZMAN  |'mnot tal ki ng about that.

DR SCBEL: | realize that. But we're trying
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to work out a scenario. W recognize that that's going
on, so you have to deal with it.

CHAl RVAN MURRAY: (kay. | think there's a
wll on the commssion that you return after the joint
sessi on.

DR SCBEL: Fair enough.

CHAl RVAN MURRAY:  Thank you.

DR SCBEL: Thank you.

(Wiereupon, at 11:45 a.m the neeting was
recessed to go into Joint Session of the Genetics

Subcomm ttee and Human Subjects Committee.)

MOFFI TT REPORTI NG ASSOQ ATES
(301) 390- 5150



N

o o A~ W

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

22

205

AFTER RECESS
(1:40 p.m)
D SCUSSI ON O RECOMVENDATI ONS/ PQLI A ES ON THE
TI SSUE SAMPLES | SSUE

CHAl RVAN MURRAY: W' re reconveni ng now t he
meeting of the Genetics Subcommttee. W still have
with us Mark Sobel and Fran Pitlick to hel p us think
t hrough sone of the issues, practical issues, involving
t he use of pathol ogi cal sanpl es.

Mark and Fran, | want to propose sonething to
you before we get back into the conversation. That is,
that you' ve given us an answer to a question that is a
very inportant question for us. It presupposes an

answer to a prior question, the one | think that David
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Cox has been rai sing.

What if scientific information uncovered
mght, in fact, have clinical rel evance and be the sort
of information that we think it appropriate, and that
patients would think it appropriate, to be fed back to
t hem

The anal ysis we've gotten fromyou presupposes
the answer to that question is, there isn't such
information. That will be nmany cases, but it won't be
all cases. Wat do you say to that?

DR SCBEL: | think that there very well m ght
be situations. In the best situation, you woul d
anticipate the potential use of sone research
information that mght wind up going back. But, in
that situation, you wouldn't use the paradi gmt hat
we' re tal king about here.

At least in our assunptions, using this we
said that this would be used under a bl anket consent,
general consent, whi chever way that worked. But I
woul d say that, if you had a situation where you
anticipated this informati on and woul d back to the

clinician and/or the individual donor, that that can't
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be used in that scenario, you would have to use an
i nformed consent procedure with specific | RB approval
for your policy.

And if you thought it would be particularly
i npracti cabl e because you were working with archive
sanpl es and you wanted to i nvoke the inpracticability
wai ver issue, then you woul d have to nake a proposal to

the I RB and convince themthat you coul d waive inforned

consent .

So you woul d have a set of prescribed policies
and scenarios. |f such and such happens, this is how
we' Il handl e such potentially relevant clinica

information. W'll send it back to the IRB for
decision, we'll go back to the prinary physician.
There should be a well laid out framework for dealing
wi th such scenari os.

So what we proposed here was not those
situations, but only situations where you do not
anti ci pat e.

CHAl RVAN MURRAY:  So did | characterize
correctly that you have, in fact--given the answer to

the first question--the answer is, no, we don't think
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it wll be this kind of clinical information,
generally. Then here's what you're proposing.

DR SCBEL: There are a coupl e of exanples
that this comm ssion has tal ked about in situations
where research has gotten into sticky situations and
gotten into a noral dilemra because they basically were
using the sanples as if they knew that sonebody coul d
break the code and they found sonething that they
t hought mght be clinically relevant, such as HV
status or sonething, and they canme up with this nora
question, now what do | do, what is ny obligation to
the individual? But | didn't get consent. That's been
handl ed in various ways. |'mnot so sure ever very
wel | .

So | think the nore we anticipate these sorts
of problens, the recommendation should be that there
shoul d be, just when you wite your grant, if protocol
A doesn't work, | have two other ways of answering ny
questi on.

| think that people should be anticipating
these questions. |If there is a legitimte chance of

that happening, it can't go through this or it has to
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go through a specific protocol, |RB approval, inforned
consent .

DR PITLICK | would like to add, | tal ked
with Roger Alnott who was here earlier, who is the
project officer for the Cooperative Human Ti ssue
Network. | said, howgreat is the pressure to go back,
to get information back to the physician? And he
couldn't recall a case.

It turns out | knew of a case which was a
tested HV status, and when | nentioned it he recalled
that, but essentially there's a nechanismat NO that's
been working this way and they' ve had one incident that
they recall when there was a perceived urgent need to
go back.

They finally decided, well, that wasn't a
CLEA-accepted test. They were not doing HYV studies,
they were doing HV to protect their assays, to protect
their own | aboratory workers. But it wasn't a clinical
assay. So they've only had one instance in the
Cooperative Human Tissue Network. It would be fairly
rare if we started out with this situation.

DR COX So the person wasn't told because it
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wasn't a cleared test?

DR PITLICK That's right. And the decision
was, it turns out the person was -- there was a | ot of
di scussion about it and the decision was at the
Cooper ati ve Human Ti ssue Network that the infornmation
w |l not go back, period, for anything.

DR SCBEL: Now, in this scenario that we've
proposed, because we have the wall, sonmebody does have
the code. So there should be a possibility. 1 would
give you an exanple of a msdiagnosis, for exanple,
that the guardi an sends out 50 cases to the researchers
of supposed dyspl asia of a particular tissue, and the
researchers realize as they're doing it that one of the
cases is, in fact, not dysplasia, but a frank cancer
and it's nedical mal practice, nunber one, and nunber
two, there's a patient out there with cancer who
doesn't know it who could potentially be treated.

How do you deal with a situation |ike that?
Vell, there, | think, you could go to the IRB, for
exanple, in ny scenario, at least the way | thought it
t hrough, and say, | have this potential nedica

situation where there's a potential therapy for a
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di sease that has been mssed and we want a procedure
approved to get contact back.

Now, how exactly that could be done, | woul d
| eave up to the IRB, which mght be too nuch of a
burden, but at |east they would be an inpartial third
party. So | could see certain scenarios |like that.

Anot her scenario could be, | decide that |I'm
not going to let ny |aboratory use tissue unless we do
test for HV and hepatitis no matter what and | send it
to a CLEA certified laboratory and | get --

DR MIKE Your first scenario, what you
would try to change is if you re not sure whether you
could get back to the patient on tine or --

DR SCBEL: Wll, in ny scenario you coul d get
back because soneone is hol ding the code.

DR MIKE No, no. Wat |I'msaying is that
the patient mght have already died, versus intervening
on tine.

DR SCBEL: But | couldn't know that because,
to me, the sanple is anonynous. So | would have to say
this is a msdiagnosis, and | would have to get that

information back. But in order to avoid the guardi an
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| earning too nuch extraneous information that you don't
want to do, you really need a third party, which to ne
woul d be an | RB.

| think it would be a very rare situation.
Thi s shoul d not be sonething that happens on any
routine basis, but it mght potentially happen and you
m ght want to consi der having sone sort of |oopholes in
there that adequately protect privacy, but still can
protect the person. |If it then turns out that they
break the code and the person has died, then that's
anot her issue because you still have a potentia
medi cal /| egal case.

DR EVANLEL: | think it's very inportant for
us to appreciate these cases. But, as | think we said
|ast tine, appreciate the fact that --

DR SCBEL: These are exceptions.

DR EMANLEL: Well, not so much exceptions,
but everyone is going to have a different judgnment as
to whether it's a good thing to go back and trace and
rel ease the information or -- and we've been alerted of
cases, and there have been cases in the literature,

wher e peopl e have done that and it's been a m st ake.
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Sonmeone didn't want that piece of information. They
thought it was inportant, and it turned out to be
somnet hi ng soneone doesn't want. | think this is going
to be a serious, serious problemanytinme we allow this
exception

For one thing, allow ng the exception -- and
' mnot arguing against it or not, but we should be
aware, the nonent that barrier really isn't a fire wall
but sonetines you can overcone it under these
conditions, the nore we allowthat as a possibility the
nore we increase the chance for probl ens both ways.

| nean, one of the great advantages of it
really being a fire wall, you can't go back, we've
thrown away the key, is the fact that it goes both
ways. You don't have an abuse and you don't have a
pr obl em where soneone gets a piece of information and
they didn't want it.

DR QOX Zeke, | conpletely agree with you.
But what 1'd like to do, it's not these rare
exceptions. | quite agree, right nowthat's the way it
is. But I'dlike tojust put forth a scenario that is

not very crazy, | believe.
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It's epidemol ogi c studies done in a big
netropolitan area with the patients being froma
conglonerate of different HU>» and those were the exact
individuals that re being used for the research. And
you' re blinded, so you' ve got your fire wall up

Now, Carol, you're right, it's published in a
peer review journal, it shows clinical specificity and
sensitivity with certain neasures. HMX» are going to
want to use that information in those very patients to
save noney. You're going to tell themthey can't use
t hat because the same patients -- you re not talking
about one or two patients, you're tal king about a big
sanpl e of individuals that are going to be able to
change their nedical care and the health care costs.
That's the way things are going right now

DR EMANLEL: But | don't understand. They're
not going to go back. They're going to have to either
repeat the | ab-derived test -- but that's true for
every HMOin the country, David. | don't understand
how it's specific.

DR QCOX It's specific because it's a

different way of practicing nedicine because the
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patients are the subjects. So the research subjects
are, in fact, the patients. The information, it's
epi dem ol ogi cal studies, Zeke, that are being applied
to the popul ation that you' re doing the study on.

DR ENVANUEL: Gkay. So let's take an exanple.
VW're going to go to all the managed care organi zati ons
in Northern California and we're going to screen them
for sonme col on cancer gene.

DR COX Exactly.

DR ENVANUEL: Gkay. That, you know, whatever,
triples your risk for colon cancer

DR COX Exactly.

DR ENVANUEL: Gkay. W've got the fire wall
up. We've identified that you can do this cheaply and
easily.

DR COX And you identified two percent of
t hose peopl e where you did your study. 1In fact, the
study was done to show sensitivity and specificity. It
was done on hundreds of thousands of people, right?

DR EMANLEL: Right.

DR COX And now you're going to go back and

you're going to redo those tests?
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DR EVANUEL: Yes. R ght.

DR QOX: It's the same reason that CDC isn't
going to go back and spend $2 nillion to do informed
consent on the enhanced peopl e, because you al ready
know what that two percent of people is. Sonebody
knows it, but you have no way of getting that

i nformation back right now because there's a fire wall.

DR GREIDER |'mnot sure what your concern
isS.

DR CGOX No. |It's just a practical concern,
Carol, of whether you're going to then -- so you found

this information out. That's the way research is right
now, right?

DR GREIDER R ght. Uh-huh.

DR COX But what I'msaying is, when it's
| arge nunbers of patients -- we're not tal ki ng about
smal | sanples of single things, but costly experinents
to go out and do the tests, you' re saying we'll just
pay for it again. So you know what the result is in
the patients, you ve done the studies, but you re not
going to use the informati on and you go back and the

HVOw Il just pay for it to find out. They'll just pay
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for it again.

DR GREIDER Wiy would they pay for it again?
Wiy woul d they even do it agai n?

DR QCOX No, because they don't have the
results. They can't get the information. They've had
their patients -- actually, they're part of the
researchers, right, because they're the people that are
donating, the patients.

DR ENVANLEL: They're the guardi ans.

DR COX They're the guardians. R ght. So
the information i s obtai ned, you have proven your
general scientific point, but the actual data is of
medical utility to those specific people.

DR GREIDER But they wouldn't nornally do
that anyway. They wouldn't nornally go out and screen
100, 000 people for --

DR COX That's not the way nedicine is done
today, but that's exactly what's com ng down the pike.

MR HOLTZVMAN.  The whol e notion of the world
starts with the idea that we want to have information
that's flowing in one direction because it benefits the

study. W're anticipating here, to your |anguage, a
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case in which the goal was not nedically rel evant
information, not nmedically relevant information --
whether it's for one or for 5, 000.

So now the question is, are we going to permt
in any case for it to flow back, and since we can't
anticipate every case, if we're going to provide for
that formal possibility thenit's going to be via sone
ki nd of mechani sm

DR COX Exactly.

MR HOLTZMAN So in your case, David, I'm
just taking that as the sumof many cases.

DR QOX Precisely.

MR HOLTZMAN Wiere, if there's going to be a
notivation that's going to be -- it's going to have to
do with the nedical benefit.

DR COX  Absol utely.

MR HOLTZMAN kay. You were pointing to a
little different point, which is the econom cs.

DR QOX: But the benefit had to be there to
begin with. That goes wi thout saying.

MR HOLTZMAN  To begin with, right.

DR COX Wthout the benefit, just research
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information without clinical utility, and | use that
point clinical utility being equivalent wth nedical
benefit, sonething you can actually do with the
i nformation.

MR HOLTZMAN  So as |'mthinki ng here about
witing a report and a set of recomrendations, Zeke has
| aid out one argunment that says, as soon as you all ow
for that formal possibility, then you will have
destroyed the necessary sense of integrity and trust
that goes into it being truly a fire wall, the cost,
effectively, would be too high--social cost--and so,
therefore, better that those cases not get the medical
benefit than we erode the crack in the wall.

DR EMANLEL: No, no, no. It's not that they
don't get the medical benefit, that you create a
different procedure for getting the medical benefit,
right? You publish the data, the HM3>s then take on the
data or practitioners take on the data and decide if
this is a good test to use, and we use it in this kind
of defined population. That's what we do all the tine.

MR HOLTZMAN R ght. But | think what we are

anticipating here is tine-sensitive information that
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cones up.

DR SCBEL: But in your scenario you're
tal king about a very, very large, hundreds of thousands
of peopl e bei ng studi ed.

DR CGOX O snall, either one. | use that to
bot h exanpl es because you coul d take the argunents,
well, this is sorare, it's never going to happen. The
other situation, you could say, it's so costly that no
one wll ever do the test again.

DR SCBEL: But nost of the tine, see, the
medi cal comunity does not really generally accept one
report, however large the study is. It usually takes a
little bit of tinme to incubate, so you have quite a bit
of atime delay by the tinme you do the research, wite
t he paper, get it published.

Then, after the first report, when you have a
potentially high suspicion that you re onto sonet hing,
then you wouldn't do the study this way. Then you
would do it with consent and with identifiers.

DR COX Thisis the way it's done. Are we
going to do the NHANES twice? | don't think so.

DR EMANUEL: No, but NHANES is a different
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story. That's not the right story. | mean, the right
story here is, we're an HVD and for sonme reason we bank
sanpl es on 50,000 of our patients, blood sanples on
t hem

Now you want to say -- | nean, | can just tel
you, having tal ked to these nmanaged care executi ves,
we're going to give it to researchers to run tests and
we're then going to ask the nmanaged care, go back to
those people to tell themwe' ve got a result on a test
they didn't even know was bei ng done on then? No way.

DR CGOX No, no. They're going to knowit's
done on them Zeke.

MR HOLTZMAN  The individuals won't know, is
hi s point.

DR COX Yes, they will.

DR EVANLEL: Well, wait a second. The fire
wal | .

DR COX  Under the scenario we're |aying out
ri ght now.

DR EMANLEL: | think we need to go back to
this framework. |[If it is a previously collected sanple

with no consent on it, not even general consent, or is
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it a prospectively collected sanple -- | nean, right
not if you go into the Harvard Community Heal th Pl an,
or any health plan, they don't prospectively consent

you to use your sanples in a general manner. They

don't.

Now, maybe they will after our
recomrendati ons, although | still doubt it to sone
degree. So let's distinguish those two. | nean, if

it's prospectively done and peopl e have had an
opportunity for consent, | nean, one of the
possibilities we could raise is, do you want to be
i nfornmed agai n.

But I think we need to recogni ze, the nonent
we have that exception for inforned again, we're going
to have a | ot of situations where people didn't
anticipate that their stuff was going to be used in a
manner or for a kind of test that they may cone back
to, especially the noment we get all the -- you know

DR COX That's what this whole discussion is
about, Zeke. That's exactly what this discussion is
about. So do we or don't we basically have the

pati ence involved in the kind of prospective studies?
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| nean, | think this is right on the target of what
we're discussing, but it's a different scenario case
than --

DR GREIDER | think we're in a different
box.

DR OQOX: | amin a different box.

DR GREIDER | like having Zeke's boxes,
because we're junping all over the nountain with the
boxes. W've got to take themone by one.

DR EISEMAN Can | give an exanpl e that m ght
hel p? | think you' re tal king about a prospective
study, is that correct, where we're going to start this
study now, you have 100, 000 people and try to cone up
with atest for this. One good exanple is sonething
like the Wnen's Health Initiative.

DR QOX: Perfect.

DR El SEMAN  They have wonmen who are -- on
one armof the study it's a hornone replacenent, and to
be on that armof the study, one of the tests that you
have done up front is an endonetrial biopsy, because
they don't want to be giving wonmen who have hyperpl asi a

or malignancies any kind of hornones that m ght
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exacerbate their condition.

DR COX:  Absol utely.

DR EISEMAN  Wthin that consent, those wonen
are informed that if some abnornmality is found with
their tissue, which goes through a CLEA-approved
pat hol ogy departmnent, they wll be infornmed.

DR COX Exactly. But that's a very
different scenario than what we were tal ki ng about.

DR EI SEMAN But part of that consent al so
says, we're going to take sone bl ood fromyou and t hat
bl ood will be used for future research purposes. The
information fromthat future research, you will not
know. There are ways to --

DR COX Perfect. So |I'ma happy canper
because there's two different things.

DR EISEMAN -- inforned consent.

DR COX But the way that it was presented is
that the first part of that that you showed was not
even on the radar screen, that is, the part about going
back. The only point I"'mtrying to nmake --

DR El SEMAN  Because this is collected

sanpl es, a different bl ock.

MOFFI TT REPORTI NG ASSOQ ATES
(301) 390- 5150



N

o o A~ W

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

22

225

DR SCBEL: W started off with all these
sanpl es in which you didn't have informed consent, and
the presunption was that the only way to use it was to
anonym ze it.

DR COX Fine. So what we've done, is we're
really only tal king about part of the picture.

DR SCBEL: That's right. Absolutely. That's
the starting point.

DR EMANUEL: | think, David, the whol e
picture, maybe, on this, but |I believe Mark and Fran's
di scussion was related to the previously collected
sanpl es where we have not had a process of fully
informed consent, and | think it's inportant for us to
go over what we nmean by fully inforned consent because
it may not turn out to be --

DR COX That wasn't at all clear to ne. |If
that's what you neant, | didn't hear you say it.

DR SCBEL: But it could also be that, after
your report comes out and you have your recommendati ons
and peopl e put into place those recommendations, there
are going to be all these situations where you do

col l ect sanples and tell people, I'mgoing to use sone
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of your residual tissue in the future for sone unknown
reason. It's this blanket, unspecified --

DR ENMANUEL: Ceneral consent.

DR SCBEL: -- general consent.

CHAl RVAN MURRAY:  And they agree to that.

DR SCBEL: And they agree to that and it's
sitting in a bank sonewhere. Then soneone cones al ong
with a research idea and wants to use it, but it's
going to be difficult to get consent specifically for
t hei r study.

DR COX No, no. |I'mnot asking for that.

DR SCBEL: So then we've broadened the term
"anonynmous" and used this fire wall approach where, if

you have a prospective study and you know it, then

there's no reason not to get inforned consent up front.

MR HOLTZMAN But the go-back issue --
DR QGOX Yes, but the go-back issue, what

about the go-back w th prospective studies?

MR HOLTZMAN  See, the go-back issue is going

to resurge again. W can deal with it here, but --
let's deal with it here and then we'll deal with it

again. Ckay?
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DR EISEMAN But it's like the way Sheri has
it set up in her paper. As soon as a sanple is in
storage, it's no longer a prospective study. Ve re now
tal ki ng about studies on al ready existing tissue.

MR HOLTZMAN R ght. But we're projecting a
different framework. W may cone up with the same
solution for the future uncontenpl ated study and the
serendipitous result with nedical inplications for
bot h.

DR EMANLEL: | nean, let nme just say, the
headi ngs here are an attenpt to reflect and reconstruct
fromthe transcript the changes on every singl e headi ng
we made. It's not retrospective, previously collected,
where previously refers to the date we woul d expect
full inplenmentation of the recomendati ons of this
report, and we had col | apsed here clinical care and
sanpl es collected for research into all, that they
shoul d be treated all the sane way.

Then we had, follow ng Steve's recomrendati on,
said that we should not refer to the tissue but to the
tissue to be used in an anonynous nanner, the way the

research i s conducted or tissue to be used, and |
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shoul d have put, an individually identifiable manner
here. Ckay. So these are essentially the current
pat hol ogi cal or current specinmens in pathol ogy
depart nments now where consent has not been obt ai ned.

DR COX And I'ma happy canper on this
piece. It's not a problem

DR EMANLEL: Now, the flip side is, sanples
to be collected in the future, that is, after we expect
i npl enentation on the basis of our report, and there
are two types, those collected for clinical care or
with no known specific research project or those with
the specific research project in mnd. Ckay.

Now, | take it, David, and nmaybe here is where
we' ve had the confusion, your suggestion or your
probl em has been that you thought we're not only
tal ki ng about these kinds of studies --

DR COX | did, indeed.

DR EVANLEL: | nean, for these studies, and |
don't want to speak for everyone el se, but | thought we
had cone to sone conclusion that, in fact, we shoul d be
tal king about a kind of general consent here if they're

used in an anonynous nmanner. |If they're used in sone
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identifiable manner, full infornmed consent.

| think it may be useful, as | was sitting
here, for us to think through what we nean by general
and what we nmean by fully inforned, in part because, on
a prelimnary gut reaction, the only thing that m ght
be different between those two consent forns is, what
are the objectives, how specific are you on the
obj ectives? Because the risk nmay | ook very much the
sane, the benefits may | ook very much the same, and the
alternatives may | ook very nuch the sanme, you just nay
not have a very specific idea about the --

DR COX That's the point | was naking,
because it gets to be a very slippery slope to know
when you want to be general and when you want to be
speci fic, because you can't predict ahead of tine, at
least | can't, when useful stuff is going to cone out
of the research and when it's not. Ckay.

| can't tell you ahead of time when the great,
unexpected thing cones by, it's basically going to be
the magic cure for AIDS. But | don't want to be
hi ndered based on what | told themahead of tine, if |

find that cure, to be able to go back and have it
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applied. That's the rub.

But you do have the advantage, in a
prospective way, of talking to peopl e about exactly
this point. But | will tell you why I ambeing a pain
about this, is not what | believe, but what | perceive
the public believes, whichis that it is not -- | nean,
it's not the public and the people that we've heard
speak aren't sort of very nmuch |ooking to the well -
bei ng of society, but they're really looking to the
general well-being of thensel ves.

| nean, they believe if they give this stuff,
irrespective of what anybody says, that stuff wll cone
back to them | nean, that's what people believe.

You say, well, you know, this really isn't --
I'"ve infornmed people jillions of times, just as have
you. You say, you know, this really isn't going to
mean much to you. And they go, yeah, we know, but we
know that if you find something you'll let nme know So
| really think this is a critical thing.

DR EVANUEL: Take the BRCA-1 research done
here where they put together the Ashkenazi Jew sh

popul ation. They were specifically told that they were
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going to make it anonynmous and they can't wal k back.
They will not get their own results.

DR COX Yes, | know that.

DR EVANLEL: | take it that this falls into
this category right here. W don't know who it is.

A ve us general consent, we'll talk to the community,
we'll get sone | RB approval, but we're not wal ki ng
backwards and telling you, even though sone percentage
of those wonen obvi ously cane out positive. Ve were
able to do --

DR QCOX But the reason | don't have probl ens
with that, Zeke, in some ways is because of the kind of
utility part of it. | nean, that part is just m ssing.
So this is all sort of theoretical.

CHAl RVAN MURRAY:  There have been two peopl e
very patiently waiting to get in, then Bette. It's
Fran, Kathi, then Bette.

DR PITLICK M point that | wanted to nake
several mnutes ago, is to realize that you probably
don't look at hundreds of thousands of sanples until
you' ve done sone prelimnary work.

Maybe the nodel that we're presenting is
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particularly appropriate for initial studies or
background i nformati on or whatever to devel op what your
nore serious big sanple is going to be, if it's going
to require, or may eventually.

But you probably woul dn't even go into a big,
full-blown study like using this nodel without a little
study first that was going to tell you what you wanted
to do and how you wanted to do it.

DR HANNA® Yes. | just wanted to briefly
make the point that | think in the report we're going
to have to be careful to nake a distinction between
research and clinical, because in the exanple you're
using presumably if you know sonet hing has clinica
utility, you' re not going to enbark on a 100, 000 person
screening project to determ ne what the gene frequency
is, or whatever.

In the BRCA-1 exanple, it wasn't until they
got good informati on on who were nore likely to be
carriers of that gene and what the clinical relevance
mght be that it then entered the world of clinica
utility and then wormen that could participate in the

study could go and be tested versus bei ng screened.
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DR COX They still have good infornation,
Kat hi .

DR HANNA: Wl |, no. Forget about whether it
tells themthey' re going to get breast cancer or not.
| nean, that's a big issue. But it then becones a
matter of choice for those individuals, whether they
want to be tested and find out what their individual
status is.

| just think that at sone point the research
protocol either falls into clinical utility or not, and
then the rules -- it goes into nedical practice and, as
far as |'mconcerned, out of the research realm where
the individual is concerned.

DR COX This is the box that it's in right
now. | understand what you're all saying to nme. |
under st and how unhappy anybody is of thinking about it
this other way. Al I'masking is just to think about
it for a second, that there isn't this sharp line
between clinical nmedicine and research. That's all I'm
sayi ng.

The ki nds of experiments that are going to be

happeni ng are going to be ones that blur that Iine even
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nore. It's not because we're intentionally just making
our lives nore mserable, but it will blur it because
of the kinds of studies that are done. If you can do a
smal|l pilot study, this is not an issue.

Many of these things, in order to get the
results, cannot be done as small pilot studies, they' re
going to be done as big pilot studies, and they' re not
going to be done twice. It's a new way of doing
science, a different way than we've done in the past.
So maybe that's not what this comm ssion needs to worry
about, but I just --

DR ENMANLEL: The question is, don't we have a
box for it, and in what way does the sort of
suggestions --

DR GOX And you' ve been very hel pful,
because the box is definitely over on this side, which
is, in fact, definitely in the prospective, so that's
crystal clear. | think, retrospective, we're trucking
along. W're in good shape. |If this prospective --

DR GREIDER So we haven't -- groups yet. |
mean, right? Retrospective with the groups still gets

back into the sane area.
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DR COX No, no, no. | didn't say we're
done, right, | said we're shaping up

CHAl RVAN MURRAY: | think we're shapi ng up.
VW're not in good shape yet. W have a winter's worth
of hard exercise ahead of us.

DR COX But thisis avery -- it's outside
of tissue sanples. It's the issue of a different line
bet ween nedi ci ne and research. W're going to face it.
W're going to face it head on in the human subjects
regul ati ons.

DR HANNA: But | just think the research
clinical distinctionis inportant for the person who is
gi ving consent because it tells them sonet hi ng about
what prom ses are being nmade to them even though in
reality it is getting blurred in the |aboratory and in
patient care.

DR COX Yes. But can | just say, and | want
toreally sinplify this and then | won't say it
anynore, thisis -- sol'mtalking to the person,
saying, listen, we're going to do this research. W
don't know anyt hi ng about this right now

Sonething of clinical utility may cone out of
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this or not, clinical utility neaning a piece of
information that | would use to nake a nedi cal deci sion
with respect to you. Al right.

But if that kind of medical information comnes
out, thenit's an obligation, I'll get back to you and
we'll use it. R ght now, | practice nedicine and we
don't do that. W don't do it because it's too hard.

People, with a wink and a nod, they say Il
do ny best, but that's not a contract, because we don't
have a nechanismin this country set up to deliver
nmedi cine that way. Well, are we going to? That, to
me, is areally inportant question. If we aren't, then
| agree. Then let's not say we're going to do it. But
if we are, then let's have our ethics with a nechani sm
for doing it. That's what is of interest to ne.

DR EMANLEL: Yes. But that's beyond our
control, David, | think. | nean, that's beyond the
purview Wit we're here to dois to set up rules, |
t hi nk, about how you can collect them what kind of
prom ses you can nake, and if you nmake them what are
you supposed to do?

| think it's hel pful here because |I haven't
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found, now that we've | ooked at those boxes, a
di sagreenment. | think, actually, we're in agreenent.
If you're doing this as part of research and you m ght
antici pate going back to those people wth your
results, that's in the inforned consent.

DR QGOX You just said sonmething that's very
interesting to ne. You know how pragmatic | am but |
don't think we're here to set rules. | think we're
here to think about what the big picture bioethical
i ssues are, and then have suggested ways that we can
pay attention to those. But the rules, to ne, aren't
the primary thing.

DR EVANLEL: Well, | think a lot of the
communities are looking to us to establish for them
under what circunstances can they use the previously
col | ected sanpl es, under what circunstances do they
have to go forward. It's inevitable whether we're
going to make the rules, whatever you call that.

DR EMANLEL: dinic was the same. But just
to go back to clinic, what we did, was we had bi gger
I Ssues.

DR COX That's right. W don't need any
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legislation. | nean, we may not need | egislation, we
may need interpretation.

MR HOLTZMAN  Even with the prospective ones.

DR COX R ght.

MR HOLTZMAN  Wiere, in step one, you're
going to specify, this is the study I"'mgoing to
undertake, and you can specifically say with respect to
the output of that study, if it has clinical relevance,
you either will or will not be informed and you gain
your consent on that basis. |f you have a further
provision with respect to that sanple, that it wll be
used for further unspecified research.

Then you' re going to have to have the
question, with respect to that further unspecified
research, do you or do you not want to be inforned and
contacted, under what kinds of conditions? Ether
you' re going to have that kind of provision or you' re
not. | think we need to have a set of recommendati ons
with respect to that.

DR ENVANLEL: | second that.

M5. KRAMER |'d like to conme back to that. |

was one of the people who, at the |ast neeting, was
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feeling very strongly that there was a responsibility
to create a way in which we could go back, that that
responsibility flowed fromthe use of the tissue.

|'mreally changing ny mnd, because it's
beginning to feel too nuch like you're trying to nmake
public policy or public policy recommendations based on
really an infrequent exception, which | think you
really can't do.

Soif, in fact, it really takes many studies
before it cones to a conclusion, then that is alnmost in
the process going to identify a group that is
vul nerabl e, and then that is going to be highly
publicized, whether it's the breast cancer mutati on,
colon, or whatever. A person is likely to know that
they're a part of that group. But | think nowit comnes
back to just what you're tal king about in either the
extant tissues or the prospective tissues.

If they' ve lent their tissues, if they' ve
consented prospectively, if they' ve consented for their
tissues to be used in a particular study, they're going
to know, depending on the publicized results, where

they fall in that study. But | think that if they want
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to let their tissues be used for further future
unspeci fied research, that nmaybe that's where they --

MR HOLTZMAN That's where you're going to
have to deal with it.

M5. KRAMER R ght. But the thing is, should
we give themthe option of saying, yes, | want to be,
or no, | don't want to be notified, or should they be
required to be notified?

DR EMANLEL: Well, let ne give you an exanpl e
that | thought about because of a friend of mne. H's
not her has early Al zheiner's. So the question comnes
up, his sanple mght be used for perfecting anot her
Al zheinmer's test with no better therapy than we have
now. Wuld he want to be inforned?

M5. KRAMER No. He already knows he's a part
of that group.

DR EVANUEL: Al he knows is he's at risk.
He doesn't know what his risk is.

M5. KRAMER That's right. That's true. But
he knows he's at risk, that's what I'msaying. So he
will know, as the results are publicized. He will

know. |If he doesn't want to know, until there is such
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a time when sonething can be done about it, then that's
hi s option.

If the tine conmes when sonet hing can be done
about it, he already knows he's a part of that group at
risk and, therefore, believe ne, that will be well
publicized. You won't have to be sophisticated to have
that in your face. So he will have the option of going
and finding out.

What |' m concerned about is, suppose now they
take the tissue fromthe peopl e who have been used to
establish early Al zheiner's and they say, okay, we're
going to take this and test for sonething else and, in
fact, they cone up with a positive result. He mght
not know t hat .

There is no reason why he woul d be expected to
know that, particularly if it turns out that it's just
a snall percentage. | nean, if the whole group was, |
guess then again he would know. So that's where |I'm
concer ned.

MR HOLTZMAN There's a range of cases and
exanples, and it's useful to think through themall if

we're going to cone to sonething general. So if you
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focus on a serendipitous finding of a predisposition to
a | ate-onset fatal disease with no possible
intervention, if that's your paradigm you're going to
concl ude that there's no good done in going back to the
individual. Ckay?

M. KRAMER d ear

MR HOLTZMAN  If you think of sonmething |ike
a serendipitous finding of HV, or maybe not HV but
sonmething which is readily preventable --

DR COX A curable cancer.

MR HOLTZMAN A curable cancer. You' re going
to be inclined to go back, particularly if what you
found is definitively known. |'musing a marker. |'m
using an S& and a known gene. (Ckay.

Then you're going to get the sort of gray one
where it's, well, do | really know sonething? For
exanpl e, working with people in Zeke's institute, we
have di scovered a gene which it |ooks like when it's
down-regul ated i ndi cat es i nvasi veness of nel anoma, and
early intervention is critical

VW' ve | ooked at a bunch of sanples from Zeke's

institute, unlabel ed, et cetera, et cetera. The
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pat hol ogi st could tie it and soneone who they're
cal ling as probably non-invasive based on the
phenonenol ogi cal neasures, we see that gene off. Ckay.
VW've only | ooked at 45 cases so far. |It's 45 out of
45, up until this case. So it's a research result.

Shoul d that physician do anything about it? A
common sense reaction if | was in that reaction? 1'd
probably want to call that patient back in, not to say
you have sonething, but |I'd probably want to go | ook
again. Ckay. So let's not focus in on any one of
t hose cases, but recogni ze the range of cases. | think
t hen when you consi der that range you end up com ng
back to Zeke's proposition.

Is the inviolability of that wall back, the
precondition of having a wall that people can be good
about, or is the potential for cases in which
i ndi vi dual s can benefit, the weight of that,
sufficiently great that we shoul d provide a nmechani sm
by which it can be breached, and if so, what is the
structure of that nechani sn?

DR GREIDER And not only that, we can't base

that decision on the way things are currently done and
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the frequency with which it currently cones up. Taking
what David said, you have to anticipate, will the
frequency of these kinds of things increase in the
future, are we likely to stay the same. | think
agree with you, that they are nore likely to increase
t han not.

MR HOLTZMAN  Vell, if you take genetics,
when you nove from anonynous triplet repeats as your
marker, you' re noving to common variants and the S&Ps
representing common variants, you know what's going --

M5. KRAMER So is it too nuch of a
sinplification to say, okay, is the potential for
violation of inpermeability greater than the need or
the anticipated or possible future need to go back. $So
we're not going to be able to have both.

DR GREIDER If you set it up appropriately I
think that you can

M. KRAMER  Ckay.

DR GREIDER Because we were tal king about
doubl e-bl i nd kinds of studies where you can go back and
still protect individuals.

M5. KRAMER How can we take this and start
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doing it then?

MR HOLTZMAN |'mnot sure -- explain what
you nean. The double blind says -- but Zeke's point
i's, you' ve reached back, even though for all of the
protections where the people on this side can't go
back, you're allowing a possibility to allow the people
who can go back to go back. It's in the nature of the
case, if you can cone one way you al ways can go the
other way. So the question on the table is whether
we're going to allow those who can, to.

DR GREIDER But you don't make it a sinple
thing soit's not a fortuitous, accidental going back.

MR HOLTZMAN  No, absolutely. Right.

DR GREIDER But if, under the circunstances
of I RB approval of going back --

MR HOLTZMAN Now you're articulating a
mechani sm

DR GREIDER R ght. Wth the appropriate
mechani sm that there is the appropriate coding so you
can do it, but it's not going to happen in an
accidental way. One problemof setting things up so

that there's a wall and it only ever goes in one
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direction is very easy to protect. But if you want to
have t hings sonetimes go back, then you want to be
really sure that the nechanismon the other side is
very robust. So then you want to argue for an
extrenely robust protection nechanism if you're going
toallowit, to go back under sone circunstances, of
revi ew and approval, et cetera.

MR HOLTZMAN So now if you woul d assune t hat
robustness of the confidentiality in your procedure,
the next thing you have to focus on is who wll nake
the decision to allow one to go back and what wll be
the relevant criteria or paranmeters that will be in
pl ay?

DR GREIDER The sane IRB that sets up the
path on a protocol

DR COX But I'lIl tell you, the Cenetics
Testing Task Force went through this, and | think that
was not anything I'd like to use as an exanpl e of how
to do things, but the real bottomline that cane out of
that was, how do you determne -- because the key
factor should be the clinical utility, how you

determne clinical utility when it's scientifically
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Mechani sns for doing that in this country -- |
nean, it's very, very difficult in-- to know In
fact, how stuff gets used right now and how that gets
determned is not very pretty.

DR GREIDER That's why | go to the IRB

DR EVMANUEL: But we shoul d be clear

DR GREIDER That's why you shoul d go through
sone sort of a --

DR ENVANUEL: But if you keep going through
the IRB, then we're piggy-backing or being parasitic on
a process which, first, was not set up to do this at
all, and second of all, we are beginning to tax a
systemthat has absolutely no funding and it's going to
col I apse under nore and nore denands.

M5. ALPERT: An instructive scenario that is
currently going on. The Mayo dinic apparently, from
what | understand, has a nechanismto do exactly what
you' re tal king about. They have a separate body within
the clinic to look at clinically relevant findings,
incidental findings, fromgenetic research and they go

t hrough that board to see whether or not they should
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informthe patients or the research subjects.

DR COX Exactly. And whether they have
utility. So | nust say, nmaybe you would viewthis as a
cop-out, but | don't have any problemin saying that
the neasure has to be clinical utility and there has to
be sone nmechani smwhich we're not setting up right here
to say there's clinical utility.

But, once there is, then our nechani sns are
goi ng back and kick in. But it's what Steve is saying,
to ne at |east, that we have a process for goi ng back
Zeke, | would like nothing better than to have that
wal I not breached. It just doesn't pass the sniff test
tome in terns of where people are out there.

DR HANNA®  Wien you tal k about clinica
utility, do you nean specific to the disease for which
that individual first cane in, or anything? So they
cane in for breast cancer, but you found out about
Al zhei mer' s.

M5. KRAMER And there's clinical utility in
what you found out about it.

DR HANNA: Right.

M5. KRAMER  Sonet hing can be done about it.
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DR HANNA: The only reason |'mraising that,
is that can be, | think for sone individuals, a much
nore troubling scenario. | just know this fromwhen I
worked in clinical genetics. They cane in for advance
mat ernal agi ng and you checked their famly history,
and you find out there were all kinds of other things
they should be nore worried about and it was very
upsetting to peopl e.

DR COX | agree, Kathi. But what I'll also
tell you is the way you take care of that is the same
way you deal with non-paternity, which is you bring it
up when you first see these people --

DR HANNA: As a possibility.

DR QCOX -- about the possibility. Then sone

people are going to feel very strongly, some people

aren't. | don't think you can have a lot of different
lists, but it's what you tell people up front. | do
have problens -- | don't know

| have much nore problens with these things
that are found with additional studies that were done
on their sanples that they didn't know about. | nean,

that is getting into a very gray area. It's not such a
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gray area, though, of studies that they're set up on to
get this stuff back to them

DR EVANUEL: Yes. But, David, that is,
t hought, the scenario we're really worried about.
W' ve taken your sanple for X  You have partici pated
in the Physician's Health Study, or whatever, and we've
taken your sanples for X but suddenly, five years
|ater, we've discovered a newtest we want to do. Say
soneone cones up with what they think is a very good
predictive test for A zheinmer's and they want to do it.

DR COX Yes. But I'll tell you, Zeke, the
reason why in the past | wouldn't have had trouble with
that is if work was being done on an anonynous fashi on
and you didn't have any easy way of getting back to
people. But if we have people all l|inked up, then we
do have a way of getting back to them

So then | have nmuch nore of a probl em because
there's a code and a way to get back. Then, to nme, the
obligation shifts. The expense doesn't get any --
maybe it gets a little bit less, but the ethica
obligation shifts, for ne.

DR GREIDER To where?
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DR COX To informng the people. This is
only in the case, though, where you're in a situation
where you have sonething you can do that's really going
to be life-saving to those people. The interesting
thing is, the Arerican Society of Human Genetics is
shifting in this sane way with respect to going back
and telling relatives.

What happens if the individual doesn't want to
tell their relatives, and you can do sonet hi ng that
basically you know will save that relative's life, do
you go back and tell then? There was a big discussion
at the annual neeting and they' re shifting over to say,
yes, in those situations where you can really do it,
it's okay to tell themand, in fact, you should tel
them That's what they do in the rest of the world.

Boy, let nme tell you, people just went
ballistic, the counselors and the nedi cal geneticists
about that, because they had this different ethical
view of |ooking at things. So we're on very shifting
sands here in terns of what the obligation is of going
back or not goi ng back.

CHAl RVAN MURRAY:  Fran?
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DR PITLICK Are we still tal king about that
upper |eft-nost corner box?

DR GCOX No, no. W're done with the upper
left one.

DR PITLICK Well, | can't figure out what
your scenario is about whether we are --

DR QOX The scenario is prospective studies.

DR PITLICK kay. So it has required --
okay.

DR COX MNo. Listen, fromthe upper left-
nost box, going back to those people and all those
things that are stored --

DR PITLICK But in sone of these cases there
wouldn't be a fire wall, and that is, in a sense,
what's confusing ne. |If there's afire wall, you're
dealing with an anonym zed situation.

MR HOLTZMAN W are dealing with the upper
left-hand box as well. You have to recognize that.

DR SCBEL: The sanples are going to becone
that, except for the fact that they gave bl anket
consent .

MR HOLTZMAN R ght. | nean, effectively,
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right, what we're tal king about is the uncontenpl ated
st udy.

DR COX Yes. But the difference is, Steve,
you weren't able to talk to them ahead of tine.

MR HOLTZMAN R ght.

DR COX And | nake a big distinction between
t hose.

MR HOLTZMAN  Yes. But it's effectively not
that different. Al right. If it's in the box today
and the person --

DR COX Ethically it's not, but practically
it is.

MR HOLTZMAN  But the argument is that
practically, with respect to the sanple | coll ect
tonorrow, the consent | will get for the study that I
can't envisage yet is that I'mgoing to do studies
which | can't envisage. To nme, that's tantanount to
t he general consensus we got yesterday.

DR COX MNo. But you will have talked to the
peopl e and tol d them about that, whereas previously,
okay, you didn't. That's a big difference to ne.

DR MIKE Wat if when you talked to themin
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the begi nning you said, | don't want you to tell ny
relatives. You just told nme that they are noving
toward telling the rel atives anyway.

DR COX In sone situations, that's exactly

right.

CHAl RVAN MURRAY: That's in specific clinical
interactions. Yes. | want to put the famly aside for
next year.

DR QOX It sounds to ne |like you' re not
going to cone up with a rule, but rather cone up with a
list of exceptions.

DR EVANLEL: Wit a second. There is some
benefit here in speaking to the boxes. | don't know
whether it's these or other boxes, in part, because
we're mxing and matching and there nmay be a consi stent
set of exceptions or a very definable set of exceptions
which Steve has outlined that is going to run
t hr oughout t he boxes, where you have general consent,
recogni zing sone future test, and it could be in sone
of these either studies or clinical situations 5 or 10
years down the |line where you end up getting the test

that may be relevant to them because there's now a
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t herapy avail able where there wasn't, so it was useful
to exam ne these things.

But it seens to ne one of the differences is,
if we're agreed that there's going to be sone kind of
general consent we al so have to recogni ze that probably
the general consents you're going to get in a research
setting is going to be different than the general
consent in a clinical setting because, you know, if
we're tal king about a research setting there is
probably going to be a noment where there's a
researcher in the roomand the patient or subject in
t he room

If we're tal king about the clinical scenario,
there very well may never be that nonent, in part,
because what we tal ked about is that when there is a
clinician and a patient in the roomit's the wong tine
to ask these questions and we're tal king about nmaybe
goi ng back afterwards or goi ng before.

DR QCOX That's absolutely true.

DR EMANUEL: So | think keeping those
separate is also going to keep in our mnds different

kinds of paradigns for howthis is going to work. The
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other thing we mght want to renmenber is that part of
what we tal ked about |ast tinme, and again, | don't
think we've cone to a conclusion, is a general consent
for research studies but an opt out for a clinical
si tuation.

Not a consent, an opt-out scenario. A
presuned consent with an opt out, because, precisely,
we woul dn't have this interaction, which | think may
nmean that in the clinical situation the barrier for
goi ng back has got to be a | ot higher.

MR HOLTZMAN | conpletely agree. W need to
wor k through your trunk. And not only the specific
boxes, but if you think about the Veir paper, which I
do think kind of laid out some of the conceptua
framewor k that people are using, or we've rejected
somnet hi ng whi ch you have in your upper left, or we've
said effectively that the clinical versus research
collection distinction with respect to its existing
sanples is uninportant. |In our paper we need to say
why we believe that.

CHAl RVAN MURRAY: O we need to give

justifications, reasons for all of these judgnents.
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DR COX But no one is placing any big
distinction on the fact that -- | see. But you're
maki ng the point--1"mslowy getting this--that there
actually is a clinical versus research distinction
because if there's a researcher in the roomthe
researcher can then tell people about it, but if the
clinician is in there and would be just collecting it,
you can't tell them But it's not worth naking that
distinction in terns of just |unping themtogether.

DR EMANLEL: Well, if you look at the
previously collected sanples, then ny paradigmis,
sanpl es that are now stored in Stanford University
versus the Physician's Health Study -- in the
Physician's Health Study they got sone kind of consent,
but they didn't anticipate all of these genetic tests

when they originally collected them

They certainly didn't anticipate imortalizing

the cells. Simlarly, when they collected the clinica
sanple there may be a line of that in the consent for
the surgery, but no one read it, and certainly no one,

as best as we can tell, observed it.

Sol think it was sone of those considerati ons
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that led us to believe, well, really, in some sense
these are materially the same kind of sanples. People
didn't consent, either generally or specifically, for
this.

DR QOX Ether way.

DR EVANLEL: R ght. On the other hand, in
the future, if you think about the clinical scenario,
well, there's not much we're just going to change in
the clinical scenario that's going to give you a chance
to get an informed consent, either a general or a ful
i nformed consent, because at the nonent where soneone
is consenting to get their colon | opped out or the
breast biopsied, they're in no nood to hear about
research, storage of the sanple, et cetera, and they
won't renenber it. It's just not going to happen. So
there, if we sort of think of an opt-out system we're
going to send thema formand if they object they can
send it back, it's likely to happen in a situation
where there's not going to be a clinician there talking
to them

Conversely, in the research setting, if you

are going to get sonething |ike a general consent for

MOFFI TT REPORTI NG ASSOQ ATES
(301) 390- 5150

258



N

o o A~ W

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

22

259
use in an anonynous research study, then soneone will
be in the room the opportunity for explanation. n
the other hand, if you want an identifiable sanple,
then they have to give what we call full infornmed
consent for this specific research project.

| do think at sone point we should tal k about
what we nean in our mnds, the difference between ful
i nformed consent and general consent, because, again,
submt there are differences, but they' re not naybe as
great as many peopl e think.

DR QOX Because, Zeke, you' re naking the
di stinction between people going in and getting their
big toe cut off and sonebody uses it as opposed to

people that are enrolled in research studies. Wen I

think about clinical stuff -- | didn't get this out of
the transcript. | mean, | see it now, of |unping the
stuff that comes out of the -- extra material from

clinical stuff that the pathol ogi sts have. That's
actually what you're tal king about, too.

DR EMANUEL: Right.

DR COX Rght? In your whole scenario, all

of this was over in the left-hand box. But that's very
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different from people being involved in clinica
research studies.

DR EMANUEL: Right.

DR HANNA: If it's just a popul ation study,
we don't have a nedical record. Presunably you don't
have a nedical record assigned to it.

DR GREIDER But even if thereisn't a
nmedi cal record --

DR COX R ght. Not a nedical record. You
m ght have a research record.

DR HANNAY R ght. But you don't have a
nmedi cal record so it's different.

DR COX | nust say that | have nuch | ess
trouble wth that than | do with the research studies
because right nowin the research studies we don't go
back to people. W don't doit. W say we do it; we
don't do it.

CHAl RVAN MURRAY: Wi ch research studi es,
Davi d?

DR COX. The clinical research studies.

DR EMANLEL: NHANES. Take that. The NHANES-

I11. They're not going back.
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DR COX They're not going back. Exactly.
But do the peopl e know t hat ?

DR GREIDER Well, they know they're in the
st udy.

DR COX Yes. But do they know that no one
i's going back to then?

DR ENVANLEL: | think in NHANES they do,
actual ly.

DR COX | would really question that.

DR SCBEL: This remnds nme of when the Heart,
Lung and Blood Institute had a panel to discuss the
Congr essional demand that all these bl ood bank sanpl es
shoul d be used for AIDS research and they went back and
| ooked at what kind of consent they had obtained to
obtain the sanples and, in fact, they found that half
the groups couldn't even find their informed consent
docunents at all, and those that did, it depended on
how it was witten.

Sone of themsaid specifically HV, sone of
themsaid viral so that it was possible to do
hepatitis. But if they didn't say infectious di sease

and they said viral, then they couldn't go back and do
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parasite studies, which are now inportant.

So that's the paradigmfor, you can't predict,
way back, the potential uses for information. The
other part of that discussion was that sone of the
bl ood bank directors said that within one year they
| ose track of 50 percent of their donors.

Now, we had a di scussion this norning that
it's possible, on the Internet, to eventually find
sonmeone's address. But | don't know how the staff time
is involved in doing that, especially in nedica
centers where you have people comng fromdifferent
areas of the country for expert care and you have a
very nobile population in this country anyway. You're
not going to have very good trackability anyway, except
in the longitudinal studies where that's the rea
pur pose.

DR COX Yes. But in that exact situation of
the Heart, Lung and Bl ood that you tal k about where the
patients were coll ected under specific inforned consent
for a specific thing, then if they weren't given the
opt out for the types of research, then what do you do?

Do this prospectively, now

MOFFI TT REPORTI NG ASSOQ ATES
(301) 390- 5150



N

o o A~ W

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

22

263

So what should you do in the future, and
shoul d you allow themto opt out or should you just say
that your stuff is going to be used for other research
studies too? | mean, this is what we're tal ki ng about
here. It's in a research setting. That's where nost
of these sanples --

MR HOLTZMAN  Well, they don't come up nostly
in research studies. | think what you' re going to find
here is that what is nost problematic is the pragmatics
of --

DR QOX That's where the sanples are now.

R ght.

MR HOLTZMAN  -- that the clinical
collection, all right, because all of the things that
you mght ideally want in sone ideal world built into
robust consent. It's just not going to be possible to
build it into the clinical situation.

DR COX (Ckay. But let ne just say to ne --
and | agree with that, Steve.

MR HOLTZMAN  Ckay.

DR COX It's certainly true in terns of what

the nunbers are, too. But then let's make this really
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strict distinction between prospective clinica
research where you're talking to the patients and when
you're not, because | think that that's very different.

MR HOLTZMAN  Again, we really need to work
this through. That's why we felt it was inportant to
keep that distinction --

DR COX Alive.

MR HOLTZMAN -- with respect to the things
we're going to collect tonorrow. Now, where you're

going to run into the graying is when, even in the

research setting, going forward when you start to think

about the studies you haven't thought of yet and what
is the nature and content of the consent in that
I nst ance.

DR COX Well, so I'mvery happy to have ny
mnd opened to this, but | think it's too key, by half,
to basically take the sanples that are collected in a
research study where it's prospective in talking to
pati ents and saying, okay, now they' re already
collected and they fall into this other category.

DR EMANUEL: No, no.

MR HOLTZMAN W agree with you. W agree
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w th you.

DR ENVANLEL: | think up at the top where it
says, "Sanples collected in the future,” the meaning
there is sanples collected after we publish our report
and we think that regul ati ons ought to have been
i npl ement ed and that peopl e have had tine to think
about the kinds of consents.

M/ own challenge to ny fell ow conm ssi oners
is, try to think about the kind of general consent
form either in the clinical setting or in the research
setting, where you want it to be general that you woul d
have. Here's ny attenpt, and it's not very
satisfactory. 1'mjust not happy with it.

| think it's a problemand we need to try
oursel ves to think about the kinds of things we think
ought to fall in there and the kinds of things which we
think mght not fall in there. Think of all the
exanpl es that we've just brought up, because one of the
things that | don't have in ny thing here is, do you
want to be contacted back.

M5. ALPERT: | had put alittle bit in ny

paper about it. The CPRR and FDA have cone out with
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their revised lists of what's eligible for expedited
review This is a notice for comrent out in the
Federal Register. One of the things that they -- and
this may or may not make a difference but | just wanted
to highlight it, this was not in the old |ist.

"Research involving solely A prospectively
collected identifiable, residual, or discarded
speci nens; or B) prospectively collected identifiable
data, docunents, or records where A or B have been
generated for non-research purposes."

So what they are saying nowis that they are
including clinical data or clinical specinmens for
expedi ted revi ew.

CHAI RVAN MURRAY: I ncluding identifiables.

M5. ALPERT: Absolutely. That's all that it
is. Sol just thought I would --

CHAl RVAN MURRAY: That just neans --

M5. ALPERT: It -- the review, but it's not --

CHAI RVAN MURRAY: As opposed to full review,
exenpt fromthe review, or expedited. This is

expedi t ed.
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M5. ALPERT: Rght. |It's a truncated approval

pr ocess.
CHAl RVAN MURRAY:  It's admnistrative revi ew
M5. KRAMER Zeke, can you and ot hers

circulate these? | understand that they're just

wor ki ng papers.

DR ENVANLEL: They're so enbarrassing, but |
woul d be happy to.

M5. KRAMER Well, to ne, | don't even know
where to start.

DR EMANLEL: Well, I'd be happy to Xerox it
and send it around.

M5. KRAMER  Yes.

DR EMANLEL: This was an attenpt at the opt
out for the clinical anonynous in the future. This was
an attenpt to define an opt out using the National
Coalition's thing. It just was not -- | spent a couple
of hours onit, but it's not so easy. That's all I
have to say.

DR MIKE Wll, | nmean, but there's a
dimnishing utility since nost people are not going to

pay attention to it anyway. They're under duress.

MOFFI TT REPORTI NG ASSOQ ATES
(301) 390- 5150

267



N

o o A~ W

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

22

268

DR ENVMANLEL: No, no, no. The questionis, if
you send this to them say, a week or two after they're
in the hospital or a week or two before they' re going
to come in the hospital so they' re not under that kind
of stress. You're going to send this to themand if
they don't want it -- you'll see the structure of it
is, if you want to check off any of these boxes you
send it back in the encl osed envel ope.

CHAl RVAN MURRAY: I f we don't hear fromyou --

DR EVANLEL: Rght. If we don't hear from
you, we presune that you' re going to participate.

DR MIKE There are problens with that.

DR ENVANLEL: Well, as we heard from BRCA --

DR MIKE |Is that a default opt out or a
positive opt out, because you're describing a default
opt out.

DR GREIDER Presuned consent with an opt
out. If you don't send it back, you're in the study.

DR ENVANUEL: Well, you're not in the study.
Your sanple could be used for sone future study.

DR GREIDER Right.

DR ENVANUEL: But it says here quite clearly,
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one of the things | put in there, that it's highly
unlikely. Inportantly, the vast majority of tissue
sanpl es are never used for research which, fromwhat we
gather, has to be true if we have nore than 100 mllion
sanpl es.

DR GREIDER But that won't necessarily be
true in the future

M5. KRAMER But that's disingenuous. Right.
Exact | y.

DR COX See, this is actually what I'm
worried about. W have the 100 mllion sanples. This
is the point, actually, you brought up, which is really
a good one. It's not the nunber of sanples, but it's
what gets popular to be used, because if researchers
use a set -- that's why there's all this business about
the different institutes.

There's this group of sanples that are taken
and peopl e gl omunder those. They say, | want to do ny
stuff with that group, and then nore and nore peopl e
use it and it gets used for nore and nore things.
That's exactly what |1'd rather not see happen, because

that's the better chance that people are going to be
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unhappy canpers.

DR MIKE |I'mjust thinking of the |ogistics
of this. You get discharged fromthe hospital. Wo
sends it, the hospital or the doctor?

DR ENVANLEL: The hospital

DR MIKE Then so how nany thousands of
letters are we going to now be responsible for in a
year? Wuld | include it with the bill? No, I'mgoing
to do a separate nailing.

DR EMANLEL: No, | agree with you.

DR MIKE | see all kinds of operational
difficulties.

DR ENVANUEL: But, Larry, here's the question.
If we're going to give people an option to opt out and
it's going to be nmeaningful, or you could do it the
other way -- | will just tell you, if you want to do it
as an opt in, only people who say yes, the answer is --

DR MIKE | think the sinplest way to opt in
or out is, here's your consent form |Instead of
burying it in paragraph 78, after you sign the consent
formthere's alittle thing, P.S, your tissue nmay be

used in research in the future for some unspecified
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reason; do you al so consent to this? Just highlight it
away fromthe general form

DR EMANLEL: And P.P.S., | forgot | even read
that and signed ny nanme to it. That's what we're
hearing. | can tell you, that's what the studies show

DR PITLICK But | don't think that the
consent forns usually had a specific |ine about
research in --

DR EVANLEL: Wsually the line they have is
that, we're a research institution, we use these
sanpl es for research and education, just to let you
know.

DR COX And, Zeke, there's an additiona
part to this which | think that we, as a comm ssi on,
have a big inpact on. It's not just what you wite
down, but it's what people say. A person has to hand
you that piece of paper, at least that's the way it
happens right now for surgery and things.

No matter how upset you mght be, if anybody
ever asked ne if | cared if ny stuff was used for
research or not, then | maght forget because | was

upset, but I'll guarantee you, |I'll have a nuch better
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chance of renenbering if they had never even nenti oned
it and it was on the piece of paper. So it's what you
say in addition to what the paper says, too. It's how
you i nf orm peopl e.

If you have, as you said, that thing witten
down and then a person says, yes, there's a second part
to this which basically doesn't have to do with your
operation or anything but it has to do with any tissue
that will be left over, do you agree to research or
not .

MR HOLTZMAN  Yes. But what we've heard
about with respect to that nonent when a person is
comng in for a biopsy, they think and they're afraid
t hey have cancer -- all right. W heard two things.
First off, it's not clear that you should be talking to
t hem about the research use of their tissues in that
context, just as a human natter.

DR COX It's not that that's --

MR HOLTZMAN R ght? Nunber one. And then
nunber two, if you do, that the likely interpretation
of that is one of being coerced because, were you to

say | don't want ny sanpl e used for research, that you
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may not get as good care because you have of fended the
doctor. So, | mean, the take-honme |I took fromthat,
from opposite ends of the spectrum is that is not the
nmonment to be trying to get full-blooded consent.

DR CGOX No, | agree. So what other nonent
do we do it?

MR HOLTZMAN  Well, that --

DR QOX: Because there's two choices. W
either find a better nonent, which I can absol utely
agree with, or we take that noment that presently
exists and we do it better than we're doing it now.

MR HOLTZMAN R ght. And ny conclusion is
that --

DR SCBEL: Wich al so neans educati ng
hospital personnel, the clerk at the entrance room who
is usually the one that does it, who is not

particul arly educated about it.

DR ENVANLEL: W have experience with that and

it doesn't work particularly well. W should all be
awar e of that.
DR QOOX: So another nonent, that woul d be

gr eat .
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DR PITLICK How about at discharge? 1Is
there any experience with hospital discharge, doing it
t hen?

DR ENVANLEL: Well, you know, w th outpatient
nmast ectom es, what di scharge is there anyway, anynore?
| nean, the discharge is when you' re half under
anest hesi a.

(Laught er)

M5. KRAMER M/ experience has been that there
is a certain anmount of papers and forns that you have
got to fill out and sign off on prior to entering the
hospital not even necessarily the day you enter, but a
day or two days, or whatever, before.

DR GREIDER So you know two days ahead of

M5. KRAMER R ght.

DR GREIDER Assum ng you know two days ahead
of time. The times that |'ve gone into the hospital |
didn't know two days ahead of tine.

M5. KRAMER Weéll, okay. R ght. Exactly. So
in an energency case it's going to be different. But,

insofar as -- | don't know what the majority of cases
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are, but | would inmagine that the najority of cases are
non- ener gency cases.

So if it could be attached to those papers
that need to be taken care of on a prelimnary basis,
yes, sure, you're anxious about it, but at least if
you' re confronted with it and need to sign -- naybe
what needs to be done is, maybe there does need to be a
separate, additional signature for a statenent that
says either | consent or | opt out.

DR MIKE |I'magetting nore to the point
where |'msaying, we don't really need to pick a
speci fic set of recomrendati ons because this way we're
-- 1 nmean, we have the unscientific focus group
di scussions on which we cannot rely in a valid fashion.

DR ENVANUEL: Because we don't have |IRB
approval .

DR MIKE Not only that, but because of
what ever .

What if we cone to the conclusion that we are
swayed that informed consent, et cetera, et cetera, are
so inportant that they're worth all of the operational

resear ch i npedi nents.
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If we are swayed that research really is what
-- there's nobody really objecting to research -- do
you know what | nean? I|I'mtrying to set up sort of an
alternate scenario that if we get swayed one way overly
versus anot her way, that then we come up w th easier
ways of recommendi ng sone of these things.

So that in terns of the informed consent side,
if we're swayed that research is a good thing, we stil
need to worry about informed consent, nmaybe we can
protect it on the back end by the kinds of things that,
once you get into the actual research design, the whole
i ssues about confidentiality.

| don't know how you deal with individua
i nstances or very uni que sets of circunstances or the
exceptions to the rule kind of a thing, but it seens to
me we don't have to cone up as a body and say, this is
the way we've got to go. W can give thema set of
choi ces. Whatever we conme up with is not going to the
ones -- nobody is going to accept the recomendations -
- right? They're | ooking for w sdomfrom us.

DR COX They wll if they agree w th what

t hey al ready thought ahead of tine.
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DR ENVANUEL: But here's the issue, Larry. |
think you' re right, but the question is whether we're
going to require sone kind of consent or whether
sonething |ike presumed consent with an opt out would
be accept abl e.

Do you see what |'m sayi ng? Because one
possibility, you know, mght be that you have to say
yes. In aclinical setting, afterwards, | could use
your tissue only if you said it's okay to use your
tissue.

Anot her option would be, and | think Martha
was the one who started us rolling on this is, we're
going to use your tissue unless you have objected to
it. Ve ve given you a reasonabl e opportunity to object
toit.

So | think those are the kinds of different
things that we have to struggle with or cone to sone
concl usion on, because they lead to different kinds of
-- you know, not necessarily different Kkinds of
procedures, but, at |east conceptually, potentially
different kinds of procedures.

DR COX | think the opt out, personally, is
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a very good conpromse. It's definitely a conprom se.
But just in terns of logistics, it gives the person --
it enpowers the person to do sonething. The person has
to be anake. He can't be asleep at the switch.

DR MIKE But if you don't opt out, then
what ?

DR COX W are going to use it.

DR MIKE Wiat is the infornmed consent if
you don't opt out? Wat's the consequences of opting
out, are we still going to --

DR SCBEL: This will not affect their
clinical care.

DR MIKE Wat I'msaying is, are the
safeguards any different if you opt out or you opt in.

M5. KRAMER  Saf eguards for?

DR GREIDER Your tissue is not used if you

opt out.

o

KRAMER R ght. Exactly.
DR GREIDER End of story. [It's not in the

r esear ch.

o

KRAMER That's it. Yes.

DR EMANLEL: Then we coul d use your tissue if
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it becane relevant to a research project.
DR MIKE So even if we put in an opt out,
you still have to deal with -- are obligated to do for
DR GREIDER Absolutely. | thought you were

saying that's presuned consent.

DR MIKE | know But then just the whol e
i ssue about --
DR EMANLEL: |'mnot sure what you nean

CHAl RVAN MURRAY: | f someone agrees to opt
out, if soneone says, | don't want you to use ny
tissue, that's the end of the story, right?

DR GREIDER Well, what about the other
peopl e?

DR MIKE Your opt out or opt in choice is
overlaid on this. If you opt out, you' re out. If you
opt inthenit's used. This is what you propose?

DR GREIDER Right.

MR HOLTZMAN This is with respect to
specifically the concept of opt out and how it came up
inclinically collected with respect to use in an

anonym zed f ashi on.
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DR GREIDER The upper left that's show ng
right now In the future, clinical care, anonynous.

MR HOLTZMAN R ght. No one has suggested so
far that opt out woul d be an appropriate nmechani smfor
future identifiable research, particularly if collected
in aresearch context. W mght cone to that.

DR GREIDER It's just in the -- colum.

MR HOTZMAN Rght. Solet's take it as --
Zeke's suggestion is with respect to clinically
col l ected sanpl es that one could use an opt out as the
mechani sm of consent for future studies conducted in an
anonym zed f ashi on.

DR ENVANLEL: You understand? So we take out
your col on tonorrow.

MR HOTZMAN O the day after. It's up to
you.

DR ENVANLEL: And in the future we want to run
a test, we want to enter your colon into a research
st udy. DR MIKE W're not having an opt-out
provision in the research setting?

DR EMANLEL: No. The research setting, you

do that in --
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DR GREIDER 1A that is show ng.

DR MIKE In aresearch study, | don't
understand how it would --

M5. KRAMER There isn't one.

CHAI RVAN MURRAY:  You' re asking, woul d you
participate in the study.

M5. KRAMER Yes, there is. There is one.
See, inthe --

DR ENVANLEL: That's for community.

DR MIKE | don't have any problens with an
opt out because opt outs, | know nost people won't opt
out anyway so there's going to be very little
difference in what happens. So it's going to nmake us
feel good, but there's not going to really be nuch of a
di fference.

DR EMANLEL: No. But here's the question.

M5. KRAMER But you're covered. You' ve done
the decent thing. You've given themthe opportunity.
If they don't choose to take it, okay.

DR ENVANLEL: Maybe the concl usion we want to
say is, we're putting too nuch enphasis on the consent

part of this story and the opt out is, we're doing
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sonet hing but not full-bl ooded consent because we think
full-bl ooded consent is, first of all, where you can't
find a good tinme to -- if we found a good tine it woul d
be enornously expensive, plus it wouldn't be full-

bl ooded consent because we still --

DR MIKE That's why I think that once you
are doing the actual research itself, absent the kinds
of things that David would want to add in, | think
that's the nore inportant part.

DR EVANLEL: Fine. That's the boxes on the
ri ght under Research Studi es.

DR MIKE Yes.

DR GREIDER The fire walls, you're talking
about .

CHAl RVAN MURRAY: After you then take the
tissues and actually do whatever you are going to do to
make themresearch tissue.

DR MIKE But especially on the clinical
side, | nmean, | don't see the content or the substance
of consenting to sonething you have no i dea about
what's going to happen down the road. It's not

consent.
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DR EMANLEL: But, Larry, just take sonething
i ke the Physician's Health Study or the NHANES. You
can't consent to a very specific study, right? Sone
tests mght come up in five years after you've --

DR MIKE But at |east you know you're
consenting to be a research subject. That's really
different fromthe clinical side.

DR COX  You can consent though to the fact
that your stuff is either going to be used in a
research or not. Now, sone people would say, that's no
consent because you don't know \Véll, it neans
sonething to ne. | know what research is. Somebody is
going to take it and they're going to do stuff with it.

CHAl RVAN MURRAY:  Look, it's worth rem ndi ng
oursel ves what consent was about in the first place.
The idea was to prevent the abuse of human beings in
research, to prevent themfromdirect physica
mani pul ati ons and har ns.

That's the condition of the kind of core or
paradi gm case for why we regard consent as a sacred
thing on human subject research. That's it. W are

several steps renoved fromthat kind of nodel in this.
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VW also think that in those situations you
ought to tell people exactly what you' re going to do
and exactly what the risks are. This is, again,
several steps renoved fromwhat we're contenpl ating
here where we mght not do research for 5, 10, 20 years
| ater, asking questions and using nmethods and tests
that weren't even invented or contenpl ated when we
originally gathered the sanple.

So | amfeeling the need for alittle reality
testing on ny own part to sort of get us back to what's
i nportant here.

DR ENVANUEL: But we did hear fromBob \Weir.
| mean, there's a heavy enphasis in his approach upon
the inportance of consent, as it were.

DR MIKE [I'mgoing to get back in because
David is.

CHAl RVAN MURRAY:  W've taken it as a --

t hi nk bi oethicists have tended to treat consent as a
kind of all-purpose sol ution.

DR ENMANUEL: | agree.

CHAl RVAN MURRAY:  Zeke, | know you agree. W

should not see it either as an all-purpose solution or

MOFFI TT REPORTI NG ASSOQ ATES
(301) 390- 5150



N

o o A~ W

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

22

an al | - purpose want for doing everything we want to do.
So it's okay for us to be thinking creatively about
sone alternatives to the usual nodels.

MR HOLTZMAN | think something we need to
t hi nk about here, because again, as we take positions
they need to be articul ated agai nst the positions that
have been taken. So junping ahead, | believe where we
may cone out with respect to future unspecified uses of
sanpl es collected in a research context, and we're
goi ng to have sone sort of general consent. So then if
you bel i eve general consent is nore robust, okay, then

CHAl RVAN MURRAY:  Presuned.

MR HOLTZMAN  Presuned consent. Ckay. Then
t he argunment has been nade on the one hand that that's
okay because, in sone sense, the person getting
clinical care owed a duty back for the clinical care
they got, and on the flip side, the argunent has been
made, no, no, they're nore vul nerabl e than the person
who is in the research context, that at |east the
research subject consented to the research enterprise

to begin with. So what is the justification for a

MOFFI TT REPORTI NG ASSOQ ATES
(301) 390- 5150

285



N

o o A~ W

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

22

286
difference in the |l evel of consent between those two
cases? Al right.

Is it in principle where we're adopting one of
those argunents or, in fact, are we sinply resting it
on the pragmati c ground, so to speak, that in the
clinical context the general consent, if collected at
the tine, effectively is enpty so you mght as well go
to a presuned consent, whereas when you have the
research subject there you can, in fact, get a valid
general consent, if general consents are valid at all.
| think we have to wal k through these things very
systematically.

DR QCOX But the people --

CHAI RVAN MURRAY: Does that nake sense, by the
way ?

DR COX  Yes.

MR HOTZMAN | think that's right. | think
that's the chal |l enge.

DR QOX But the people in a non-specific
study, in terns of voting with their feet, said that
they woul d rather not have a presuned consent, they

woul d rather have a general consent.
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CHAl RVAN MURRAY: | don't think you coul d
infer that. Wat | heard themsay is, we'd like to be
asked. Al right. Opt out is a formof being asked.

DR COX But opt out is a general consent, as
far as |'mconcerned.

CHAI RVAN MURRAY:  You coul d do an opt out
general or specific. | mean, that's the difference.
It's a question of what are you saying, aml| opting out
to all possible uses of research, aml opting out of
the specific --

DR COX Wen you say presuned consent --

MR HOLTZMAN Ckay. So let's get our
nonencl ature cl ear.

DR QCOX -- what does presuned consent nean?
That neans presumng --

DR EMANLEL: Let's stop. Let's wal k back
fromfull-bl ooded consent. Actually, | think this
m ght be hel pful if we -- do we have a bl ackboar d?

CHAl RVAN MURRAY: (o ahead and use the flip
chart, Zeke.

DR ENVANUEL: Ckay. These are the three

categories that we've been dealing with. Now, as I
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understand full inforned consent, here you outlined the
specific objectives, the benefits, risks, and the
al ternatives.

Here you have a very specific research project
in mnd. W're going to test it for ABCE, we're going
totest it for BARCA-I. Here you have only genera
obj ectives, general benefits, risks, alternatives. W
shoul d be clear that the alternatives is basically no
research, right? No go. kay.

Now, here all you can say about your
objectives is, youre interested in research. And you
may not even know the area because you mght collect it
for a cancer study but end up using it in some di abetes
work. Therefore, the benefits are very -- there's no
specific benefit for you, is basically what you have to
end up sayi ng.

DR COX Wat sone people will say is, you
collect it for a cancer study, use it for a cancer
st udy.

MR HOLTZMAN Vel 1, in between you coul d nmake
class distinctions.

DR EMANLEL: Yes. The usual thing we' ve
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heard in this situation is, any research, the disease
for which the sanpl e was coll ect ed.

CHAI RVAN MURRAY: But you' ve al ready poi nted
out the problens with that.

DR EVANLEL: R ght. Then this, no genetic,
followi ng the National Coalition, whatever. Any
research was one possibility, specifically for cancer
specifically for anything but genetics. | triedto
i npl ement sone of that in what you're going to get, and
| guess Henrietta is going to fax it tonorrow That's
very hard to do.

R sks we don't know, and the alternatives are,
you know, just pull your sanple. But at least with
this you have an idea that it's going to be used for
research. Now, presumed consent is, we're going to use
it unless you say no, and we give you an option of
saying no, either a checklist option or just a no.

Now, the checklist option mght be di sease-specific --

MR HOLTZMAN Sane categories as --

DR ENMANLEL: -- or genetics. R ght. These
have been the two that have been cited in the past,

but, again, we're free to make suggesti ons as we go.
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So | don't know if that's hel pful.

DR COX It is helpful.

DR EMANLEL: Here, what presunmed consent
means is |'mgoing ahead unless you tell ne no.

CHAI RVAN MURRAY: I n the clinical sanples,
maybe 1 in 100,000 mght actually be used.

DR EMANLEL: Right.

CHAl RVAN MURRAY:  But then | have the
permssion to go ahead at this point.

DR QOOX But, see, there's a presuned opt
out. We're in a situation right now where we have
presumed, no opt out.

DR GREIDER No, no, no. |It's presuned in,
but you can opt out.

DR QOGOX: MNo, no. | understand. But what |'m
tal king about is the situation that we have right now,
which is researchers say, |'mpretty sure that
everybody actually wouldn't really want nme to use their
stuff --

CHAl RVAN MURRAY: W have this, inforned
consent that nmay mean not hi ng.

DR COX Yes. That's why | was confused.
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CHAI RVAN MURRAY: It's not presuned consent,
David. People sign. Mch of it is, particularly in
recent years.

DR MIKE Can | ask alittle tangenti al
guestion. Suppose we get a systemto say di sease only
or for everything. How are you going to follow this on
the sanpl es? How are you going to get that marked down
with the sanples that, oh, you can only do research for
cancer, this one for --

DR EVMANLEL: Two things on that. First,
there is a nedical record then that captures the sanple
and you can have a slot in the nedical record. W have
slots for lots of things in the nmedical record now, the
original consent to undergo the surgery, advance
directive stuff. | nean, it's not difficult, it seens,
to put an entry in there.

Second of all, if you really believe that the
el ectronic record--1 don't know when it's going to
cone, but it's comng--there you just have a field and
if you can't use it for research, it pops up red.

DR EISEMAN That's howthey do it in the

Wnen's Health Initiative. |f people opt out of
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genetic research, it's entered in the data base with
their code for the person.

DR MIKE But that's a research study, isn't
it?

DR EISEMAN R ght. But then they' ve opted
out. And none of those sanples --

DR MIKE |I'mjust thinking in terns of your
usual nedical record.

MR HOLTZMAN  The thing about the pathol ogy
sanpl es and what's asked, couldn't one have in the
pat hol ogy sanpl es sonet hi ng whi ch says, not to be used
for the follow ng kind of research?

DR PITLICK W assunme so. Al of this adds
other -- everything we're tal king about adds
admnistrative --

MR HOLTZMAN  Well, it's one nore field.

It's not clear to nme that that margi nal cost of one
nore field in arelational data base is that nuch.

DR QCOX Yes. But, see, whether anybody pays
attention to it -- okay. So it will be in there, but
whet her peopl e actually pay attention to doing that.

DR EMANUEL: | think we need nmuch nore
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di scussi on.

MR HOLTZMAN | think a very inportant thing
for us to consider again is, insofar as these
distinctions are made, we hear peopl e using genetic
testing versus other. |If one of the things we're
comng to is that that's not a very useful distinction
we mght wind up recomrendi ng that that shoul dn't be
what' s bei ng used here.

CHAl RVAN MURRAY: R ght. And one thing |
contenplate as a possibility in the recommendati ons we
make is that sone of the conclusions that we are led to
mght, in fact, be conclusions that have a kind of
open-ended enpirical -- like, we've nade sone
observations about the current function of these little
forns that people check off in a clinical setting for
the use of their tissue.

| feel pretty confident about those
observations. Maybe our recommendations wll be for
opt out or our recomendations will be for a nore ful
sort of consent at the tinme even though it's not
optimal. One of our recommendations is that we need to

study to see what, in fact, the inpact of this is.
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So we mght call for enpirical studies to, in
fact, affirmor disaffirmwhat we think mght be
happeni ng, and then to change policies accordingly. |
don't see that we have to sort of say sonething once
and for all -- we can say, |ook, we recognize that
we' ve nmade assunptions in our own reconmendati ons.

DR COX | really agree with that. Doing
things like we just did in terns of |aying these things
out so people get their nonenclature right, so we
really see what the options are, then there's no way
we're going to have the data to say what the inpact of
choosi ng one or another of these is.

This is what you were saying, Larry. | mean,
it's nmore sort of laying out the process rather than
the rules. It doesn't nmean we won't have potenti al
rules, but we don't necessarily say, this is the way it
shoul d be done.

MR HOLTZMAN | would submt to you that
there is a very large part of the research comunity
that is waiting for this group to cone forward with a
set of recomrendati ons about how and under what

conditions these things can be used. Al right.
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CHAl RVAN MURRAY:  Wiat | was saying wasn't
that we shoul dn't nake any specific recomrendati ons.
' msayi ng we coul d make recomrendati ons recogni zi ng
the assunptions built in, that they may be incorrect,
but we shoul d al so then suggest ways to sort of -- so
that we can -- next year our recommendations are
i npl emented, in five years are even going to be
sonmet hing better there, and we ought to lay out the
architecture on those things.

DR COX If we could know howto do it, I'm
happy to do it. But | go back to the cloning report,
because there were significant bodi es of people that

had hi gh expectations for specific recomrendations for

us in that scenario, too. | think if we can nake
speci fic recommendati ons based on the facts, |'m happy
todoit, but if we can't, I'mnot so keen on that.

DR EMANLEL: Here's a suggestion. Under
sanples to be collected in the future, clinical care,
to be used in an anonynous manner. There we m ght say
the followng. W think the mninal |evel of consent
shoul d be presuned consent with an opt out. Sone

institutions nmay want to go to a general consent.
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Now, we don't know exactly the best nethod.

It hasn't been tested what the best nethod for presuned
consent with an opt out is. It mght be on the
surgical consent formin an extra paragraph. |t mght
be that you ought to send out a formtwo weeks | ater.

It mght be that you want to send a formwhen they cone
in for the pretesting, if it's an elective surgery.

Al of those woul d be reasonabl e appr oaches.

V¢ estimate, you adopt any of themnow, we
hope that the field studies themto find out what the
nost efficacious is, but these woul d be acceptabl e, you
know, that kind of thing. That seens to nme to be a
reasonabl e regulation with built in the idea that you
can experinment in your local community, but you can't
just presume everyone i s going to consent.

DR PITLICK | think one of the nost
significant recomrendati ons you coul d make, from ny
perspective, would be the ability to use tissues in an
anonynous manner, whether or not they are |inked,
whet her or not the key is kept.

| think that is one of the nost fundanental

statenents that you' ve nmade about this whol e process.
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That deals with the current tissues and that can deal
with the issue of howthe tissue was actually
collected, it seens tone. | think it would be a
signi ficant advance that coul d hel p change how t hi ngs
are done or could be done with current sanples.

CHAl RVAN MURRAY:  Whul d you et ne tal k about
the thing | scribbled up there a while a go, because
it'salittle cryptic, I"'msure. ing back to the
presentation that Mark made, and | argued that -- |
asserted that it was a prior question, nanely, mght
there be any particular relevance that we'd want to at
| east anticipate the possibility of going back to the
patient about, with all of Mark's stuff being on the
right and the answer to that question being, no, there
isn't. But | want to ask a question about that as
wel | .

If you answer yes, then we have to address the
question, wll we wal k back through this wall and what
kind of safeguards will we have, will they be
procedural safeguards, will it be an I RB or anot her
different body, whatever. W were talking about that a

while ago. W will need to return to this and nake
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sone recomrendati ons.

| had sone questions about the no option and
the strategy Mark was outlining. He was proposing that
there be this code and the code be retained. | have
reservations about the w sdomof that.

DR MIKE Except that unless you can answer
the question, is it clinically relevant up front, you
cannot have a yes if you don't retain them

CHAl RVAN MURRAY: | think you have to ask.
Vell, this is a possible strategy. You ask the
guestion, you' re given an honest answer. There has to
be sone accountabl e procedure for ascertaining that the
answer given is an honest answer. You're right, maybe
one or the other of this is an enpty set. | don't
know.

MR HOLTZMAN  Well, the inpetus for
mai ntai ning the code, forget clinical relevance, is to
be able to add additional information --

CHAl RVAN MURRAY: Exactly. Exactly. But I'm
not sure you need to do that. There are schenes,
encryption schenes, that actually | ose enough

information that you can't go back and figure out who
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it was. But if you take that person's nedical record,
you can reduce again and end up with the sane code at
the end and you can plug it into the research data
base. So it's a one-way loss of information that woul d
permt --

DR EMANLEL: It's not necessarily lost, but
it is an encryption possibility. You re |ooking
puzzl ed.

MR HOLTZMAN  |'m 1 ooking puzzl ed because it
has seened to ne that if there is a connection in one
direction, by definition there has to be the
possibility of a connection back the other way.

DR ENVANUEL: But that actually turns out -- |
nmean, again, | think it mght be helpful to get an
encryption expert here, but | think actually that turns
out not to be the case. That's how this encryption
systemworks so that | can send you a nessage that you
can decode, but it turns out no one el se can decode,
and | can't decode either

M5. KRAMER If it's difficult enough, then
it's not going to happen by accident. It's going to

happen because sonebody deliberately sets out and goes
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toalot of trouble to do it. That seens to ne to be a
rat her extensive formof paranoia. No?

MR HOLTZMAN  Again, let's cone back to what
we're thinking of here. The flow of information, the
continuous flow to update the sanple with rel evant
information is sonmething we want to keep happening. So
you're not going to set up a schene where that's
difficult. Al right. W have said that we want the
go-back to be as difficult as possible. W've said in
the limted case, we don't want it to be possible at
all.

DR EMANUEL: Right.

MR HOLTZMAN  But if you want it to be
possible, it's for the [imting case of when there's
nmedically relevant information that could help the
i ndi vi dual where you woul d have a sufficient reason to
clinb over whatever difficulties were inposed.

So | think what Tomwas raising is whether, if
it's contenplated that a nedically relevant result is
unli kely, you should effectively break the connection
back, the possibility of the breaking of the connection

back. I'mwlling to -- but I don't know enough to
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assert that if you ve got a connection in one
direction, by definition you have to have the
possibility of getting back.

M5. KRAMER But the other aspect is that
you' re judgi ng now what m ght be rel evant down the
[ine, which is not foreseeable.

DR GREIDER R ght. Can you ever know what's
clinically relevant in the future?

M5. KRAMER No. Right.

DR COX That's one point. Another point,
Tom is that it turns out when people actually try and
do this, there's a reason why nost of these sanples
have identifiers with them because you' d have to,

i ke, go through hoops to get sanples that don't have
identifiers on them To collect things in atruly
anonynous fashion is like a serious --

CHAl RVAN MURRAY: O uncol | ect ed.

DR COX O even to have themin an anonynous
fashion, to strip the identifiers, is not
straightforward. It seens straightforward.

CHAl RVAN MURRAY: But we're hearing from Mark

that it's not such a -- he didn't say it was a trivia
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task, but it --

DR COX But the fact that nost people don't
have it stripped, | guess --

CHAl RVAN MURRAY: Wl |, wait a mnute, David.
| want to nmake this distinction betwen sort of the
guardi an of the tissues, and they have identifiers with
them right?

DR COX R ght. Absolutely.

CHAI RVAN MURRAY:  Now we're tal ki ng about the
resear cher who now petitions the guardian to get these
tissues, through the wall, the stripping takes pl ace
bef ore they get passed through the wall.

DR OOX  Yes.

CHAl RVAN MURRAY:  That doesn't sound |i ke such
a difficult process to ne.

DR PITLICK If sonmebody cuts off sone new
sections off the mcrotone --

MR HOLTZMAN W get sanpl es every day from
our clinical collaborators. W cannot tie those
sanples to an individual, and we get updated cli nical
information with respect to themas --

DR COX R ght. But nost sanples aren't that
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way right now, right, Eisa?

DR EISEMAN Vell, it depends on what you're
tal king about. The sanples that are sitting in
pat hol ogy departnents are identified, but when those
sanpl es | eave pat hol ogy departnents and go to the
researcher, in nost cases they've been stripped.

DR COX. So even the pathol ogi st couldn't get
back.

MR HOLTZMAN No. They're not stripped, it's
just that you don't have the connection --

DR COX But what Tomis saying is, one
woul dn't be able to do that.

MR HOLTZVMAN  Wuldn't be able to do what?

DR COX Wuld not be able to go back. The
resear cher would not be able to get additiona
information that way.

CHAl RVAN MURRAY:  The researcher woul d not be
able to go back in and informthe pathology lab that --
this sanple, which the lab could then break the code
and say it was Tom Miurray's sanpl e.

DR GREIDER So instead of being recoded they

woul d be uncoded. They woul d be conpl etely stri pped.
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DR EMANLEL: No. O they would have a
reduced coding so that you could still put,
potentially, nore clinical information forward, you
just couldn't go back and figure out who it bel onged
to. This could be done. Now, maybe it's not
practical, | don't know But it's clear it can be
done.

MR HOLTZMAN | think it's pretty easy,
actual ly.

DR PITLICK Were can we get an encryption
person to --

DR ENVANLEL: Yes. Again, |'ve put the
scenario to soneone | know, and it's pretty easy,
according to him But he may not have understood it
fully.

MR HOLTZMAN  Even with new i nformation
comng to the sanple.

DR EVANLEL: Yes. Yes. | mean, thisis
thing that has the FBI all nervous about it. | nean,
that's what they're all worried about on the Internet,
because they won't have the key. Actually, no one has

the key. That's what the great thing about these
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encryption systens is, no one has the key. You have a
tag to it that only the person with the other tag --
but it turns out you can't even unencrypt your own
nmessage.

DR PITLICK Do we need nore information
about how often informati on woul d cone fromthe ot her
side of the fire wall to the researcher anyway?

DR EMANLEL: Well, | think we have to presune
that -- | nean, fromwhat |'ve heard, a | ot of people
want to have that kind of a thing.

DR PITLICK But does it happen? How |long do
the sanples stay around, if they' re doing the research,
that it would get updated anyway? | nean, it seens to
nme it mght even be a rare event.

MR HOLTZMAN No. You're doing a cancer
study and I'mlooking at a marker for that. You want
to know what happens to that patient six nonths from
now, a year fromnow They took this blood, and what
happened to them et cetera, et cetera. | nay not need
nore sanpl e.

DR PITLICK Wwell, I know Ckay. But you're

going to keep it going that Iong rather than asking for
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sonething, a sanple fromtwo years ago, and you have
that information already in the record that cones to
you.

DR EMANLEL: Both kinds of research get done.

DR PITLICK | think it mght be a relatively
rare event.

DR COX | don't think so.

DR PITLICK You don't think so.

NEXT STEPS

DR MIKE Can | bring up sonething?

CHAl RVAN MURRAY:  Yes. Then | want to turn to
sonet hi ng el se.

DR MIKE If we're going to have any chance
of a report ready in February, or even a buy-in by the
whol e coomttee, we've got to reach our concl usions and
recommendati ons in Decenber so that our January meeting

is for the full discussion.
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So we need at |east a set of conclusions or
recomrendati ons for our Decenber 9th neeting, however
i nconpl ete, so that we can see what's down there and
argue over that and see what's m ssing.

DR GREIDER It's all up there. W just have
to get through and define what we nean by all of those
things, |like what we did here.

DR EVANLEL: You're right. You're right.

DR MIKE | mean, it's just the mechani cal
tabl e.

DR COX See, the reason | don't think it's
up there is because | read this stuff, | really tried
on the transcripts -- | nmean, | wasn't here at the

talk. Now Il'mup to speed, but the words don't say it,
"Il tell you that.

M5. KRAMER You couldn't get it fromthe
transcri pt.

DR COX | couldn't get it fromthe
transcri pt.

DR GREIDER | have been here, and what |
understand that table to nmean, | think that everything

we need to discuss is up there. It's very cryptic. W
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have to go through each one of those things and define
what we nean about each definition.

DR MIKE But if we went to the ful
commttee with that, we'd get nowhere. V¢ woul d get
absol ut el y nowhere.

DR GREIDER | agree, but it's a starting
poi nt .

MR HOLTZMAN  Maybe the boxes represent al
t he key deci sions, and Zeke has put a proposa
together, right? So we have to have the rationale,
first off, of why we've adopted this franework, where
we' ve departed fromgeneral ly accepted frameworks, why
we' ve departed, if so, and then we need to decide
within each of those boxes, do we agree --

DR MIKE Wat |I'msaying, though, is in
order for the other commttee to even understand what
we're doing, we're going to have to say, what is the
i ssue we're addressing.

MR HOLTZVAN Vel l, that's back to the
concept ual franework.

DR MIKE Franework. Exactly.

308

M5. KRAMER Can | nake a proposal ? That when
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we conme into the next neeting that we ask Kathi to
bring her conputer and that we go through it box by box
and spell it out in words.

DR GREIDER | think we have to do that
bef ore the next neeting.

M5. KRAMER Before the next neeting.

DR EVANLEL: | nean, here are blanks. You
have bl anks in your -- you know, the reason the bl anks
are given is because | think people should fill themin

intheir onn mnd as to what they want, and also try
out the various different options.

DR COX. Zeke, can | ask one question,
because we're getting close to the end, just to help ne
wth this. | can't inmagine an identified community
where there's not potential harns done in the context
of the community. Wat's an exanple of that?

DR EMANLEL: Well, the exanple | gave way
back when was, you have the ongoi ng Al DS study of
people that are already identified, and you want to
take their sanple. You collected blood, but you're
using it up too fast and you want to nmake i mmortal

cells. Ckay. That's one exanple. In sone other
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exanpl es, you mght be | ooking at a gene that doesn't
seemto carry any stigmatization for it.

DR GREIDER So I'd give the exanple of, you
know, peopl e who have attached earl obes versus non-
attached earl obes, and you happen to have a | arge
genetic popul ation you' re | ooking at and you want to
ask, what is the preval ency of attached versus non-
attached, what stignatization is there to your
ear| obes?

DR EVANLEL: O bal dness.

DR GREIDER Bal dness. Ckay.

DR ENVANLEL: W' re tal king about harns that
are going to arise. That nmay be sonet hi ng soneone
doesn't Iike.

MR HOLTZMAN Then as a result of the
di scussion, one person's stigma is another person's
beauty. | think that Zeke came forward with the
recomendati on that one ought to at least go to an IRB
and ask the question, aml off the wall in thinking
that there is no stigmatization.

DR QCOX But what you're doing is you're

tal king about things that cut across different groups,
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so it's not unique to this group but it's present in a
whol e variety of other groups, too. So that nakes it
not be group.

DR EMANLEL: No, no, no. It maght be, you
want to | ook, for exanple, at the bal dness gene in a
particul ar subpopul ation, right? O the need for
eyegl asses.

DR MIKE W have been so imersed in the
details of our particular charge here that |I'mnot sure
we are all on the sane page about what we're supposed
to be addressi ng.

So | think we've got to have sonething that's
not condensed so nmuch like this in terns of very
specific options in very specific areas, but sort of,
again, say sonething that's a narrative that everybody
can relate to --

DR QCOX That's what | neant by the whole
picture. | nean, that's what | said to Toml'd try and
wite down. W can use this too, but if you have
witten down -- if each of us wites down what the
whol e picture is, it doesn't have to be 20 pages of

text, but it could be an outline of what are these
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gl obal points that you're tal king about, the issues
that we're working on. | nean, this part is witten
down. Then you have both parts.

CHAl RVAN MURRAY: Let ne ask if this would be
a sensible way to go about organizing the next mneeting
on Decenber 9. W have this schema in the various
boxes and, | agree, a substantial part of the neeting
shoul d be to go through it and see whether it captures
what we think is inportant.

VW have a few other things that are nentioned
there, | think, but we haven't fleshed out and wl |
require sonme additional work.

(One of themwoul d be what kind of consent,
when, in what form second woul d be the circunstances
under which you would want to wal k back when you
determne clinical relevance; third woul d be defining
terns. | don't think we should do that at the neeting,
we should do that before the neeting.

A fourth woul d be the whol e i ssue of comunity
consultation and/or consent. W haven't really tal ked
about that nmuch today, at ny request, because Bernie is

not here.
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What other things? | would like to sort of
bl ock out a neeting where those becone our agenda
itens. | welcone our contractors here, but it's
basi cally going to be conmm ssion working with
commssion to try to nake this --

DR GREIDER Well, we need to have in there
why we col | apsed clinical and research on the
previously existing sanpl es.

CHAl RVAN MURRAY: | think that needs to be in
the report that we submt, but | don't think we need to
tal k about it, unless you feel the need to tal k about
it.

DR GREIDER | don't feel the need to talk

about it.

CHAl RVAN MURRAY: Bette?

M5. KRAMER Do we need to identify
illustrative cases or illustrative scenarios to go with

each of these?

DR GREIDER | think we should have to have
that in the report.

M5. KRAMER W need it in the report. So

shall we just agree, as we go through it next tine, on

MOFFI TT REPORTI NG ASSOQ ATES
(301) 390- 5150



N

o o A~ W

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

22

314
what cases we want to use to nake sure we've captured
all these things that we keep tal ki ng about ?

DR EVANUEL: |'ve submtted sone of those
papers, and nmaybe ot her people in the course of tine
have ot hers.

CHAl RVAN MURRAY: | think it woul d be hel pfu
to be able to say that this case belongs in this box,
and | think we should nmake that sonething that we try
to do as we go through this.

M5. KRAMER Perhaps we don't need to use
speci fic cases, perhaps we just use general -- okay.

DR MIKE | think it would be real useful
when we propose a particular policy, that we conpletely
illTustrate it.

M5. KRAMER R ght.

DR MIKE (Qherw se people won't really be
sure what we're tal king about.

M. KRAMER  Ckay.

CHAl RVAN MURRAY: Wiat ot her things are
absol utely urgent and nust be on the agenda for the
next neeting? Everybody is tired. |If you think of

sonething, call or e-mail ne imedi ately, because we're
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going to have to set the agenda for the Decenber 9th
nmeeting within the next few days. W can be flexible
when we get here, but we do have to put an agenda out.

M5. KRAMER Ckay. Junping ahead, and perhaps
| was remss in not bringing this up at the joint
nmeeting, but thinking ahead to when we -- ['Ill speak
for nyself. Thinking ahead to when | have to pass on
the work or the proposed reports of the other
comm ssion, | know | amgoing to be really loathe to do
that wi thout having heard not just their
recommendati ons, but a lot of their backup.

| haven't read the material and | doubt |'m
going to get toit. | mean, perhaps if sonebody said
to me, read papers 1, 2 and 3, they're the ones you
need to, | could. But I"'mnot going to read the
transcripts, | can't read all the naterial.

So I'manticipating that the same thing is
goi ng to happen on the part of that conmttee, certain
menbers of it, with regard to our report. If we want
our report to go out in February, | can't see how -- it
seens to me we're going to need the entire agenda of

that January neeting to get that report by the ful
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conmm Ssi on.

CHAl RVAN MURRAY: Let's see where we are in
Decenber. If we feel like we have a set of
recomendations that we are prepared to go forward
with, then we'll just el bow and see if we can get nost
of the time in January. |t depends al so on where
the --

DR EMANLEL: But it also sounds |ike they're
not going to be ready in January. | nean, that was
what they suggest ed.

CHAl RVAN MURRAY:  They may not. And we m ght
be.

M5. KRAMER But, you know, perhaps naybe you
ought to explore that with Jimand Harol d, or sonething
like that. | nean, naybe that neeting needs to be
expanded to a day and a half, something like that.

| went hone fromthe |last neeting, and | think
|'mgoing to go away fromthis nmeeting as well, feeling
that if we could come back tonorrow and put in another
hal f day, that we could really wap up a lot of stuff.

DR MIKE You know, they're comng out with

two reports.
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CHAl RVAN MURRAY:  Yes.

DR MIKE One of themis so archaic, | have

no idea --

M5. KRAMER R ght.

CHAl RVAN MURRAY: R ght. | nean, Bette's
targets are right on target. | nean, | think we

al ready have a preview of the way different nenbers of
the other subcommttee are going to -- our report.

M5. KRAMER And you know, Tom | don't fault
t hem because we may very well be in that position.

DR MIKE This may be very well -- | nean,
we were lucky in the cloning, there were no dissenting
opi nions or peopl e bent on having an expanded personal
opi nion attached to this. I'msure that --

CHAl RVAN MURRAY: It's goi ng to happen.

DR MIKE -- in our comng ones, that's
goi ng to happen.

CHAl RVAN MURRAY:  No, I'mnot sure of that. |
t hi nk peopl e are going to have to nake a choi ce to what
extent they want to get every single last |line or
consent of theirs exhaustively addressed and how nmuch

wor k we do.
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M5. KRAMER But there's another reason for
questioning as well, and that is, because once that
report comes out, if the press contacts anybody and
says, well, what did you nean in that report, what are
you going to say; well, | don't know, | wasn't on that
commttee? Well, you signed it.

DR MIKE | propose -- telling themthat.

M5. KRAMER Well, fine. kay.

CHAl RVAN MURRAY: But it depends. | would
also feel confortable in saying that | signed that
because | agreed with the concl usions and the
rational es, but the people who worked nost on it were
the people fromthe Hunman Subjects Commttee.

M. KRAMER  Ckay.

CHAl RVAN MURRAY: | woul d have no probl em
saying that.

MR HOLTZMAN In terns of the witing of the
report, if we're looking at a certain date and starting
to | ook backwards, where do you need to be when, and
are there things you feel you can start on al ready, or
not? | think to the extent we can be hel pful in you

sort of doing the backwards -- chart --
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DR HANNA: | think probably at this point,
and | apologize, | had to run over to the other
subcommttee to hear a presentation so | don't know
what you just went through, but I'massumng that --

MR HOLTZMAN W voted you' d have the draft
by the Friday after Thanksgi vi ng.

(Laught er)

DR HANNA | think I have a sense of where
you're going. |'massumng that what you re saying is
that at your Decenber neeting you re actually going to
try and do a straw vote of sorts, or at |east get a
sense of what your reconmendations are.

So what | can be doing in the neantine is
going through all of the materials you have, your
conm ssion papers, and trying to indicate what is
comng out of those that is supportive --

DR GREIDER But it's not just the comm ssion
papers, but also the transcripts, because a | ot of the
stuff that we've been tal king about, like that --

DR HANNA:  Ch, absolutely. | nean, we all
know t hat the comm ssion papers are going to be

publ i shed separately in a separate vol une.
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DR GREIDER Right.

DR HANNA: But there's naterial in there you
want to include, or I'massumng you want to include in
the report. So | think in the next few weeks before
you reconvene, that's the best | can do, and start
t hi nki ng about drafting your franmework as an
expl anation of how you' re going to naybe -- that's the
one thing | can get started on.

DR GREIDER That would be great.

DR HANNA® It's just by working with Zeke's
tabl es and boxes and try and turn that into text.

DR EMANLEL: That may actually be nost
hel pful for us before the Decenber neeting.

DR HANNA |'Il have to find out how quickly
the transcripts are going to be available fromthis
neet i ng.

DR COX And it doesn't nean just deleting
the lines and leaving it that way.

(Laught er)

DR HANNA: Larry, that's an old OTA trick.

(Laught er)

CHAl RVAN MURRAY: It's 3:30 and peopl e have to
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get their taxis, nyself included.

Are there any urgent |ast matters?

DR ENVANLEL: | second the notion that we have
as nmuch pre-tine to hash this out.

CHAl RVAN MURRAY: It should all be. 1 nean,
we're not going to have any paper reports, as far as
|''mconcerned. It's going to be tal ki ng about the
issues. |If you have any thoughts about how to
structure this, do we need half the data to do this,
are there two or three other urgent issues, please |et
me know preferably by Tuesday. So think about it.

MR HOLTZMAN Kathi, could you re-send out
the table of contents for the report?

DR MIKE The 9th neeting is going to be
sol ely genetics, right, because the other people are
meeting on a separate --

CHAl RVAN MURRAY: That's right. That's right.
VW've invited them and | hope nmany of themcone. But

DR MIKE Just to observe, not to --

(Laught er)

CHAl RVAN MURRAY: To take note of our
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brilliance.

M5. KRAMER Tom maybe you ought to send out

a notice to the other comm ssioners that, for those
with a particular concern about our upcom ng report,
woul d they pl ease nmake an effort to cone.
CHAl RVAN MURRAY: | thought | said that.
M. KRAMER  Ckay.
CHAl RVAN MURRAY:  The neeting is adj ourned.
(Whrereupon, at 3:30 p.m, the neeting was

concl uded. )
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