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PROCEEDI NGS
VELOQVE

DR SHAPIRO | would like to call our neeting
to order. W have a long and a full agenda today so |
think we better get under way.

For those of you that were not with us
yesterday, | want to announce once again that we have to ny
right, Eric Meslin, who is now our director. | want to
wel cone him W are very fortunate to have been able to
attract him As many of you know, he has had a series of
interesting and distingui shed posts. W have, as soneone
nmenti oned yesterday, just pirated himfromELSI and we are
very pleased to do so. | welcome him

| will take the opportunity, also, once again
to thank Bill Raub, who has served in an acting capacity
for us for a good part of |ast year.

Now, we will begin this norning by discussing
t he ongoi ng work of the Human Genetics Subcomm ttee which
nmet yesterday and had what | thought was a very interesting
di scussion and we will hear nore about that in just a few
monments. | will turn to Tom That will be our first major
itemon our agenda.

Most of the afternoon we will be doi ng work

with the Human Subjects Subcomm tt ee.
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And we have a few very inportant guests here
today as wel|.

There has been a change in the agenda, just a
rearrangenent of itens. | think everyone has got a copy of
the current agenda in front of them |If you would just
take the issue "Future Comm ssion Research Activities" and
put that as the first itemafter lunch that had been, if I
remenber correctly, the last itemof the day. | have put
that first after |unch because unfortunately late in the
afternoon I will have to | eave perhaps before we are able
to adjourn and I wanted to nmake sure as nany of us as
possi bl e were here for that discussion.

If | do have to | eave while sonme of the
di scussion is going on | apologize to ny fell ow comm ssi on
nmenbers and to any guests who nmay be participating in the
di scussi on.

So, we have quite a fewitens and | think we
just ought to get going and let ne turn first, then, to Tom
and the report of the Genetics Subcommttee.

Ton?

If | could just nake one nore conment. Soneone
said yesterday the sound systemhere is the rock star
variety, that is you have to talk very close to the

m crophone in order for it to really work and pl ease junp
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up and wave your hand if we are not -- to our technician
and hel per here if we are not doing this properly.

So thank you very much

Ton?

REPCRT FROM THE GENETI CS SUBCOW TTEE

TI SSUE SAMPLES REPCORT

DR MJRRAY: Thank you very much. It is,

i ndeed, a shock when one finds one's chairman in the
nmor ni ng on ONN di scussing the previ ous work of the
comm ssion and discussing it very articulately.

It is not true that the commssion is going to
fund its work fromhere on in by establishing "d ones-R
Us," is it, Harold?

DR SHAPIRO That is not true. As you know,
as everyone knows, | amsure, that cloning is again in the
news. It is interesting howthis sort of gets itself into
the news again and you have seen it in this norning' s
paper. As far as | can tell, nothing has changed since we
di scussed this last tine so we will not take that issue up
again at this noment but thank you for noting that, Tom

DR MJRRAY: The Cenetics Subcommttee is
trying to finish up its work on the issue of the use of
human tissue sanples. Qur interest in the work was, as

many of you know, was notivated by a variety of factors.
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(he is we know that there were a lot of tissue sanples out
there. W had no idea quite how many. W have a nuch
clearer idea. W have a very conservative estinate but a
much cl earer idea now of how many. It is well over a
quarter of a billion and it may, in fact, be as many as
half a billion tissues, identifiable tissue sanples, in
various tissue banks and collections in the United States.

A second notivating factor was that these
sanpl es, whi ch have been collected for as long as a century
and were thought to be of some scientific interest, now we
understand if they are properly stored can have anal yzabl e
DNA, which can offer an increasingly vast anmount of
information about the individual fromwhomthe DNA was
t aken.

Thirdly, a series of commentaries, some by
official groups, sone by ad hoc groups, sone by individuals
suggesting what ought to be done about research on such
ti ssue sanples, both sanples collected previously and
sanples to be collected in the future, cane to sone very
strong conclusions and in nmany cases contradictory
conclusions. So those factors together led us to take on
the tissue sanpl e issue.

What we are going to do this norning: W will

hear froma couple of guests. As you see at 9:30 and 9: 30
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Susan dd fromthe National Heart, Lung and Blood Institute
and then Patricia Barr with the National Action Plan on
Breast Cancer but we will have till about 9:30 to begin our
conversation.

VW will add those two folks to the
conversation. W wll resune it again and we will be able
to continue on till around 11:30, at which point there wll
be comments by Harold and statenments fromthe public. So
we have around two, two-and-a-half hours of actual
del i beration, and we | ook forward to having the nenbers of
the other subcommttee join us in these conversations.

Qur goal for this norning is to tal k about
four, perhaps five, things. Sonme of themw || take nore
time than ot hers.

| amgoing to do the first thing and | hope it
wll not take long at all.

| amgoing to describe and try to defend our
decision to tal k about research conducted i n an anonynous -
- research conducted on tissue to be used in an anonynous
manner and explain howthat differs fromsone of the ways
peopl e had concei ved of these tissue sanples prior to our
wor k.

Secondl y, Zeke Emanuel will describe the matrix

that we have been using to | ook at possible cases. That, I
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think, will take the |ongest tine.

Bernie is going to tal k about the concept of
community consultation. People have described it other
ways, community involvenent, et cetera. W have been using
the phrase "Community Consultation"” as an ingredient for
sonme of the situations that we intend to encounter and we
expect to encounter.

Fourth, Trish and Larry, and | think they have
enlisted sone other folks to help them are going to take
on the issue and we actually want your hel p, the other
comm ssioners' help as well, in discussing the issue of
whet her to have this wall through which information is sent
with the identifying information stripped off. Wether to
have this wall be perfectly inpenetratable, or as perfect
as human wile can nmake it, or whether, in fact, to allow
under certain, perhaps rare circunstances, people to go
back and to try to rediscover the identity of people used.
This was a contentious issue and we will talk about that.
Trish and Larry will lead that off.

The fifth thing, and I think if we do not get
to that, probably I think it is alittle bit |ess
controversial but | suppose |I would | ead the discussion of
that, is sone mechanics of the consent process that we have

in mnd. That is our agenda. It is a very anbitious one
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for two to two-and-a-half hours but we will do our best.

Zeke, did you want to put that up?

DR EMANUEL: Yes.

DR MJRRAY: Yes. Wy don't we put that up.
Thank you.

Wiile Zeke is -- right.

(Side.)

This will be hel pful all through our
conversations this norning.

By research conducted in an anonynous nanner
what we nean is this: One problemwe had was nmany of these
tissue collections for a variety of reasons woul d be
inappropriate to strip identifiers fromthe tissue held say
by the pathology |ab at the teaching medical institution
so, therefore, did we have to think about those tissue
collections as identifiable. Wll, clearly in the formin
whi ch they are held by the pathol ogy | aboratory they are
identifiable and need to be identifiable.

What will that nmean in terns of any research
that mght be done with sone tissue collections? Well, it
struck us after a considerabl e anount of conversation that
the nost inportant -- that it nade nore sense to think
about anonymty in the context of the particular use of the

ti ssue.
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If, for exanple, | have -- in an extrene case |
have a series of fully identifiable tissue sanples and |
send themon to another scientist with every piece of
identifying informati on stripped, there is nothing except
the raw tissue, and that is what the scientist works wth.
It seemed odd to think about that as "identifiable" tissue.
That scientist woul d have absol utely no way of goi ng back
and finding out fromwhomthat tissue cane so we cane to a
nmodel of thinking of the tissue as used.

It struck us that we acconplished the goal s of
protecting individual privacy and protecting individuals
agai nst potential discrimnatory uses of genetic
information about themif we, in fact, endorse a process by
whi ch a scientist could nake a request for tissue, have the
tissue sent with perhaps sone informati on but not enough --
not sufficient information to identify the individual from
whomthe tissue came and to say that in that sense the
ti ssue was being used in an anonynous nanner.

There is, what Zeke has | abel ed, an encryption
barrier that is better than the nmetaphor of a fire wall.

It is an encryption barrier which involves the stripping of
a considerabl e amount of information. It mght contain
such things still as a nmedical history or at |east the

rel evant points for the disease in question. It mght
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contain information about sex, about background, about
geography and sonme other matters but not sufficient
information to wal k back, as we use the netaphor, walking
back across the barrier and figuring out fromwhomthe

ti ssue cane.

So if you see the phrase or a variance of the
phrase "research conducted in an anonynous natter" that is
what we nean by it. It is the tissue sanples and whatever
information is bundled with the sanpl es has gone through
this encryption barrier and it woul d be inpossible or
unreasonably -- reasonably -- | amnot sure quite what the
phrase is there but it would be reasonable to think that
the researcher could not wal k back and get the individual's
identity fromthe informati on the researcher has even wth

the aid of other kinds of publicly avail abl e databases.

That is really all | need to say.

| would like to ask the other nenbers of the
Genetics Subcommttee to el aborate or correct what | have
said and | would like to invite the other nenbers of the
comm ssion to join in.

Davi d?

DR COX So | think you have very fairly
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stated the attractive aspects of this approach to dealing
with stored tissue sanples but it is particularly rel evant
for the |large nunbers of pathol ogy sanples that presently
exist and then the clinical sanples that are going to come
in. It does not very well take into account potenti al
future types of research that are going to require closer
and cl oser interaction between the researcher and the

subj ect s.

Al though it does take into account subject's
viewpoints fromthe point of viewof their privacy it does
not take into account the subject's involvenent in the
design of the research studies at all.

The ot her aspect of it is that in many ways for
researchers it perpetuates a distancing of researchers from
the research subjects at a tine when the whol e direction of
much of the science is an increased invol venent in
rel ati onshi p between researchers and their subjects so that
I, for one, have sort of a difficult time bal anci ng these
different issues and

| just wanted to nention what sone of the down
sides of this approach are.

The final point that | would like to nmake is
that any kind of such barrier that is put up to protect

people is only as valuable and only as effective as its

10
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11
ability tolimt |oopholes for people to go through it. |
must say that it is easy for coomssions like this to talk
about how encryption conpletely limts | oophol es and on the
other hand in reality have it sinply be on a piece of paper
and not howit works. |If the comm ssion sets up things
that work on paper but does not work in reality I am not
sure that we are hel ping.

So thisis not -- | just wanted to tal k about
what sone of the negative sides of this approach are and
per haps by consi dering themand having sone flexibility
with this we may nake it nore practical for research in the
future.

DR MJRRAY: | certainly agree with the latter
two points you nade as | understand them | nean, if we
recomend sonet hi ng which either is inpossible to inplenent
in practice or would be widely abused then | think we have
not done our job well. | do not think that will be the
case but we need to be cautious about those options.

In the forner you are concerned about the
di stanci ng of researchers and subjects, et cetera, but this
is not the only nodel as you know for research with tissue.
There is -- you can do research with tissue where the
tissue is used in an identifiable manner but a requirenent

is then upon the researcher to get express inforned consent
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for each -- for the particular use of the tissue envisioned
is very powerful

So | think there is not a distancing -- we are
| ooking at the -- we are | ooking at cases in which the
researcher for a variety of reasons nmay not need that kind
of close contact and may want to use either |arge anounts
of tissue or tissue that is with relatively small anounts
of additional information. So there are other ways of
doing it. There need be no necessary |link between this
proposal and a further distancing between researchers and
subjects in those kinds of cases where distancing woul d be
I nappropri ate.

DR COX Just one quick followup point. |
quite agree with that except | am basing ny coments
particularly with ny experience as a genetici st because
genetics research -- in fact, we are the CGenetics
Subcommttee -- | amnot saying that genetics, you know, is
inherently different fromother types of nedica
information but genetics is only as good as the definition
of the phenotype hooked up with the genotype.

So, | think, at one sort of fairly extrene end
of researchers that need to have close relationship with
the phenotype |I think the geneticists are very nmuch on that

one end. So that is sort of why I am nmaki ng ny comments.

12
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DR MJRRAY: R ght. Thanks, David.

A ex?

MR CAPRON | think that | would really
understand this only as | begin to see what consequences
you think grow fromthe description that has been given
here but | would like to begin that process by asking you
whet her the category here is the one which is described on
the charts that we were given as sanples that are to be

used in an individually anonynmous manner. |s that correct?

DR MJRRAY: | have not seen this norning's
version of the chart. That is ny understand, yes.

MR CAPRON If that is the case | want to
suggest very strongly that we consi der separating into two
categories what you seened to have lunped into one. As |
understand it, there are any nunber of --

DR ENVANLEL: A ex, maybe | could explain the
chart before we already divide it and we break it apart.

MR CAPRON  Well, let ne make ny comment first
because | think if -- you can respond to it.

As | understand it, there are any nunber of
situations in which researchers are interested in sanples
whi ch have no identifiers at all on them that is to say if

they are | ooki ng back at the PKU sanpl es and they have

13
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14
10,000 of themand they just want to ask is another -- what
is the preval ence of another gene in the popul ati on of
babi es born in Denver in 1996 or sonething. They do not
have to know anything about it and that is truly an
anonynous sanpl e.

It seens to ne what you have described here is
sonething that would be nore correctly described as the use
in an encrypted manner and to | unp together sonething which
i's anonynmous Wi th sonething which is encrypted is to ne a
basic mstake and | woul d be very di sappointed to see us
nove in that direction.

| look here and | see -- this is a problemwth
graphics rather than having text -- what | see here is
sonet hi ng which says it has a sanple and on one side it has
the name on the sanple and in another one it has a nunber,
and then it has sonething called "nedical record,” which on
one side has a nanme on it and another has a nunber on it.

Now you have nmade certain comments, Tom and
think this is relevant to David s comrents a nonent ago,
about what that information would be. But if we were to
literally publish this chart as our explanation of what it
nmeant to encrypt something | would say that sinply
underlines to nme the problemw th calling this anonynous

r esear ch.
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15
| nean, if we have a nedical record fromwhich
ny name has been renoved and been replaced by a nunber we
have a lot of information and | cannot believe that someone
| ooking at that -- a clerk working on the project who knows
that | was in for a renoval of a cancerous growh and you
are now | ooking to see sone other genetic factor woul d not
be able to |l ook at that and say, "Ch, that is Professor
Capron. "

DR MJRRAY: That woul d not be anonynous, Al ex.
You m sunderstand what we are saying.

Zeke will have some comrents.

DR EMANLEL: | think --

MR CAPRON  And then, Zeke, as you do this
coul d you explain what the results "Nane-A " results "Nane-
nunber-A " Wat that X nmeans and what those are?

DR EMANLEL: Alex, this is why | suggested
before criticizing the boxes I thought we woul d expl ai n why
we got there. Maybe |I can explain why we got to where we
have and how this graphic fits in with the thinking
because, in fact, we began exactly where you and nost of
t he recommended statenents begin exactly where you are,

which is nmaking nore than a few distinctions.

So everyone has -- all the comm ssioners have
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16
this but | amgoing to use sone overheads so we are all on
the sane page as it were.

(Side.)

And | want to, in part, talk alittle bit about
the evolution of the thinking because this is not where we
are today. Al right? But | think by trying to explain a
little bit of the evolution of the subcommttee's thinking
it will becone clear why we have gotten rid of some of the
distinctions. So this is sort of transitory internedi ate
framework that we use and then we will talk about it.

Is that in focus?

COW SSI ONERS: No.

DR EVANLEL: This will not do this.

| apol ogi ze.

DR SHAPIRO Help is com ng.

DR EVANLEL: Al right. You have it on a
sheet of paper. Ckay.

If we walk -- just if we walk down fromthe top
you see we have nade one division here which is previously
col l ected sanpl es and sanples collected in the future. By
that we nmean -- and pl ease ny fell ow subcommttee nenbers
jump in if | have nmade a mstake or inserted ny opinion
over the agreenent since | was not here all of yesterday.

Previously coll ected sanpl es are those sanpl es
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that are collected before we publish the report and before
our recomrendations have a chance to get in to effect.
Sanpl es collected in the future woul d be sanpl es col | ect ed
under recomendations that woul d nodi fy the procedures
currently used. W thought that there were inportant
reasons to distinguish those two. In part, one does not
want to throw away what we have -- the 200 plus mllion
sanpl es.

At one point in our deliberations we had
di vi ded sanpl es col |l ected for the purpose of clinical care,
that is you go in for a biopsy for your care, from sanples
col lected as part of a research study, part of N -HANES, the
Physi cians Health Study, the Nurses Health Study, whatever.

I n our deliberations we began to see, | think,
that those were not tenable, those distinctions, and that
we should, in fact, collapse themand treat themthe sane,
t hat whet her the consent procedures were different, and in
many cases they are different, the requirenents that we
woul d want to put into place, in fact, are the sane or
simlar.

Then we made this distinction between those
sanples that are going to be used in an individually
anonynous manner fromthose to be used so individual

identification is possible. Initially we had the fol | owi ng

17
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three-part distinction, actually four-part distinction:
There was sanpl es whi ch are anonynous, Quthrie Cards;
sanpl es whi ch coul d be nade anonym zed or anonym zabl e
sanpl es; sanples which are potentially identifiable; and
sanpl es which are going to be used in an identified nmanner.

V¢ have not found that distinction hel pful
because when one thinks through or when the subcomttee
t hought through the kinds of recommendati ons we woul d nake
under those categories, in fact, they collapsed into these.
V¢ t hought one of the problens of the current debate was
the fact that everyone was focused in on how the sanpl es
are stored rather than how they are going to be used
because the key issue is not whether your sanple is in a
research study but linking the result with the name. That
turned out to be the key potential where harmcan occur.

So the key issue is are you using the sanple in an
anonynous manner in this research study?

Then we nmade sone distinctions here, which we
have subsequently coll apsed, and | amgoing to tal k about
that in the next frame, which is there are sanples which we
have collected. 1In the past this has been true where you
are | ooki ng at individual sanples, there is no comunity
link, there is no link even in an anonynous fashion, you

are just say |looking randomy for colon cancer genes not in

18
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an ethnic or racial or some other geographic group.

Because of genetics but not sinply limted to
genetics as we see in sone of the kind of research studies
we have | ooked at we could imagine that there could be
ci rcunst ances where even if you collected the sanple in a
manner or the sanple was individually anonynous there m ght
be rel evant itens because of the kind of sanple you use or
because of the kind of soci odenographic information that
m ght have inplications for a community so we began to nmake
di stinctions between that kind of research which mght have
inplications for a community but mght not in our inagings
be harnful and those which mght be harnful

As a result of yesterday's discussion these
were -- these two were col | apsed.

| do not know where | have the overhead.

(Side.)

So | think we are at the stage, and since | was
not fully part of that discussion, this is the current --
Sally, | apol ogi ze.

(Side.)

This is the current operative nodel

DR GREIDER Zeke, aren't we m ssing sone
boxes on the right-hand side?

DR EVANLEL: No. | thought at our | ast
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20
meeting, not yesterday's but the previous neeting, we had
suggested that there was no distinction between the
clinically relevant and the research but | woul d stand
corrected. W have all the pernutations here.

DR GREIDER M recollection was that was true
for the previously collected sanples but not for the future
sanpl es and nmaybe ot her people can |let ne knowif -- other
subcomm tt ee nenbers.

DR ENMANLEL: Your recollectionis this.

(Slide.)

DR GREIDER Correct.

DR EVANLEL: M recollection is at the very
end of the previous neeting was that Steve Holtznman -- we
had suggested -- well, we can go through it because the
suggestion is that the distinctions here, the
recomendati ons we are going to nmake are going to be no
different and, therefore, should be collapsed but this is a
wor k in progress.

DR COX Zeke, | would say at |east --
al though I was not at the neeting but having read things,
the logic, the exact argunents that you nmake for coll apsing
themin the prospective or in the retrospective for nme fit
for the prospective too because if you can col | apse them

for the retrospective then why can't you coll apse them for
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the prospective so it does not nmake any sense to ne not to
col | apse them

DR EMANLEL: Well, | think the way to
understand that is to work through each of the boxes as the
subcommttee did and the rationale for them Let ne
enphasi ze what | think are the -- and | woul d hope that ny
fell ow comm ssioners would again -- the three path
breaking, | think, distinctions we have nade. (ne is
bet ween the previously collected sanples and t he sanpl es
col lected after the report's recomendati ons.

The second is that the evaluation, the ethica
eval uation, should be based on the use of the tissue, not
on the manner of collection or storage of the tissue,
because what we are interested in, and the reasons we have
worries is the harns that result and that depends upon
being able to identify a specific result with a specific
person, and that recognition that sone research conducted
on individually anonynous -- in an individually anonynous
manner nay neverthel ess have sufficient soci odenographic
information to adversely affect comunities.

MR CAPRON  Coul d you pause now because - -

DR EMANUEL: Well, let --

MR CAPRON -- because you think you have

responded - -
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DR EMANUEL: | want to -- can | --

(Slide.)

To put this alittle bit in a franework the
current system the Common Rul e, recognizes only two
categories. Al right. It has nothing to say about the
rest of this. This is really the reason we are here and
looking at it because it is solid on all these other boxes.

Now, | do not want to -- | do not knowif the
comm ssion wants nme to potentially junp ahead and suggest
what the reconmmendati ons were or should we just |eave that?

DR MJRRAY: | think we shoul d go ahead.

DR ENVANUEL: Does that sound --

DR MJRRAY: Does anybody want to comment at
this stage?

CAPRON:  Yes.

=

=

MURRAY: To respond to Alex -- well, but I
think -- okay.

CAPRON May | --

MJURRAY: (Go ahead, Al ex, have your say.

2 33

CAPRON Wl |, thank you.

| agree entirely with the notion of the focus
bei ng not on the way sanples are stored but on how they are
used. It seens to nme that there is a self-evident

di stinction between a sanple which has no identifiers and
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t hose whi ch have sonme information and are encrypted. There
are two distinctions.

One, the information, although it nay seemto
the person who is nmaking the decision at the tine is
sufficient to nake it anonynous may not make it anonynous.

Secondly, after the fact a researcher with
findings, which he or she regards as inportant enough, wll
have i nformation which could be unencrypted. That is a
fundamental distinction it seens to me and the whol e notion
that in certain research you need fire walls or you need
one way barriers and the |ike because you have infornmation
whi ch has an encrypted nunber on it, which if unencrypted,
goes directly to an individual suggests that there is a
di stinction.

| do not think that what | have heard thus far
explains to me why you want to |unp those two together.

DR ENVANLEL: | think, A ex, the answer to that
question is let's get through the protections we would |ike
and see if, in fact, they collapse or they do not coll apse.
Rght? That, | think, is the rationale that led us to
col | apsi ng them because, in fact, the kind of protections
you woul d want, the kind of consent or |IRB review that you
woul d want for those two different categories, in fact,

col l apses them They woul d be the sane.
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MR CAPRON | read your charts before this
meeting. | cane to a different concl usion.

It does not seemto ne that | have the sane
sense about information being used where a person could
have results of great inportance to ne which they could
unencrypt and where there may be a noral obligation to do
so in order to give me a warning or conversely where their
scientific interest in unencrypting it is very different.

To have a sanpl e used i n advance seens to ne
does not fit under your -- the conclusion that you have
gi ven about no IRB review, no individual consent, no
comunity consent in the sane way as it would with a sanple
about which there is no individually identified |inkage at
all possible. Therefore, that is one of the reasons why it
seens to nme that different policies nust be in place.
Certainly the policies having to do with whether you coul d
under any circunstances go back through that wall only
applies to information for which the identifiers are there.

DR MJRRAY: That is not true. At least not in
the hands of the researchers. The identifiers mght be
perhaps in the hands of a trustee of the tissue or even in
an additional party, athird or fourth party.

MR CAPRON If there are no such identifiers

you have no basis for going back. You do not need a policy
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about not goi ng back, right?

DR MJRRAY: Well, | think you are not hearing
what we are trying to say here.

| also want to nmake a conceptual point, Al ex,
and that is if you talk to privacy experts, particularly
for an issue |like tissues, DNA sanples, tissues containing
DNA, there is not a bright line distinction between those
sanpl es that are whol ly anonynous and those sanpl es t hat
are not. | nean, if | had access to DNA fingerprint
dat abases then | mght be able to link this particul ar
sanpl e even t hough every pi ece of otherw se identifying
information has been stripped fromit sinply because |I can
do a DNA fingerprint fromthis tissue.

It isreally a matter of howdifficult it
becones to go back fromwhat | have in ny hands, from
tissue sanple with or without additional information, to a
specific individual's identity. It is a continuumrather
than a clear and bright line. | think that helps -- that
hel ps ne, at least, to think of it in that way.

So the question becomes what protections can we
put in place that woul d reasonably assure that a person
whose sanple with or w thout other infornation has gone
forward to a researcher and can count on that not being

t hen subsequently identified.
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MR CAPRON Well, obviously if a person has a
sanpl e, an anonynous or encrypted sanple, fromyou and
finds out information about it and then | ater gets anot her
sanpl e fromyou, a genetic fingerprint can indicate that
you were the source of the first sanple. | totally agree
and that is something that raises a different issue about
genetics. | totally agree but that is dependent upon that
person getting anot her unencrypted sanpl e.

DR MJRRAY: (et access to a state DNA
fingerprint database. | nean, they are -- and privacy -- |
mean, you probably know nore about this literature than I
do but privacy experts assure ne that it is really a matter
of howtightly you wish to protect it.

MR CAPRON Are you in the state DNA
fingerprint bank at the nonent, Ton?

DR MJRRAY: Not at the nonent not that | am

awar e of.

MR CAPRON Al right.

DR MJRRAY: But --

MR CAPRON So, in other words --

DR MJRRAY: | know your point but things wll
becone nore widely available in the future. 1 nean, we

need to think not just where things are today but in the

future.
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Berni e wanted to say sonet hi ng.

DR LO | think one of the problens we are
having is that we are trying to have a full debate in
mniature and | think all these issues need to be -- al
these issues need to be discussed and | think | just want
to nake two points. One, where we end up in our natrix nay
not be where we want to start. So at conception | think
nost people do come with the intuition that there are many,
many nore rows and columms than we may end up with

| think as Zeke was suggesting it is only if we
go through the argunents and find that a lot of the rows
and colums are identical after deliberation. Do we then
say the recommendations will collapse? But nmaybe as we
present this we should start with the fuller matrix and
argue through why it coll apses down and obvi ously we cannot
do that in an hour-and-fifteen m nutes.

The other point is that, A ex, what you were
sayi ng about the inportance in sone situations of being
able to deencrypt that information either for the purpose
of reporting back to an individual patient, close but not
there yet, to report back to an individual patient the
findings that may be of clinical inport to that patient.

O the other situation where that is likely -- that nmay

come up is where the scientists wants to get back to that
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pati ent because they have such an interest in genetic
constellation they want it to be studied nore.

Now whet her we build that in to the nodel at
the onset or have a sinplified nodel which adds these in
sort of as variations on policy | think we need to argue
out but certainly we do not want to lose track of the
poi nts you were naking, Al ex, about how the fact that it is
encrypted or presunably at |east the possibility of
unencrypting and there may be valid noral reasons for
wanting to do that or conpelling nore reasons to do that in
sone situations.

Qoviously you cannot do that if it was
col | ected anonynously as opposed to collected with
identifiers which are sonehow stripped or coded but that is
sonmething we started to tal k about yesterday and | think it
is fair to say that we have not quite resolved that one.

DR ENVANLEL: Can | say sonet hi ng?

If you think through these boxes there are
three and only three protections, | think, that you can
have. In each of the boxes you can ask the question has an
| RB revi ewed the protocol.

| have never had a conpl ai nt about the vol une
of ny voi ce.

You can ask the question has an | RB revi ened
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the protocol, has the individual consented, and has the
community in some way offered its consultation. Those are
the three possibilities. If you just do the math you have
got nine pernutations. W have got nore than ni ne boxes,
whi ch means that sonme of the boxes are going to overl ap.
That is just on a sinple |evel.

| think by going through each of those boxes
you are going to see that the -- | mean, your view of what
the kind of protections you want nmay be different fromny
view but, in fact, there is going to be sone col | apse
there. There has to be sone collapse. W do not have
ot her kinds of protections or we have not proposed a | ot of
ot her kinds of protections.

Now your noral intuition that these, in fact,
initially look different is exactly why the comm ssion, and
| firmy believe why nany of the other groups have cone
with making lots nore divisions there, collected in an
anonynous nanner, you know, nade anonym zable, et cetera.
But, in fact, | nean again to reiterate | think we have
conme to the view because we have actually tried to work
t hrough the boxes and said, "Vell, you know, the protection
we think is appropriate here recognizing that there is
going to be sone trade offs, in fact, look the same in

these two boxes and that they are not conceptually
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distinct."

MR CAPRON  Vell, | will wait until we get to
the point of |ooking at what the protections are.

DR MJRRAY: David?

DR COX Zeke, | think that you said that very
nicely and in terns of what the notivations for the boxes
were but perhaps the debate can be -- and, in fact, it is
per haps the reason why the other groups had nore boxes is
that they did not start with the premse that the only
things that were avail able were those three things, those
three types of protections.

Now certainly in practice those are the three
types of protections that are existent today.

The question, | think, a third question to ask,
is should we start with that premse and say that those are
the three types of protections because there i s not
practically an option for other ones right now or shoul d we
say -- should we back up and say because things do not fit
into these nine categories very clearly that we shoul d have
other types of protections as an initial starting point? |
think that is a very inportant thing.

Certainly the subcoonmttee by signing on to the
matrix did the former but if other nenbers of the

comm ssion do not start wth that assunption then it is
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going to be confusing about why the matri x nakes any sense.

DR EVANLEL: Hold on. That | do not think is
fair to the history of what happened, David. | mean, that
suggests that sonmehow this is Zeke Emanuel foisting this
and the rest are signing on.

This was a long debate of us trying to reason
t hrough what the protections are and those three, | should
say, are not the three we have today. Let's be clear. W
have two today. Community consultation exists no where in
the Common Rule. W have individual consent and we have
IRB review. W actually added pernutations on those in
terns of |RB admnistrative review, possibly a general
consent as opposed to a specific consent, so we have been
trying -- | think we have been trying to be innovative in
the kind of requirenents we are suggesting.

| think this has been a | ong process of
del i beration, you know, and one of the problens of the
subcommttee framework is the nmonths of trying to think
t hrough and argue through by using exanpl es, you know, the
Physi ci ans Heal th Study or the Angi ogenesis Factor of
Breast Cancer Wnen, or sone of the other studies, the kind
of reasoning that we have collectively conme to is hard to,
you know, recapture in a short succinct manner.

| nean, it may be, you know, if we want to
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think of some research and test out in those boxes that may
be the nost effective way to get everyone at the sane
pl ace.

DR MJRRAY: Bernie?

DR LO Sincel amcongenitally optimstic I
would like to suggest | think this is actually a fruitful
di scussion. | nean, first of all, I think as we were
tal ki ng yesterday about planning the outline and the drafts
of the report, | think here we have clearly seen that we
need to separate out our recomrendations in terns of our
final matrix fromthe intuitive matrix nmost people bring to
this and to sort of lay out in an earlier chapter all the
considerations that lead to different rows and col ums
which, | think, we intended to collapse down in the draft
that we saw yest er day.

The second issue is one of maybe we shoul d
readdress the issue of are there other types of protections
other than just I RB review, consent and individual consent
and community consultation. | think there are other things
out there that we should think about. One is sort of a
nati onal review body beyond I RB review, sort of a RAC nodel
if youlike, wth all the pros and cons of that.

Secondly, we have played around wi th variations

on IRBreviewand | think in addition to admni stration
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review and full IRB reviewthere may be categories that
segregate out as exenpt fromI|RB review because peopl e have
gone through enough studies to realize that these do not
really require anything nore than, you know, what now I
think are termed exenpti ons under the Common Rule. But |
think this discussion to ne is valuable in that it nmakes ne
realize we need to articulate better the rationale for
col l apsing down the matrix in final recomrendati ons and
also forcing us to rethink are there other kinds of
protections that woul d give us even nore pernutations for
the different boxes.

DR MJRRAY: Harold and Larry?

DR SHAPIRO | have just a sinple -- | think
it is a pedagogical suggestion. |t does not enter into the
substance of this argunment but | found it hel pful and j ust
pass it on.

| found it hel pful in |ooking at these various
possibilities and matrixes to organi ze it sonewhat
differently, which gave nme nore flexibility in ny thinking,
nanely I would put along the top "possible protections,"”
and they define all the rows. And then -- excuse ne, they
define the colums. Excuse ne. They define the col ums.
And then down -- but to define the rows are just

di fferences you woul d want to make, whether you want to use
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the differences you have or additional ones, or add
addi ti onal ones.

And that all will enable you to keep in front
of you easily protections on one side type and type of
experinment or something on this side.

You may or may not find that useful in dealing
with this. | have found it useful in ny own work now.

DR MJRRAY: Thanks.

Larry and Steve?

DR MIKE | think the purpose of a body such
as our's is to get down to the el enental considerations and
then it is for others to put pernutations on them So, |
mean, | think that is a fundamental reason why | woul d say
that we want a sinple nodel and then you argue about the
di stinctions between them

Soif we start with a natrix that is so conpl ex
t hat nobody can understand what the underlying basic
rationale is we will never get anywhere but if you start --
but if you end up where we, as a subcommttee, currently
are and then you can argue the pernutations around that
like Trish and | were doing | think it is clearer to
ot hers.

Then, finally, | think if I remenber ny nath,

the magi ¢ nunber is seven plus or mnus two and nost peopl e
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cannot renenber anything beyond that. So we are in that
magi c circle right now

DR MJRRAY: Steve?

DR HOTZMAN | guess | have a very sinple
view of the point Alex is raising and thinking about our
deliberations, and that is what we care about is the nature
of the protections, the nature of the processes that wll
go along with the research being done or not being done.

So, Alex is sinply pointing out sonething we
started with as well, that there is a distinction between
sanples where it is logically inpossible to connect themto
an individual, sanples where they are connected to the
individual in the research and in between ones where it is
physically difficult but not |ogically inpossible.

The question -- where the rubber hits the road
the question is are your protections different, are your
processes different? W concluded that with respect to the
| ogically inpossible and physically very, very difficult
the protections would be the sanme, the processes woul d be
no different.

So, | guess, what | amsaying, Larry, | would
start with the nore conpl ex conceptual schene because it is
out there in the literature and expl ain why we have

r educed.
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| think there is a reasonabl e discussion to be
had, and | think Alex wants to | ead that, that says he
feels either that there are three different processes,
three different |levels of protection, or he wants to
col  apse the physically difficult into the same as bei ng
identified.

MR CAPRON  Ton?

DR MJRRAY: Al ex?

MR CAPRON | think that is fair and | |ike
Harol d's way of going about it.

It seens to nme that the natrix we are tal king
about is a three-dinensional matrix and the di mensi on that
has not been nentioned so far is what risks is a person
exposed to in any particular situation. Wat types of
ri sks?

For exanple, the risk that soneone knows
sonet hing about nme that I do not know and the risk that,
therefore, | will come to harm that was preventable if
only I knew, or the risk that I will have a knock on the
door with someone saying we would |ike nowto get nore
i nformation about your current health status because we
have found sonet hi ng about you genetically that you did not
know and we did not know until we did this study. Those

are different situations.
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As you say, there is a situation in which it is
i npossi bl e and another situation in which it wll happen
and anot her in between.

So it seens to nme that it is not just talking
about what the protections are but the reason to | ead
towards one protection or another is going to vary
dependi ng on what you see the risk is.

Let me follow this through in another way. |
think | am persuaded by your decision as to previously
col l ected sanples to coll apse those which were coll ected
for clinical reasons and those which were collected for
ot her research purposes, obviously not for the current
research because otherwi se it woul d be a prospective study.
That is not the intuition | started with and it is not as
t hough every division and every distinction | think of I
foll ow through to suggest we have to showit.

The reason being is if you take that risk
approach it seens to ne it is very likely that the things
that woul d concern people woul d be the sane whet her or not
their tissue had been taken out as a result of a diagnostic
or therapeutic procedure or sone unconnected research and
that is not the intuition | started wth.

| should note, however, | think we need to

address that with sone care because in the first chapter in
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giving the overview you note quite correctly that nost
peopl e whose sanpl es are anong these hundreds of mllions
that are being stored do not know that those sanples are
stored because it was not an explicit part of the consent
process and it was never focused on.

That is not true for people whose sanpl es were
taken for research. They at |east know sanples were taken
for research, they do not know about this research, they
may not know how long it is stored but at |east they know
that someone took it to study it. Nowthat is a
di stinction.

But if we ook to the future and say not what I
was originally concerned about, sort of the dignitary
di fference between havi ng somet hi ng done to a sanple you do
not even know anyone has versus the other, but what risks
you are going to be exposed to. | can understand why you
ended up col | apsi ng t hose.

Just to showthat | amnot totally pigheaded,
Tom | can understand why.

But | do imrediately when | think about the
risks see differences so |l wll wait and see whether the
col I apsing that you have done, which apparently has been
done as to future sanples in different people's view

| mean, Zeke thought you col | apsed research
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studi es and other sanples of the future.

Carol thought you had not and you were stil
keepi ng t hem separ at e.

So nmaybe even the conmttee is not quite clear
where its matrix goes.

Certainly in looking at the naterials that were
distributed in advance | understand why Zeke cane to that
concl usi on because it seened to ne that the 1b and lc
| ooked very much |ike le and 1f.

So | understand why that woul d have happened,
Zeke.

But again there nmay in the end be there sone
difference in how we think about people know ngly
encountering arisk. So | want us to -- when you | ead us
through this -- address this question of what different
ri sks you thought were at issue and why you think that
treating different types of study the same way is right and
why these three levels of protection -- the third | evel by
the way, of course, is in the A Qvs docunents and so forth.
It is not as though we thought up comunity consent but it
is there.

There is that recent article that was in Nature
Cenetics that you have probably seen by Foster, et al.,

whi ch addresses that process.
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So, | nean, | think it is a worthwhile concept
to bring in but I do not think that the fact that there are
only "three types of protection"” nmeans that the | evel of
risks that are involved are the sane for all and,
therefore, we would invoke the protections with the sane
expectations of need for using them

DR ENVANLEL: | think, Al ex, your suggestion
about the three-dinensionality of the framework is
absolutely right and that is why the boxes are, you know,
in sone sense -- while risk is an inportant consideration,
the way you take care of risk, what you do about it, how
you operationalize it in terns of protections, that is what
we have put in.

So your thinking and ny thinking are exactly
parallel and I think what we are seeing here is the
question of, in fact, when we think about the kinds of
research that are going to fit into these different boxes
what are the levels of risk that mght be involved and part
of the problemis at |east at the noment we do not have
actually concrete research studies.

(ne of the things the commssion did dois to
| ook at some of the studies that have existed that have
worked with these kinds of sanples and tal ked about what we

t hought sone of the risks mght be.
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One of the problens we have is there is a big
long future out there and it is very difficult for nere
nortals, especially sonme of us who are very distant from
the lab, to imagine everything that is out there and, also,
i magi ne what m ght cone about but we have to do our best.

Again, | do think that -- | mean, | would just
mention that at the end here the idea of collapsing the --
in the future the clinical research and the research
studies, | was the last hold out. Carol was the |eader of
that as | recall. You know, this is a work in progress.

| do not know what you want. Do you want to go
t hrough the recommendati ons or do you want to go through
sone of the other issues?

DR MJRRAY: | think the nost -- in ny view but
| would invite the other subcommttee nenbers, in ny view
the nost inportant thing nowis to sort of go through

qui ckly the recomrendations for the various conditions, the

boxes.

How do the rest of you feel ?

If we can do that -- that is the nost inportant
thing we can do. | want to al so have sone tine to talk

about the other issues, comunity consultation and whet her
-- under what circunstances you woul d ever wal k back

through this fire wall. | want to do that but | think we
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can do that after the two visitors join us and give their
t al ks.

Carol ?

DR GREIDER | was just going to ask a
qguestion about which version are we going to go through.
This discussion that we just had it sounds |ike we need to
go through a nore full matrix version rather than the mni -
matri x version based on the discussion we just had.

DR HOLTZMAN | think we could go with the
mni-matrix. | think we all know what the full matrix
| ooks like and if we go to the mni-natrix as we articul ate
t he recommendati on we can say why we col | apsed.

DR MJRRAY: | agree with Steve.

Zeke?

(Slide.)

DR ENVANLEL: | think this mght be the nost
hel pful matrix to |l ook at for a franmeworKk.

DR MRRAY: Right.

MR CAPRON  Can you tell us where we find this
in this so-called hard copy?

DR EMANUEL: |In your place.

CAPRON  In today's --

EMANUEL: Handed out today.

2 33

CAPRON  -- handout as opposed to the stuff
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that was in our book?

DR EMANUEL: Yes.

DR MJRRAY: It should be this one.

MR CAPRON These pages are not nunbered.

DR EMANLEL: This one. Proposed -- it says
proposed policy just like it says up there. And it has got
-- because there are two things |abeled and you will see
that -- one -- what happened is that they have got a row
col | apsed.

MR CAPRON A row which | should point out is
based on this risk differentiation.

DR EMANLEL: Yes, of course, that is why we
didit.

MR CAPRON  Yes, exactly, right.

DR ENVANUEL: But that is exactly the way it
shoul d be. There was an assessnent that these risks should
be -- | do not want to speak because | was not there at the
col lapsing but as | understand it that the risks, in fact,
were sonet hing that ought to be determned by the I RB and
not prejudged but whatever. | mean, soneone el se could
speak to it nore intelligently.

DR SHAPIRO | think in community
consul tation.

DR HOLTZMAN Well, to Alex's point about a
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third dinmension about risk, it could have one of two
conponents. The first has to do with the identifiability
and | think what you have said, Zeke, correctly is if that
is all you nmean by risk the third di nension coll apses
entirely into what are the nature of your protections.

On the other hand, if you want to start mnaking
risk distinctions based on the nature of the research then
you do have a third di mension where you mght then start to
nmake differences in the kinds of protections.

Wiy we col | apsed the community from
nonstigmatizing to stigmatizing i s we nmade the
determnation that if a coomunity is inplicated that one
ought not, other than by going to the comunity for
consul tation, prejudge whether or not it would be
stignati zi ng.

(Slide.)

DR EVANUEL: Look at the box |abeled "to be
used in an individually anonynmous manner" and "i ndi vi dual ,
no community |inkage" for a second and let's -- ny
paradigm and it is only ny paradi gmof the kind of study
that this involves is to think about a paper that | passed
out on tunor angi ogenesi s study where people at the Brigham
hospital went to -- got sanples of wonen who had breast

cancer lunps renoved five and ten years previously and were
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then |l ooking at a new -- not actually genetic test but a
new ki nd of test to nake predictions about who woul d have
recurrence or who would die fromtheir disease.

They took 104 sanpl es conpl etely anonynous -- |
nmean, to the researcher anonynous but obviously to the
pat hol ogi st who drew them out and wanted to correl ate
clinical information with the tissue sanple. So that is a
paradognmati c case, | would think, of that box. There was
no interest in identifying ethnic groups or racial groups
or other groups.

Ckay. So the question is these wonen did not
consent to this research when they cane in for their
bi opsy. They may have signed a general consent that their
sanpl es because it is a teaching hospital would be used for
educati on and research purposes. So what kind of risk do
they face and what kind of protections do we want to put
into place was the question.

I n the boxes you can see the reconmendati ons
that we are suggesting, that the IRB -- | nean, it should
be said that under current proposal, under current Conmon
Rul e guidelines no IRB review for this necessary and no
consent necessary. At least that is our interpretation of
t he gui del i nes.

MR CAPRON  Coul d you expl ai n one aspect of
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t he research?

The researcher here is the geneticist, is that
right?

DR EMANLEL: This actually turns out not to be
a genetics study, whichis | think relevant. Not all of
the studies that should be -- | nean, we have not
enphasi zed that but this does not only apply to the
geneti cs.

MR CAPRON R ght. But where genetics -- our
task starting off with was to look at this froma genetics
point of view Let's try genetics for a second.

DR CGREIDER W have debated that a | ot.

MR CAPRON Wio is doing the study? | nean
it is not the person who hol ds the sanpl es.

DR ENVANLEL: That is the pathologist. MNo, it
IS a researcher, a separate researcher

MR CAPRON A researcher. He or sheis
| ooking at the tissue sanple for sone reason?

DR EMANLEL: Right.

MR CAPRON R ght. And what he or she has
done has gone to the coll eague in pathol ogy and said, "Can
you send ne 100 sanpl es of wonen who came in and had
bi opsi es taken and who had X, Y, Z disease," is that

correct?
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DR ENMANUEL: Yes, that is right.

MR CAPRON  And he gets the 100 sanpl es and
they are | abel ed one to 100 and --

DR EMANLEL: Right.

MR CAPRON -- and the pathol ogi st does not
keep a record of which people those canme from

DR EVANUEL: Well, even if he does | nean we
can play it through. But say he does keep a record for the
nost extrenme case he keeps a personal record. | nean, one
of the reasons for tal king about the encryption barrier is
to say that there is not -- you cannot wal k backwar ds.

MR CAPRON  Well, encryption -- with barriers
you can wal k backwards but if there is anonynous sanpl es
with just one to 100 and he does not keep it you cannot. |
nean, if he later -- now what we are -- it does seemto ne
that the genetics aspect cones in here.

Suppose that what the researcher is doing is
not asking for the nmedical record to find out about the
sexual history or the gestational history of these wonen
but is instead asking is there a gene here and he | ooks
t hrough these and he says, "In this group | get 88 of these
wonen have a gene," and he goes out and he says to the
pat hol ogi st, "Send ne sanples from 100 wonen who di d not

have this cancer."” The pathol ogi st sends them and he does
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not find the gene in any of them

Now at that point if the sanple is totally
anonynous and he says, "I have got to tell these wonen
sonething," the pathologist will say, "Sorry, there is no
way | can. | just sent those out to you. | put nunbers on
them There is nothing you can do."

If he says to the pathol ogist, "I have got
information that may be of rel evance to those wonen and
their sisters, and their daughters,” and the pathol ogi st
says, "Ch, well, if that is really that is inportant | can
-- we can tell those wonen to conme in and see you because
we have now found out which of themhas this gene and they
can then make contact or give us the nanes of people we
shoul d contact."

Now to ne those are different situations.
Facially obviously different. It is a whole different set
of considerations that should cone in.

DR GREIDER Can | make just one point, which
is what you are al so nmaking -- not naki ng and
di stinguishing -- is research and clinical care. Just
because a researcher finds a particular nutation in the
gene does not necessarily nean that beconmes the normin
clinical care and that those people need to be told

sonet hi ng because of one particul ar study.
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MR CAPRON | realize that in the |Iab he has
it is not a CLIO approved |lab and the results may be
inaccurate for that reason. | nean, | know the difference
bet ween - -

DR GREIDER So the question is would you want
to wal k backwards under those circunstances?

MR CAPRON Exactly. In other words, | am not
saying that the response should be to wal k backwards. | am
just saying that the possibility of having results which
woul d cause the researcher either to say I want to know
nore about these wonen -- | nean, is it, in fact, this gene
that | have found or is that the gene that causes them al
to be great pianists.

What | amreally looking at is the coincidence
that they have that gene and they were all living in an
area that got irradiated in the 1950's and no one realized
it or they were all drinking the mlk or, you know,
what ever the reason or sone other factor. | am/l ooking at
a totally spurious unconnected thing and I do not know it.
| need to know nore about those wonen.

So whether it is a therapeutic inpulse on the
researcher's part or a, gee, | need to know nore about
t hese worren now t o know whet her this finding has any

si gni ficance.
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The answer in each case may be we have
encrypted it and we have encrypted it for the reason that
you shoul d not have access and we are not going to give you
access. That is a possibility. But we all know hunman
nature and we know that there is at this point the
potential to say there is a good enough reason to do that.

The situation is different in these two
situations on the face of it between the encrypted and the
totally anonynmous cannot be |inked, you know, you did not
get anything other than the fact you got a sanple that
started off with a diagnosis in the category that you
wanted to research

DR EMANLEL: But, Aex, | would go back -- |
agree with you 100 percent. Facially they are different,
right. One you have the potential if, in fact, you kept
that sheet of what nunber one really neans of goi ng back or
-- 1 nmean, even if you actually ripped up the sheet if you
are in a pathol ogy departnment with enough work you coul d
actually go back. It is not |like you cannot go back j ust
because you have ripped that sheet up.

So now the question is what kind of
protections, Alex, would you like in place, how high do you
think that risk is and what kind of protections do you

t hink should be in place before you -- to do that study?
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Now traditionally in this country we have said
you do not need consent for that. It is an existing
tissue. You do not have to have infornmed consent. That is
what the Common Rul e says.

If you get consent to go back to that 104 you
may face lots of problens to do that kind of research and
the | onger back you want your sanples,the nore clinical
followup, the nore difficult it is going to be. People

will die. People nove. Anericais --

MR CAPRON R ght.

DR EVANLEL: It is a very difficult place as
opposed to ot her countri es.

MR CAPRON R ght.

DR EMANLEL: And the question you have,
think, is how high are the risks to these people, what Kkind
of protections do you want to put in place, and while there
is this tenptation to go back and forth can you create a
system devise a systemas we have been thinki ng about of
encryption w thout going backwards or goi ng backwards under
certain procedures that satisfies you that, you know, you
have | owered the risk to a reasonable |evel. You are not
going to lower themto zero.

As Tom says, even with Quthrie Cards to the
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future you may not |ower anything to zero because we are
all going to have our DNA sanple on a mcro chip.

MR CAPRON  Well, then the question then is we
are now tal king about a protection that is not one of your
three. It would be a protection that would say it shall be
unlawful, it shall never be done, or it will say it shal
never be done except when the follow ng extrene
ci rcunstances are nade out.

| mean, | assume your commttee has tal ked
about what that except when will be and | ameager to hear
it. So, | nean, nmaybe we should at some point get to that
point. But then we have a need -- in the category of
sonething that is encrypted, we have a need for that
policy. Because of that we are placing a person at risk
that they will get infornmation which they may not want or
ot her people will have information which is potentially
accessible to other third parties.

| nean, let's talk realistically about nothing
is totally confidential here or we tal king about the need
inall of these things to talk about what problens wll
conme to a researcher who does not keep the information
whi ch he has nmanaged to nake un-anonynous from ot hers.

| nean, it is an enornous difference for a

person then to learn that they are at a genetic risk which
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they did not know they were at when they go to fill out
their next life insurance policy. Have you ever been
tested for X Y, Z gene?

DR MJRRAY: Excuse ne, Alex. | amjust
concerned about tine. W actually -- the issues you are
tal king about right now are exactly the ones that we,
ourselves, are westling wth and want to tal k about the
ci rcunst ances under which, if ever, we would want to say
there woul d be even a very rigorous procedure by which you
woul d ask permssion to go backwards and find out the
identities of persons.

MR CAPRON  You have not come up with --

DR MJRRAY: W have not nade a firmand ful
decision. W are fully anware of the kinds of risks you
have tal ked about but we -- | nmean, we want to have you
i nvol ved and everybody here involved in that conversation
which Trish and Larry and others are going to | ead but |
want to do that a little after 10:00.

So if we could just allow Zeke to go through
the rest of the boxes and the rationale for them

MR CAPRON  Fine.

DR MJRRAY: Thank you.

DR EMANLEL: | nean, | think that you have a

box here that sets a standard policy recognizing that there
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may be exceptions. The issue is what is the standard
operating policy wthout extraordi nary circunstances?

Let ne distinguish going down here in that
first colum froma situation where you mght want to
inplicate a coomunity or your research mght want to
inplicate a community.

So, for exanple, you go through a Tay- Sachs
bank where the sanples were collected, you know, m ght now
be conpl etel y anonynous, maybe the sanples had no
information but the results could have inplications for a
community. And in that situation we suggested -- again
that is sonething actually the current regs do not
recogni ze. W have nade sone suggestions here.

MR CAPRON  You have gone through the word
"consultation.”

DR MJRRAY: That is the working termright
now | amsorry that "consent” even appears there but
consultation is the current.

MR CAPRON That is good.

DR MJRRAY: Yes.

DR EMANLEL: But what appears here is
i ndi vidual consent and community consul tati on.

MR CAPRON I n the previous box.

DR MJRRAY: Yes.
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DR EMANLEL: Ch, | amsorry. | did not
correct all of those. Sorry.

DR HOLTZMAN It is supposed to be community
consul tation.

DR EMANLEL: Consultation, yes.

MR CAPRON R ght.

DR EMANLEL: | apol ogi ze.

The reason | did not do a search/find repl ace
is because it al so appears in the individual context.

DR MJRRAY: Yes.

DR EMANLEL: W have distinguished these from
cases where in the nature of the research you need
individual identifiable -- so, for exanple, famly
pedigrees is the paradogmatic case in this situation or you
have particul ar sanpl es where you keep going back to a
person and get either nore sanple or different kinds of
sanple, or do additional tests. So it is just an
i ndi vi dual basi s.

In those two cases the nain -- the main
difference here is full 1RB reviewand full inforned
consent because it is potentially individually -- | nean,

t he researcher knows who that individual is. The
researcher knows. It is done with a specific

identification. Even in the famly pedi gree where all you
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know i s daughter nunber five, you know, daughter five-
years-old, you have the potential to clearly identify them
That is the previously collected sanples. The ones in
storage now either fromresearch or fromclinical care.

Now the future offers us opportunities --

Sorry, Steve.

DR HOLTZMAN Can | just take one step back?

DR EMANLEL: Yes, please.

DR HO.TZMAN Just to explicate sone of our
reasoning. W did start by saying with respect to extant
sanpl es that nmaybe there was an in principle distinction
bet ween those coll ected and the research context of those
versus those collected in the clinical context. So we then
asked oursel ves so how woul d that play out and why woul d it
be different, and I do not have to rehearse the argunents
for even why they are different.

But what we concluded was that the collection
in the clinical context there was essentially no consent
for future research. In the context of collectionin a
research context, even though they had agreed to engage in
a research enterprise, they had not engaged in the consent
of future research enterprises which were not envi saged and
so that was norally no different than having not consented.

So, therefore, we coll apsed those together and



N

o o A~ W

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

24

57
said, "Wiat are the |levels of inappropriate consent that
woul d be inportant?" W said, "Wth respect to if it is
anonym zed that no consent was necessary because there was
not the potential for harm"” | amnot going to get into
about the wonging aspect here. | amjust stating the
concl usi ons.

And that with respect toif it was going to be
research in which they would be identified consent was
necessary because even if there had been a general consent
to future research it was not |ogically possible to have
been an informed consent because they coul d not have nade
an assessnent of the risks, harns, benefits, et cetera, to
research that had not been envi saged.

DR ENVANLEL: Thank you. That was excel |l ent.

In the future the main difference is that we
can change the consent process for clinical collection as
wel | as research collection and these are not settled
categories as you heard.

But if you tal k about situations where people
are comng in for clinical care and there is no plan or
known research to be associ ated, again we coul d divide
these into two different categories. | think generally one
should identify that any tine you are going to -- any

situation where the individual is going to be identified we
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have agreed there should be full informed consent or
potentially identified, even if in the results they are not
going to be identified, but if sonmeone coul d wal k back
either because it is a rare disease or the way the pedi gree
is laid out.

Two, sanples that are to be used in an
i ndi vi dual | y anonynmous manner, the issue here is what kind
of individual consent should there be. And out there in
the debate there are sone peopl e who want the current
system no consent or the one line that is in the sort of
general consent when you cone into a hospital. There are
sonme peopl e who want a full infornmed consent down to, you
know, | give permssion to this specific researcher to do
this study but to no one el se.

Contrary to what is witten here | think our
general viewis there should be a general consent for
research or a general consent to have their stuff not for
research. W have tried to work through sone general --
what those consent forns would look like and | think, in
general, they turn out to be very difficult. The one we
have fromthe Breast Cancer Coalition is specific to breast
cancer. The problemis if you try to nmake it nore genera
for anyone comng into the hospital or sonething |ike that

you find some difficulty.
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DR MJRRAY: Zeke, can | nake just one point
that would go for all of the -- particularly the ones
collected in terns of clinical care?

DR EMANUEL: Right.

DR MJRRAY: Wiether previously or now If
there is on the record that a person did not want their
tissue used for research that preenpts any possible use.

VW do not -- we did not specifically note that in this
tabl e but that shoul d be noted.

DR ENVANLEL: The other thing to note is that
we heard fromBartha Knopers that in Europe or at least in
the Netherlands they were going to a presuned consent with
an opt out. For our reasons we had thought and di scussed
why that mght not be good and it m ght encourage sl oppy
record keeping if you could not identify a record and ot her
r easons.

So | think, in general, we are noving to having
t he general consent process and we had thought through sone
of the problens and difficulties because we had heard from
sone of the people in our mni-hearings about the fact that
they do not renmenber even signing a consent formand they
felt coerced, et cetera.

Now wi t hout goi ng through each of the boxes, |

nmean we can again try to discuss --
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MR CAPRON  How does the general differ from
the present situation? That is to say -- you know, the
assunption is when | went into the hospital |ast year |
signed a consent formthat allowed general use of tissues.
| nean, there was sone | anguage that was not brought to ny
attention but it was there.

I's that what you are thinking about?

DR EVMANUEL: No.

MR CAPRON  You are thinking about sonething

that goes well beyond that. |In practical effect --
DR EMANLEL: Let's say -- let's be clear. e
of the reasons we are not going to full informed consent is

because in many circunstances when you col |l ect your tissue
you --

MR CAPRON  You do not know what the study
will be.

DR EMANLEL: W have no idea what the study --
and we do not want to tie hands today for studies that
mght -- we mght want to do fifty years from now or
whatever. So the issue is what kind of consent can you
have? 1s signing a piece of paper where there is one
obscure line -- and actually sone of us have | ooked at sone
of those lines. They are not nearly as good as you woul d

like themto be currently. So one issue is to nmake that
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much nmore explicit to people to bring it to their attention
to think about ways in which they mght be alerted.

The ot her question is what kind of check offs
or limtations can people provide? Wanting to be
recontacted for future involvenent in studies. Wnting to
[imt it to certain diseases.

DR MJRRAY: Right.

St eve and Davi d?

DR HOLTZMAN  Just to walk through a little
bit of the thinking and here it may be nore ny thinking
than the subcommttee's, | think.

| start in the research studies box of tissue
to be used in the future in an anonym zed manner. There is
the case where we are not saying you just get a -- it is --
since you are in a context of a researcher describing the
specific research the question is whether or not you can
get an open ended consent to future at this point
unenvi saged st udi es.

DR EMANUEL: Yes.

DR HOLTZMAN  Sone have argued in the
l[iterature that that cannot be inforned consent so,
therefore, you should not be able to do it. You can only
use the sanple for a certain study and then you have to go

throwit out, et cetera.
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| think what we concl uded was that it would
elicit to obtain such an open ended general consent to
research in conjunction with the specific consent to the
specific research provided that that open ended referred to
future studi es conducted in an anonym zed nanner.

Ckay. So that is how that box comes about so
even though it says general what we nmean is the specific
study consent plus an open ended general consent with the
opportunity there to say but not research of this nature or
not research of that, that it cannot be given to a
commercial firm it cannot be used for whatever because you
are in a research context.

So the question about collapsing themis now
when you | ook at that which is collected in the clinica
context clearly there is no research protocol you are
describing. Al right. The principle of if there can be
general consent to open ended studies is on the table. Al
right. We think it can be. Al right. W think provided
again that it is conducted in an anonym zed fashi on.

The question then becones to sone extent a
pragmati ¢ question about what |evel of detailed and consent
one can engage in and should engage in, in the clinical
context where we have heard nuch di scussi on about being

sensitive to the patient. Al right. That is the |ast
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thing on their mnd when they are going into the biopsy is
about research. And weighing the -- let ne call it
autonony rights of the individual which we give very
robustly and fully when they are in the cal mat nosphere of
a research context versus when they cone into the clinic
and wei ghing that against the potential for those sanples

just not being avail abl e what soever.

| think that is what we struggled with here
about whether or not to coll apse.

DR MJRRAY: Thank you, Steve. That was very
hel pful .

DR COX So to go one step further that was
t he reasoni ng. So in ny sinple mnded way what is the
punch line? Zeke has filled in the boxes so what is the
punch line, big picture punch line if we |ook at those
boxes. First we have a ton of sanples that were previously
collected. Can we use themor not? Can we say -- okay,
even though those were not -- and that is both fromthe
poi nt of view of research and fromthe point of view of the
clinic, the -- if we are going to use themwith identifiers
we have got to go back and get consent, full consent. |If
we are not going to use themw th identifiers, okay, it is

okay to use them even though we do not have the consent
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right now That is what we are saying. Plus or mnus the
community interest.

What about in the future? Wat is different
about the future? There is only one thing different
because using it with identifiers is no different whether
we are doing it in the future or we are doing it later. W
have not addressed using things with identifiers. Ckay.
Because we have not -- we have addressed it but we have not
made any distinction. The only distinctionis in the
future if we are going to use things anonynously, okay, we
get a general consent from peopl e.

V¢ get that general consent whether they are in
research or whether they are clinical

So what we have done is said the thing that is
different in the future right nowis that the Genetics
Subcommttee is comng down as saying that we agree that
t here shoul d be sone general consent even if things are
bei ng used anonynously.

What we have not done, okay, is changed
anyt hi ng about the status quo fromthe status quo of things
that are being used with identifiers. That is the way I
read the way the boxes are filled in and what the summary
isS.

DR MJRRAY: Zeke, do you want to respond to
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that? It is 9:30 and we are supposed to go to the next
itembut I want to give you a word here.

DR EVANLEL: | think that the -- | mean, there
is a balance here and what -- | think David' s general
picture is right but we recognize that there are going to
be some exceptions and tough cases. The one of you find
sonet hing either serendipitously about someone and you
m ght want to wal k backwards. How -- there is also the
policy issue of how detailed that encryption or how t hat
rigorous that encryption barrier is. And | think those are
i mportant issues.

VW are trying to create a workable policy again
whi ch can be inplenmented by | RB' s throughout the country
and -- because | think realistically we are not going to
have -- these are not the kinds of studies that you are
going to have a RAG like -- because there are going to be
hundreds of themthroughout -- if not thousands of them
t hr oughout the country.

W also -- | think ny final cooment is we need
to -- while genetics is here everywhere, | think ny own
reading is there are going to be just as many studi es that
are not genetic and we need to be very clear about that.
There are a lot of imunol ogy studies. There are a |ot of

studies of new factors that are not at all genetic. So we
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need to be concerned about -- in sone sense the genetic
ones rai se sone i ssues because you can have a genetic
fingerprint but the policy has to be broad to cover all the
itens.

Now, | nean it may be a worthwhile intellectua
exercise to say let's look at the Quthrie Cards and let's
| ook at the pathol ogi cal sanpl es.

What are the kind of different protections you

woul d i ke, Alex, or you think mght be in place there?

Wul d you -- and here is where -- would you in the
pat hol ogi cal -- in the case of the pathol ogy sanpl es want
to have full consent because -- on existing pathol ogy

sanpl es because that is what | think would be required?

| would just say that in ny reading of the
literature no one has suggested that.

MR CAPRON Wiy isn't that a matter of the
choi ce of the subject? |In other words, |ooking at the
breast cancer docunents and the --

DR EMANLEL: In existing sanples?

MR CAPRON  No, not existing sanples. Excuse
me. Future sanpl es.

DR ENVANUEL: But that is what we were talking
about. In existing sanples --

MR CAPRON The existing -- you had noved
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forward to the --

DR EVANLEL: Well, you raised the objection in

the existing sanples first. So let's just tal k about the
existing sanples. | amgoing -- | have a pathol ogy | ab.
It has got hundreds of thousands of sanpl es.

MR CAPRON | would say those can only be
provided on a truly anonynous basi s.

DR ENVANLEL: | ask you what does truly

anonynous nean to you separate fromthe --

MR CAPRON It is not encrypted. Anonynous.

It nmeans that there is -- that you are getting sanples
that --

DR MJRRAY: Could sex go forward?

MR CAPRON Excuse ne.

DR MJRRAY: Male or fenal e?

DR EVMANLEL: Could any clinical infornmation be

attached to the sanpl e?

DR MJRRAY: Age? O could go nothing when you

sai d not hi ng?
MR CAPRON | would say that if there is a
clinical category --

DR MJRRAY: D sease.

MR CAPRON -- and you are asking for a group

of sanples of nmales or fenmales or people within a certain
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age range you can get a group of those sanpl es but anong
the sanples individually there is no encryption.

DR MJRRAY: W are going to have to cone back
to this because | think | disagree pretty strenuously.

DR EVANLEL: | amnot sure what you nean. |
amnot sure what you nean by --

MR CAPRON  Your exanple of the 108 breast
cancer or whatever sanpl es.

DR EMANUEL: Yes.

MR CAPRON Al that you wanted was send ne
your breast cancer --

DR EVANLEL: No, no. Wth attached clinica
information but not identifiers. That is what we are
di stinguishing. No social security, no birth date, but
age, clinical course -- whether the -- | mean the essenti al
i nformation bei ng whet her the cancer recurred or not.

DR MJRRAY: | think we just need to think
about this one because we will cone back to this but | do
not -- we have guests here and | do want to -- we have to
| et our guests speak and | have a feeling the issues wll
cone up as they speak so it is not like we are conpletely
suspendi ng this conversation.

| know Rhet augh had her hand up and I want to

give her the last word now and then we are going to turn to
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DR DUVAS: | think I mght be mssing
sonet hing but ny |lack of understanding mght be useful in
this case. It seens to nme our basic principle is informed
consent and if we have existing sanples and it is possible
to obtain informed consent isn't the question how to obtain
that consent and if there is no way to obtain inforned
consent then there needs to be sone statenent about
exceptions. AmIl mssing the point here?

DR MJRRAY: Well --

MR CAPRON The exception is that they want to
be able to use the sanples w thout any consent.

DR DUVAS. Well, if it is not possible to get
the consent but | amnot hearing that the basic over
arching principle is infornmed consent. And either you are
able to get it or you are not. Nowif you are not able to
get it then you have to tal k about the conditions under
whi ch you woul d be able to use the sanple.

DR EVANUEL: Well, let ne say |I think inforned
consent for sone research studies -- one of the reasons we
made the distinction between using it in an anonynous
manner and used in a potentially identifiable manner is
that in an anonynous nmanner you are not |inking a result

with the person's sanple.
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The second thing is the issue here is it is
i npossible to identify the person or is it possible. Thi s
again is going to be a big spectrum The question is how
much effort is necessary to do that? Renenber inthis --
many of these people will already be dead. WMany of these
peopl e -- you know, 20 percent of Anericans nove every
year. Qutside of a research setting where you are tracking
themfor some reason it is enornmously difficult and you are
not interested in the particul ar person.

| would al so say, Alex, on your remark it is

not us. | nmean, the current policy is no consent. Let's
be --

DR DUVAS: No consent ?

DR EMANLEL: That is the current policy.

DR DUVAS: Al right. Well, then --

DR ENMANUEL: Because this is existing data.

=

DUVAS: Al right. And | will hold ny
conmment s because we are going to talk about this again but
| really would urge that we put as our primary focal point
i nformed consent and how to obtain it.

DR MJRRAY: Steve?

This is going to be the last comment froma
comm ssioner before we nove to Dr. dd.

St eve?
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DR HOLTZMAN  Just to naybe lay out a little
of the thinking here. This is not necessarily the
subcommttee's thinking. | think it is general thinking
about inforned consent. Qearly if you can have it
reasonabl y happen you want to get it.

Then the question is why is inforned consent
inmportant? There may be two el enments to that.
Sinplistically the autonony right of the individual as well
as the protection and the potential harns to the individual
and so then when you | ook at the extant sanples, all right,
you then ask the question pragmatically the value to
soci ety of doing research versus the cost and difficulty of
goi ng back and getting the consent and that if you protect
t hem agai nst harm by anonym zati on or conducting the study
in an anonynous nmanner, all right, that that protection
agai nst harmplus the value to soci ety outweighs the
autonony interest. | nean, bottomline | think that is the
ar gurrent .

DR DUVAS. | think you are getting to the
whol e i ssue of who makes that deci sion.

DR HOTZVAN Al right.

DR MJRRAY: Dr. Susan Ad has joined us.

Thank you for your patience and thank you very

much for taking some tine this norning to cone speak with
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us.

GENETI GS RESEARCH AND PROTECTI ON OF HUVAN SUBJECTS

DR AD Wll, thank you very nuch for having
me here and participating in this lively discussion.

DR MJRRAY: You are going to be asked to nove
the m crophone -- pretend you are a rock start and have
that thing inright in front of you. Gkay. Thank you

DR OD Is it okay? | think it is going all
right.

| amhere today to talk with you about how the
National Heart, Lung and Blood Institute at the NHis
grappling with sone of these sane issues. | believe you
have all received a copy of our report fromour Speci al
Enphasi s Panel .

So over the | ast several years the Nationa
Heart, Lung and Blood Institute, or the NHLBI as we are
usual ly called, has becone increasingly aware of extensive
resources we have in our clinical and our popul ation
st udi es.

The NHLBI is supporting a | arge nunber of
popul ation studies for a very long period of tine where
stored sanpl es have been coll ected and al so future research
down the road and so what we were very interested in is how

can we use these stored sanpl es and how do we construct
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future studies to provide the wi dest opportunity of use of
t hese sanples for the public good and furthering public
heal t h.

So with the progress of the Human Genone
Project, both in terns of sone of the resources it is
devel opi ng and sone of the analytical tools it is
devel opi ng, our popul ation studies and our clinical
studi es, the sanples fromthese studies are becom ng
i ncreasingly valuabl e and very highly sought after.

So one of our goals was to -- how do we take
t he bi ggest advantage of these sanples. Wat are the
opportunities out there for using these sanpl es and what
are the obstacles to using these sanples that NH.BI has
stored along with al so how do we do future research?

So the NHLBI convened a special enphasis pane

called the "Qpportunities and hstacles to CGenetic Research

in NHLBI dinical Studies." This panel consisted of a

| arge nunber of individuals involved in various aspects of

research and you can see the roster in the back. It covers

all the participants -- all the various interest groups
involved in collecting sanpl es and usi ng sanpl es.

The guiding principles of this panel were
provide the NHLBI with feasible, inplenentable,

recomendati ons to supporting genetic research in these
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sanpl es, to take into consideration all the various aspects
involved in using these sanples. |In other words, the
various interest groups, the participants in studies, the
investigators that collect the sanples, and the public
good. And then also the goal -- one of the goals was to
use a carrot not a stick to help people share these

r esour ces.

It says right here in the overview one of the
key issues is how can NHLBI's val uabl e data and sanpl e
coll ection be made available to the broadest scientific
community while maintaining the privacy and the trust of
the study participant and what barriers exist, either
fundi ng, sanples, control, and how can they be overcone.

So this coomttee identified four key areas on
how t o nake sanples wi dely available to the comunity,
dissemnating information, getting information out there on
an NHLBI studies, what studies do we have avail abl e t hat
peopl e coul d use sanples from how do we ensure that there
are adequate DNA resources, in other words establishing
imrortalization and repository services to use these
sanples, facilitating collaborations and putting in al
smal| grants to share resources, to further pilot studies,
to get collaborations set up, and al so protecting human

subjects, and that is what | amgoing to be addressing
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nostly obviously with this group today.

So the protecting human subjects section of the
report starts on page 13 and as this commttee has done the
panel broke the discussion down into the two areas,
prospective studies and retrospective studies. In other
words, studies that the sanpl es have al ready been coll ected
or they are ongoing-ly being collected in our |ongitudi na
studies, and in the future, studies that have not actually
started yet and how do we deal with those sort of things.

So the panel thought that there would be ngjor
benefit to the individuals and to the public by
facilitating research on stored sanples so that there is
where they started with their premses. How do we
facilitate using these stored sanples and how to go about
doi ng that?

And that the policy should be based on the
premse that there is major potential benefit to the public
and this nust be wei ghed very carefully against the risks
to the individuals who do volunteer for these studies, and
here | amtal king nostly about research, not about clinical
sanpl es, al though that does happen obviously in some of our
studi es where we have |lung reduction studies or that sort
of thing where you do end up getting pathol ogi cal tissues

but nostly it is based on our |ong-term epi dem ol ogi cal
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studies and our clinical trials where blood sanples are
bei ng stored for biochemcal analysis and how do we change
that into doing genetic analysis. How do we nove this
forward

SO just to junp to the punch line, and how this
panel recommended, was that for ongoi ng i nconpl eted studies
or retrospective studies on stored sanples that the NH.BI
shoul d encourage shari ng anonynous or anonym zed speci nens
and we use the definitions fromthe Amrerican Society of
Human Cenetics, anonym zed -- anonynous neans that they
were collected with no identifiers to start wth.

Anonynous neans that the identifiers have been cut and
cannot go back

These sanpl es shoul d be shared in this fashion,
anonynous or anonym zed, in studies where the study -- the
new study is broadly related to the consent that the
original participants signed. So, in other words, we have
| arge studies where we are | ooking at heart disease and so
sonebody el se who would Iike to use these sanples to do
genetics of heart disease they could be shared in an
anonynous fashi on.

Now i f the new investigators decide that they
would like to use these sanples but they would |ike to get

nore information fromthe participant or they would like to
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know sonet hi ng about the participant or that the result
that they are going to get mght inpact and they would |ike
to eventual |y go back then they would need to put their
proposal to the IRB and to -- if they needed to use sanpl es
to do a new study where it was not specifically stated in
the original inforned consent where a | ot of our
epi dem ol ogi cal studies in stored sanples do not have
genetic consent.

So you want to go -- if you need identifiers --
and one of the reasons you mght need identifiers is that
let's say you collected studies to do hypertension and now
you want to |l ook at renal disease because it is related to
hypertension. So that can be considered broadly rel ated.
But let's say you wanted to | ook at pul nonary function and
that is not really considered broadly rel ated, you woul d
need to go back to your IRB. Ckay. So that is why you
m ght want to go back

Now for the new studies the inforned consent
shoul d be obtained for all new studies whether they are
intended to do genetics or not, or clinical trials, or
epi dem ol ogi cal studies, should be obtained to facilitate
doing future genetic studies whether it is anticipated or
not just to allow the door to be opened. And that these

i nformed consent docunments shoul d be organi zed in a | ayered



N

o o A~ W

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

24

fashion and this is outlined on page 16 on how exactly what
they nean by a | ayered consent.

Essentially in the first consent that a person
agrees to is to do the parent study, do the study on
hypertension. This is we are going to do a genetic study
on a hypertension. The next layer is to do broadly rel ated
research related to hypertension. W want to | ook at
obesity. W want to |look at stroke. W want to | ook at
renal disease. These are all related to end stages of
hypertension. And then the final |ayer of consent woul d be
to do essentially the broadest possible anything. Now the
participant obviously has the right to say, yes, | agree to
the current study but I do not want you to | ook at stroke
or | do not want you to | ook at cancer, or | do not want
you to |l ook at nmental disease, and can backtrack, and then
that would be part of the data file of what can be done
with the sanple.

Al the way through in each part of the |ayered
consent the participant agrees the sanples to be stored, to
be done, each one of the parts, and to be recontacted,
which | think is an inportant part especially if you decide
to send it on anonynously or you decide to have a new
col l aborator conme in to do sonething identified, you want

to be able to go back and get a new consent fromthe
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i ndi vi dual s.

And then the final recommendati on is NHBI
provi de an exanpl e of what a | ayered informed consent woul d
be and nake that wi dely available and put it on the web or
sonmething like that so that investigators could use that to
start the process of witing their informed consents for
their future studies to go before the IRB

| would like to say that these recommendati ons
were put forward in, you know, agreenment by this diversity
of people involved in all the different aspects of research
bei ng genetic or epidemological, or lab, or ethics, and
al so this docunent was circulated to our investigators
involved in our large community and clinical trial
popul ati on studies, and especially with those who have an
enphasis in mnority and under represented popul ati ons, and
so this was seen in draft copy by a | arge nunber of people
and it did cone back that this was an appropriate direction
to go into.

VW have al so begun to inplenment this | ayer of
informed consent approach. In several of our studies we
have an ongoi ng hypertension study that uses a | ayer of
i nformed consent and sone of our |ongitudinal studies such
as Fram nghamis going back and instituting in their next

cycle a layered infornmed consent. W have not had any
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barriers to this. It has not been deened that this is too
difficult for people to get through this. | think when
peopl e are given the choice of what they are doing they are
much nore open and rmuch nore interested in participating in
genetic research

SO will -- 1 can talk about part of the
report or focus on anything | have just said.

DR MJRRAY: | see Zeke, Harold and Carol

DR ENVANLEL: And Bernie.

DR MJRRAY: Bernie. This is Zeke. | see Zeke
but Bernie was the one who wanted to speak. Sorry.

Ber ni e?

DR LO It is the first time Zeke and | have
ever been msidentified.

DR EMANLEL: It nust be those genetics.

DR LO | wanted to thank you for comng and
al so thank the NHLBI for doing this. | have a coupl e of
questions that relate to the issues that this commssion is
tal king about. First, on page 15 you say in the bottom
sentence, "The advi sory board investigators shoul d seek
advi ce about consent issues fromnenbers of the group whose
tissue is being studied."”

W are discussing sort of a nore robust concept

of community participation where it is not just "shoul d"
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but "nust,” and it is not just seeking advice but actually
havi ng representatives of the people who are going to be
studied participate in the design, planning and actually be
part of the steering conmttee or whatever.

So ny first questionis if you could discuss
with us sort of exactly how nmuch participation you thought
was desirable and useful .

DR QO  Sure.

DR LQO The second issue has to do with the
consent for new prospective studies. | like very nuch the
| ayered approach and the idea that we should try and nake
it work and see what works and what does not but err on the
side of giving people nore choices rather than fewer.
However, | amconcerned that we are putting again so nuch
enphasi s on the consent docunment, the form and not on the
process of discussion, and | think, you know, with the
successful large prospective trials it is a relationship,
it is aprocess, it is not a consent form | amwondering
how we can sort of get away from our obsession with getting
the words right on the page to really getting investigators
in studies out to talk to patients in ways that they will
understand, which is, you know, just a lot harder than
getting a nodel formon the web which everyone can copy but

that is not the sane as the consent process.
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DR QD MNo, you are right.

Let ne go to your first point and that is
community involverent. NHLBI has in the past for our
epi dem ol ogi cal studies has |arge participation from
community invol verrent. W have a Strong Heart Study which
is with the Arerican Indians and they are part of the
steering coomttee. They are part of the process of
deciding protocols. They are very active participants and
| think one of the reasons that this is in here is due to
havi ng special communities |ike that involved already in
our epidem ol ogical studies. W expect themto have al so
input in our genetic studi es.

W are currently in the process of setting up a
study exclusively in African Anericans in cardi ovascul ar
di sease. They are also part of the process of defining the
protocols, the study cohort, and on the steering commttee.
So NHLBI has already taken that step in terns of including
the community in setting up a study and i nvol venent .

| think on sonme of our studies where we are
| ooking at a nuch -- we deal pretty nmuch exclusively with
conpl ex di seases on -- not exclusively but a | arge nunber
or things that are conpl ex di seases and who exactly is the
community of people with hypertension and where do you go

to get community invol venent and how do you st udy
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hypertension, and in trying to determne the genetics of
conpl ex di seases you need to | ook at vast nunbers of
peopl e, you know, if you are | ooking at any sort of asthna,
any sort of large disease that you are tal ki ng about huge
networ ks of investigators spread out all over the country
and all over the world as it is and sonetines defining what
the community is, is difficult.

They al so recogni ze that doing just your
standard epi dem ol ogi cal studies you could -- the results
that come out of those put individuals at risk. You find
that African Anericans have higher rates of salt induced
hypertension. You find that wonmen -- nen get heart disease
faster than wonen, that there are -- the community can be
wonren and the comunity can be nmen so in those sorts of
sense it is difficult but where they are identifiable
communities we do al ready seek input.

The consent form the |ayered approach, | think
that by having a | ayered approach at | east what we have
found in the current study where it is being used it does
require a much greater deal of interaction between the
clinic staff and the partici pant because you are getting
sonet hing that they have never seen before. And in a large
nunber of our studies we are recontacting, we are bringing

-- you know, we have sonebody from Fram ngham com ng back
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to do the Famly Heart Study that is now in hypertension,
you know. These peopl e are being used over and over again.
They have seen these things a lot. This is new and so they
do ask and | have been in clinic site visits where they sit
down and they are di scussed.

| think that what this mght conme out of is
that there is the perception that if you do not get
everything down in witing you cannot do anything. So |
think that is why there is so much information but | think
that the idea is this provides the stepping stone for
interaction between a clinic staff nenber and a
partici pant.

DR MJRRAY: D ane, you had -- is this a direct
followup or will it be quick?

DR SCOIT-JONES: This is just a quick request.
Coul d you send us a report of your efforts to involve the
ethnic communities that you nentioned, the Native Anericans
and the African-Amrericans in those particul ar studies.

DR QD Steering comittee neeting mnutes or
| amnot sure what exactly you would --

DR SCOIT-JONES. Just anything that woul d give
us a good sense of how you --

DR OD Howyou do it.

DR SCOIT-JONES: -- acconplished it.
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DR MJRRAY: Right.

Harol d was next.

DR SHAPIRO Just a snall clarifying question.
The question of your recommendati ons on page 15 deal i ng
with retrospective sanples. It was not clear to ne and |
apol ogi ze, you may have said this and | may not have read
this quite carefully, not yet, that if -- excuse nme. It
was not clear to ne if there were any circunstances that
requi red new consent forns for -- or new consent, new
i ndi vidual consent for nmaterial fromretrospective studies.
| know they have to recontact IRB s under certain
situations and they nmay have to recontact people if they
are identifiable and so on. But is there any further
requi renent under these recommendati ons for a new consent?

DR QD These requirenents do not
specifically say that. Wat they say is go back to the IRB
and presumably the IRB would say to do this study you woul d
need a new consent.

DR SHAPIRO So that is up to the IRB
according to this.

DR QD But certainly the NHLBI cannot -- it
is controlled at the level of the IRB. It is not at the
governnent |evel. But --

DR SHAPIRO Thank you.
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DR MJRRAY: Let ne tell you the plan right
now. | have Carol, Steve and Zeke is indicating a desire
to speak or to ask questions of Dr. Ad. W had a break
schedul ed for about 10:10. | think we should try to take
that if Patricia Barr is willing to be the first speaker
after the break. So that is the plan.

Carol ?

DR GREIDER | think that Berni e asked nost of

the questions that | had regarding the invol verent of
comuni ty al t hough anot her question that | had was
regardi ng your |ayered consent form | amwondering

whet her the issue of research versus clinical cane up there
with regard to how practical it is to get a very detailed

| ayer of consent in a clinical situation as opposed to in a
research situation. In research situations you can sit
down and talk to the person, et cetera. D d that issue
cone up?

DR AOD MNo. It was discussed specifically
for research. It was howto facilitate research and to do
geneti c studies.

DR GREIDER A though you did nention that
sone of the sanples do cone fromthe clinic.

DR QD The najority of the new studies that

we woul d envi sion being set up to be part of this would be
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a research although there is nothing to say that it coul d

not be attenpted in a clinical situation to get sone sort

of layered approach. It is not really a very conplicated
thing. It |ooks conplicated and it sounds conplicated, and
in practice it has not -- we have not had anyone refuse

anything or have any problens with it and it has been in
effect for a couple of years now.

DR MJRRAY: Steve?

DR HOTZMAN | would like to just try to
focus then if | can on where | think -- | would like to
focus if possible on where | think your recomrendations are
simlar to what we have said and where they are different,
and maybe try to elicit the differences in thinking.

Wth respect to the prospectively collected
sanples | believe we are very, very simlar in our thinking
at least with respect to those which are collected in a
research context |eaving open whether we think those
collected in a clinical context can have such a robust
consent process.

Wth respect to the extant sanples you have
focused on the sanpl e bei ng anonynous or anonym zed ver sus
our focus on the research being conducted anonynously or
encrypted, what you call identifiable using the ASHG

cat egori es.
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You al so make a distinction between broadly
rel ated research versus any research. W did not make that
distinction. W said if research could be done in an
anonynous fashion -- let's forget about that for the nonent
even anonynously -- any research. W did not think that it
required that it be broadly rel ated.

You have not said -- as | think you have
answered the question -- you have not said if it fails to
neet these conditions therefore go to a consent process.
You have said go to an IRB. Al right. Arguably what they
woul d cone back with is go to a consent process or mnaybe
sonething different.

Then the last thing that is -- | want to try to
understand this and maybe how you are thinking, take
sonething |like the | arge epi dem ol ogi cal studies you
support, Fram ngham et cetera, et cetera, it is in the
nature of those studies that the sanples have to be
identifiable because they are |ongitudi nal studies. You
are continuing to collect information. So that effectively
what we proposed or was suggested is that if someone wants
to undertake a study using Fram ngham sanpl es and they are
encrypted we could go ahead and do that w thout individua
consent .

According to you, your suggestion here, the
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Fram ngham sanpl es coul d not be used in an encrypted
fashion, all right -- no, I should not say that -- you
woul d have to go to the IRB because in their very nature
they are not anonym zed.

DR QD Yes.

DR GREIDER  kay.

DR QD (Going back a little bit, | think that
t he approach that this group took was how do we get these
sanpl es used. This was the baseline, was if the sanples
can be used how can we use themand they do say in here,
you know, if it says in the inforned consent they are to be
destroyed this does not pertain at all so you cannot do
research period whether it is genetic or not.

DR HOLTZMAN  And that was the backdrop -- it
is a backdrop assunption for us as well.

DR OD Rght. And so -- but I think that
the underlying premse of this is that sonebody has done a
study somewhere on these sanples, Fram ngham Eric
Strongheart, Honolulu Heart, they are sitting there
sonewhere. Sonebody has done a study of nongenetics or
sonet hi ng and now sonebody wants to cone in and do
sonet hing genetic. And so the -- obviously the parent
study has identifiers. They are doing their study.

But the new person comng in, whether they are
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wlling to do, you know, |ook at the frequency of sone
allele in some certain popul ation, they do not need
identifiers, but if they want to cone in and they want to
find inthis, that and this certain pol ynorphisns they will
probably need identifiers. They would have to go back to
the IRB wth a whole new proposal and it would be up to the
new study comng in to the parent study -- now the parent
study does not lose their identifiers. | nean, these
sanpl es are identifiable because they are for a research
study but the new study comng in would either obtain
identifiers or they woul d be anonynous dependi ng on what
their proposal is and then how do they proceed.

DR HOLTZMAN Ve need to be very clear on
that. Now if the Framngham-- at |east ny understandi ng
i s the Fram ngham sanpl es are not anonymzed. |If | come in
and say | would like to use those sanples, all right, | do
not care about having identifiers. Even with respect to ny

use those identifiers are stripped.

=

QD Wth respect to your use.
HOLTZMAN M/ use.

QD Right.

HOLTZVAN  Ckay.

AGLD.  You woul d have no --

33 3 3 3

HOLTZMAN Al right. So in your
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conceptual framework are those anonym zed?

DR QLD Those are anonym zed.

DR HOLTZMAN  Ckay.

DR QO They are not anonynous. They are
anonym zed.

DR HOTZMAN Al right. So even though it is
in principle possible to go back?

DR QD It has to do with your discussion
already this norning of how high is that wall.

DR HOLTZMAN Ckay. So --

DR QD Yes.

DR HOTZMAN  -- | think that is inportant
because we are not being clear then in our distinctions,
right, because you now go to where you took the
di stinctions, right, which are fromthe Amrerican society,
right --

DR AOD R ght.

DR HOLTZMAN It is on page 13, right.
Anonym zed were initially identified but had been
irreversibly stripped of all identifiers or inpossible to
link to their source versus identifiable which is what we
call research conducted anonynmously or in an encrypted
fashion. Al right.

DR AOD But | do believe that this commttee
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assuned anonym zed was as it was being passed on, that it
was not -- the stored sanples were not anonym zed, the new

study was anonym zed.

MR CAPRON  But they would have to encrypt it.

DR QD It is encrypted and there are -- we
have a variety of ways where you pass it through several
nunber codes and you end up with one and then you throw
away the thing in the mddl e and then you cannot go back
because you have got three | ayers of nunber codes to get
t hr ough.

DR COX Steve, the distinction with respect
to our subcommttee is that these were anonym zed but the
resear cher cannot go back, okay, as opposed to encrypted,
okay, where the research, okay, does not know.

DR AOD R ght.

DR COX But it is possible to go back.

DR EMANUEL: No, no.

DR AD And | would say encrypted is
identifiable.

DR EVANLEL: That is not true, David. It
depends -- critically -- this is an encrypted sanple. The
question is what kind of encryption you have.

DR COX It is an encryption so that the

resear cher cannot go back and no one can go back.
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DR HOTZMAN So | think we need to be -- you
know, as we | ook --

MR CAPRON The termof art is anonym zed.

DR HOLTZMAN Vel l, okay. So as we went
t hrough our discussion before we got to the issue of the
resear cher being able to go back, for clinical purposes |et
me call that, that you nade a di scovery should you be able
to go back to the patient and help them Before we even
got to that whol e issue the notivation for not having, |et
me call thempurely anonym zed, the notivation for a notion
of encryption was that as epidem ol ogi cal information
accrued over time to the sanple that could be inportant to
the research and that we wanted that to be able to pass
t hr ough, okay.

So com ng back to ny exanple, fromwhat | have
heard | conme to you, all right -- by the way we have done
this. W have cone to you, right, and said we want access
to the Fram ngham sanples. W get themin from our
perspective, mllenniums perspective, in anonynous
fashion, right. W do not know who the heck we are -- they
are.

But it would be really nice as we are doi ng our
research if additional |ongitudinal information accrues to

what for you is sanple John Jones for ne is sanple
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what ever, that information floats through and that was our
primary initial notivation for that even though there is --
why not pure -- not purely anonym zed but encrypted so the
epi dem ol ogi cal information flows through.

DR OD Rght. So --
DR HOLTZMAN -- so in your terns if
epi dem ol ogi cal information continued and can fl ow t hrough

to the sanple --

DR EVANLUEL: Wthout identifiers.

DR HOLTZVMAN -- without identifiers, is that
anonym zabl e?

DR OGO No.

DR HOLTZVMAN  That is not.

MR CAPRON It is identifiable.

DR AGD That is not -- if -- and the

researcher has to decide --

DR HOLTZMAN  Ckay.

DR QD -- if for some reason you need to
know sonet hi ng about those participants then that is
identifiable.

HOLTZVAN  Ckay.
QD And that is not anonynous.

HOLTZVAN  Ckay.

33 3 3

AQD And it is up to the researcher to
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decide if you truly want sonethi ng anonynous or anonym zed
you are not going to go back, you cannot go back, and if
you want that possibility then it is not anonym zed.

DR EVANUEL: Wit a second. W are confusing
things and | think we need to be clear. Because you are
getting additional information does not necessarily nmean
you can wal k backwards. The whole thing that the NSAis
worried about, right, with encryption is that it can go one
way and they cannot find out goi ng backwards.

DR AOD R ght.

DR EMANLEL: Even though conti nuous
information can flow they cannot go backwards. So just
because you can get nore information does not correl ate
with as | have heard repeatedly with being able to wal k
backwards. W need to be clear. Your way of encrypting
three different nunber codes, you throw out the m ddl e one,
does nean you cannot ever go backwards.

DR QLD Wiich neans that you cannot have
further data flow

DR EVANLEL: R ght. But there are other ways
of having further data flowthat still prevent you from
wal ki ng backwar ds.

DR QD Sure.

DR EMANUEL: And we need to be cl ear about

95
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t hat because these are not equival ent phrases and we keep
tossing themaround equivalently. In our proposal or
suggestion or thinking about this the possibility of having
continuous information updates, as long as it is stripped
of identifiers, still makes the research to be done in an
anonynous manner. If | understand you correctly that is
not possible in your's even if you cannot wal k backwards.

DR MJRRAY: That is correct.

DR EVANLEL: And that is one of the reasons --

MR CAPRON It is the category.

DR EVANUEL: What | would say is that is one
of the reasons we threw out these categories.

DR AOD Raght. | think what this group is
saying is that if you want that possibility you should run
it by an IRB

DR EVANUEL: W do not disagree with that.

DR AGD | nmean, that -- and that is what our
distinctionis, is that it should be run by an I RB and, you
know, if the IRB says, "Ch, we consider that anonym zed
even with further data flow " then that is what the I RB
says but it should go through the board.

DR EMANLEL: Ckay.

DR HOTZMAN But | think this is a very

useful discussion because as we cone back to the points
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Al ex had been making it is to focus on whether the sense of
anonynous versus encrypted that is inportant from your
perspective is that additional information flowi ng or the
wal k back possibility.

DR MJRRAY: W need to -- it is obvious to ne
that we need to be crystal clear in our report that we nake
these distinctions clear and why we choose what ever we
choose in the report to adopt one particul ar way of
construing it for policy purposes and that is really what
in the end we are tal king about .

This is being -- this is very hel pful.

Zeke was on the list. | do not know -- is that
what you wanted to say, Zeke?

DR ENVANLEL: Al the questions were asked.

DR MJRRAY: Ckay. W are comng up -- Carol?

DR GREIDER | just want to make one quick
poi nt again getting back to the issue that we were using
the term"used in an anonynous fashion" and reiterate that
| think that that is a useful termbecause | think that
what we were just hearing we would define that as used in
an anonynous rmanner. |f you use the term "anonym zed" that
to me is nore confusing because there are sone peopl e using
the exact sane tissue in one way and some ot her peopl e

usi ng the exact sane tissue in another way and | think that
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that -- keeping that distinction is a good idea.

DR MJRRAY: Bernie wanted to say sonet hing.

DR LO Yes. | want to nmake a suggestion for
the commssion. Qur discussion is predicated on an
accur at e understandi ng of what encryption is possible, what
the risks are, you know, is it possible to have -- how
feasible is the technology to all ow us one way transfer
wi thout reidentification. | think we should ask an
encryption conputer person to conme and talk with us to
first teach us sort of what is the state-of-the-art and
what is likely, and also just to ensure that we are not
sayi ng sonet hing that sounds good on paper but is just not
feasible or inaccurate froma technical conputer point of
Vi ew.

DR COX. Ten seconds?

DR MJRRAY: Yes.

DR COX This has been extrenely hel pful
because it is this issue of flow through of additional
information that is encrypted.

DR MJRRAY: Right.

DR COX And how much additional infornmation
can flow through and have it really be anonynous, that is
when the researcher does not need a cl ose personal

rel ati onshi p, okay, with the subjects. That is the nane of



N

o o A~ W

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

24

t he gane here.

DR MJRRAY: Wll, there are actually two -- at
| east two different neetings. | think Zeke did a nice job
but | et nme reenphasi ze t hem

e is how nuch information is stripped from
the sanple as it is sent forward to the researcher? @ ven
what we know about the set of sanples that are out there,
given publicly or otherw se available to researchers
dat abases or sources of information, can the researcher get
back and learn the identity of the individual? That is one
inmportant nmeaning and | think our -- that is key for us.
Sanpl es used in an anonynous manner in our -- ny
understanding of it at least would say that if, in fact,
the researcher gets sent the tissue wth whatever
acconpanyi ng i nformati on cannot reasonably discover the
identity of the individual, that for ne would be in an
anonynous nanner .

A second issue is does anyone retain a kind of
encryption key that woul d enable themto either send
information further forward and/or be used to di scover who
the sanple is linked to. That is a second question so it
can be -- you can have research -- you can have sanpl es
used i n an anonynous nmanner by the researcher with or

w t hout sone existing key and there mght be -- there would
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be reasons for and agai nst having such a key in different
Ci r cumnst ances.

DR COX That is your formulation. That was
not the formulation | was just making. The formulation I
was just nmaking was viewed in a different way, which is
| ook at the anount of information that flows through. If
at the end of the day that you are asking for all the
i nformation besides the person's nane and social security
nunber to be updated to you on a regul ar basis, okay, even
t hough you are saying that it is anonynous | am
guestioni ng, okay, what that relationship is that you are
really having with the individual patient.

DR MJRRAY: That is the first thing.

DR ENVANUEL: Well, let's just think through
sonething |ike Framnghamor the Nurse's Health Study. You
get sone physical exans on an every two year basis | think
on the Nurse's Health Study. That information mnus who it
is then goes through a machine to encrypt it and is
attached to a nunber. That does not require the researcher
having any relationship. It does require an infrastructure
of the researcher sending out the surveys, data inputting
it, but the researcher who | ooks at the data at the other
end, right, has no idea.

Now how difficult or whether it is literally
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i npossible, and again | think this goes froma -- it is not
even -- | nean, inpossible, | guess, nmeans just nany, many
years w th, you know, super conputers out to -- you know,
it is pretty difficult. 1t wll take someone who really
wants to know a few weeks to do it. Howdifficult that is,
is the issue.

DR QGOX | get you, Zeke.

The next step, and that is fine, soit is just
| i ke prepackaged stuff you get.

DR EMANLEL: Right.

DR QCOX But then you say, you know, | would
actually like you to go back to the person and find out a
l[ittle bit about this. | do not want to know who they are
but I want you to ask thema specific question for ne.

DR EVANUEL: Well, but in ny view, David, that
changes the research conpl etely.

DR COX Well, but that is still anonynous
under the way that NBAC is tal king about it right now and
that is areally different issue for ne.

MR CAPRON Tom on a separate paragraph for
Susan, to pursue Steve's |line of questioning, on page 15
t he paragraph begi nning "No specinen"” it seens to ne that
that is another basic difference in the use of already

col l ected data fromthe approach that the subconmttee has
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recommended so far here because as | read this unless the
research -- the present research is broadly related to the
goals of the original study, that is to say the origina
basis for collecting the tissue, it cannot be permtted
even with anonynous dat a.

I's that a correct readi ng?

DR MJRRAY: Yes.

MR CAPRON It does not say go to the IRB. It
just says, "No specinen.”

DR MJRRAY: | think that is a correct readi ng.

DR b | --

MR CAPRON And that is a very, very sharp
di fference because al though David Cox is a nenber of both
groups, in this group as of now the subcommttee i s not
taking the view that Rhetaugh had rai sed before, which is
every effort should be nmade to contact soneone if you are
usi ng a speci nen that they have not said you coul d use the
way you are going to use it but has rather said the stuff
is all there and as long as it is anonynous you do not need
any IRB review, you do not need any consent, you do not
need any community consultation, you can use it, and then a
ot nowturns on the last 15 mnutes of conversation about
what anonynous neans but that -- and this says, "If you

collected this to study pul nonary dysfunction and soneone
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is comng along and wants a bunch of sanples to study |iver
di sease you cannot give it to themfor that reason.”

DR OD MNot exactly. The way this --

MR CAPRON This policy is --

DR OD -- policy is set upis that if you
want to do that you need a whole new study. You need to go
to your IRB. You cannot use an anonynous -- unless the --
you know, unless that is part of the I RB but you need to go
to an IRBwith a new proposal to study those stored sanpl es
to do studies that are not broadly related to the reason
they consented to in the first --

DR HOLTZMAN  But you do not have consent.

MR CAPRON  Now you have confused ne.

DR HOLTZNMAN  Yes.

DR QD Wll, you do need --

MR CAPRON This says, "No speci nen can be
used.” It does not say except with | RB approval.

DR HOLTZVMAN Al ex? A ex?

MR CAPRON So | amtrying to -- | amnot
trying to argue with you but in -- what is that? Should we
read that an IRB may give permssion for an unrel ated study
to be done?

DR HO.TZMAN The focus on the parentheses in

the first conjunct, in the first disjunct, right, you have
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got an unless a new consent can be obtained in the first
di sjunct but you do not have it in the second.

MR CAPRON  Wiere?

DR HOLTZMAN  Ckay.

DR QD And that nmay be due to several
rewitings of this paragraph but | think --

DR HO.TZMAN So did you --

DR AOD | think that what -- | think the
intent is that as it states earlier in here that if it is
not broadly related to the original consent you cannot use
it for future studies w thout doing extra efforts.

MR CAPRON But the extra effort would be
getting a new consent.

DR QO Cetting a new consent, going to an
|RB with a new proposal, yes.

DR DUVAS. It does not say --

DR OD It does not say that. You are right.
You are right.

DR DUMAS. It says get a new consent.

MR CAPRON It says if they say you coul d not
use it and you now want to use it you have got to get
consent. If they said you could use it for a study of
pul nonary di sease and you now want to do an unrel ated study

you cannot use it. Are you saying that is not what it
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says? Wat it says is you cannot use it unless the IRB
says you can use it?

DR AGD | think -- yes, | think we are
getting into sonme senmantics here. | think that you cannot
use it anonym zed --

MR CAPRON | do not think this is senmantics.

(S mul t aneous di scussi on.)

DR AD You cannot -- it is not covered under
using it anonymzed. It is not covered under this part
that says that sharing can be done if it is anonymzed. |If
it is not related to the original inforned consent you
cannot use it anonym zed. You need to do these other
things that it tal ks about.

MR CAPRON Wiat other things does it talk
about ?

DR OD G tothe IRB.

DR MJRRAY: | think | detect a | evel of
fatigue setting in and we really do need to take a break.
| want to thank Dr. Susan Add very much for com ng.

DR QD Thank you very much.

DR MJRRAY: Can you stay for a while, Dr. Ad?

DR QO  Sure.

DR MJRRAY: Thank you.

V& will reconvene in -- | have about 21 after.
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Ve will reconvene -- try to reconvene at 10: 30.

(Wrereupon, at 10:22 a.m a brief break was
t aken.)

DR MJRRAY: | want to thank Patricia Barr for
joining us this norning.

Patricia, | have heard a great deal about you

Can we provide a mcrophone for Patricia Barr
to use? W have got one.

OONSUMER  PERSPECT] VES ON QURRENT | SSUES

(Slide.)

M5. BARR It is easy for nme to speak strongly
about this topic because | have been working on it for a
long tine.

| aman attorney. | cone fromVernont. | am
the chair of the Ethics Subcommttee of the National Action
Pl an on Biol ogi cal Resources and | have been for the | ast
Si X years a very active nenber on the National Breast
Cancer Coalition. The Coalition in '93 had a canpaign in
which we called for a national partnership, public and
private, to | ook at key issues in breast cancer and it was
out of that petition canpaign, which collected 2.6 mllion
signatures that we devel oped the National Action Plan in
Breast Cancer, and then I was | ucky enough to be appointed

to do some work with that group
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(Slide.)

Now we dealt with clinical sanples, sanples
taken in clinical practice, and we dealt with sone of the
practical issues. So the approach that | amgoing to be
presenting conplinments to sone extent the approach that you
just heard earlier.

Let ne tal k about what we decided to do because
of the quagmre that we found oursel ves in when we took on
this issue. (One, we limted oursel ves to prospective
col  ection because retrospective collection we felt as a
starting point was going to be a very difficult starting
poi nt .

VW were nost concerned with sanples taken in
routine clinical practice because many sanples that are
avail abl e for research are those sanples hel d by individua
pat hol ogi sts who may or nmay not be affiliated with a
research institution and we -- this programnotivated by
patients and advocates -- were very interested in ensuring
that the role of the tissue donor was seen as an active
role and a role of a partner. W wanted to devel op user
friendly -- a user friendly consent process, not just a
docunent, that was going to be nmeaningful to both patients
and researchers and we were | ooking to standardi zation

because we believe standardi zation will facilitate research
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and our goal was to facilitate research

(Side.)

| want to tal k about what we produced because
you have -- and you have it. It was distributed in your
meeting material s.

VW produced a consent formand it was initially
a | ayered consent form W produced an informnational
brochure because we felt that the formitself would not --
was not expl anatory enough and we knew in clinical practice
things were going to have to be sonewhat tel escoped in.

VW have a nodel for "banking" operations that I
t hi nk addresses sone of the concerns that | have heard
rai sed before this nmorning and we provided principles for
use in tissue collection and dissemnation. W take a very
strong position that we would |ike to distinguish between
IRB's. There are IRB's that review research protocols.
The researcher wants tissue and his or her institutiona
IRB is going to review that protocol

VW believe there should be an IRB affiliated
with every tissue resource. So if a pathol ogist, indeed,
has col | ected sanples and that pathologist is willing to
distribute those sanples that pathologist is a tissue
resource and, therefore, certain principles should be in

pl ace for the operation of the distribution of the resource
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and there should be an IRB that is ensuring that those
particul ar principles are foll owed.

Now | should say at this point that it was
al ways understood that though we were funded by the
National Action Plan on Breast Cancer our work was to be a
nodel and, therefore, we do not see this work at this point
as only pertaining to breast cancer sanples but see it as a
nmodel for any tissue banking that is done and tissue
resource distribution, and that the |anguage in the formis
easily nodified and, in fact, the PRI MER working group that
took us on fromus has done a |lot of that nodification.

(Side.)

What are the chal |l enges even to perspective
collection that nust be addressed? The independence and
variability of expertise found in IRB's. The limted
resources of IRB's. The IRB community responded to what we
had presented saying how can this be paid for, how are we
going to do it, and the informatics and processi ng
difficulties in giving donor's choi ce.

When you are not in the research setting, when
you are in the clinical setting and an individual donor is
given the choice of this can be used for cancer research
only, this can be used for all research, this can be used

for all research except behavioral research, | only want
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this used in this way or that way, you get a very difficult
storage problem You get a very difficult coding problem
You get a very difficult transfer problem

So as much as we wanted in the clinical setting
to layer the consent formand as nuch as we wanted to give
choice to the participant donor we opted because of the
practicalities for two choices, "I wll participate and ny
ti ssue may be used for cancer research, ny tissue nay be
used for other research.” And even with that the pathol ogy
comunity is very concerned.

NCl is working with themnow on costs and
managenent of the process.

So there are costs to pathologists that is rea
tinme and noney in clinical practice. There are costs to
the surgeons in real tinme and noney in adding anything to
t he standard consents that they now use which we deened
totally inadequate for the purpose.

And then we have conme to learn that in clinica
practi ce pathol ogists will routinely throw sanpl es away.

If what we are truly concerned with is the val ue of
archived tissue as a national resource then, in fact, we
have a probl em about not only keepi ng the codes right but
keeping the tissue properly stored for use.

(Slide.)
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VW are working on solutions or we have handed
this over to other people to work on solutions. W wanted
to summari ze and stop doing this. Let ne say by way of
background that before | began doing this work | certainly
was an advocate, | aman attorney, | did not particularly
do ethics work, and | canme to this with a kind of naivete
and i npati ence because of ny status that have proven to be
very useful because peopl e who are nai ve and peopl e who are
inpatient tell other people, "Vl I, we can get this done,"
and they keep pushing and it gets done, and the group that
worked on this was very multifaceted.

There were pat hol ogi sts. There were ethicists.
There were other consunmers. There were popul ati on studies
peopl e, public health people. There were surgeons. So
there was a wide variety of mx. There were academ ci ans
and there were clinical practitioners in this group that
wor ked on all these.

So where are we? W handed our nodel docunents
to PRIMER or PR MAR and they have put themtogether very
beautifully with a sunmmary of the joint nmeeting we had with
their concerns and have distributed themat their plenary
session at an annual neeting just last nonth with feedback
i nformation.

Now sone of that concerns ne. Wen we took
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this material and we were | ooking at COPRR and said, "You
know, we need to nove to guidelines for IRB s because if we
let themall flounder with their various |evels of
expertise we are not going to facilitate research and every
researcher who wants to use tissue is going to be up
against five different standards if he is going to five
sites for a nultisite program ten different standards if
it isten sites for a multisite program

So there needs to be sone standardization and
what we were told is, "Vell, NBACw Il do this." So | feel
greatly honored to be here before NBAC in great hopes that,
in fact, you wll do sone of this and that will provide
guidance to the IRB' s who are concerned about their ongoi ng
role in this area

(Ohe of the things that we -- that was nost
controversial and what we suggested that | think is very
inmportant is that there should be a panel associated with
every tissue banking enterprise that will review protocol s
that come into it so the protocol nay be reviewed by the
researcher's institution that wants to support a researcher
doing certain work but tissue is alimted resource. It is
becomng very limted in breast cancer because of the size

of tunor when the tissue is taken but | amsure that this

IS an issue in many ot her areas.
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If you have a limted resource then you have to
prioritize howit is used and there has to be conversation
with communities of interest about howit is going to be
used. The concept we were tal king about earlier which is
community col | aboration or community consul tation. Someone
has got to do that and there have to be standards for how
it wll be done.

It seens the likely place for that to happen is
with the tissue because they get an overview of what is
being requested, the tineliness of it and the anount of it.
So we have suggested that an IRB affiliated with a tissue
banki ng institution have -- appoint a panel that will do
that kind of review

IRB's do not want to be responsible for that
panel . Wen we asked them "Well, if not you, who?" There
was no answer.

So | will say to you, "If not them who?"

But clearly that is a very inportant function
inall this. It is avital function in all this.

What needs to be done? Just clear CPRR or NBAC
gui delines. Just what | have tal ked about. Some
standar di zati on of docunents so researchers do not get
approval in one place, then go to the next place and have

to change it and then go back to the first place because
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they need consistency in their trial. |If they know they
are using tissue and we can sinplify what has to be done so
that they can use the tissue we will have facilitated
research. That was our goal

And finally because we are | ooking at testing
inaclinical setting we are doing sone pilot testing with
NCl of using this consent in the clinical setting. And
what we have done with is it is an add on to the genera
surgi cal consent and we are doing sone pilot testing and
presenting it at different times, sonetines in the doctor's
of fice and sonetinmes unfortunately the night before because
that is when it really happens, and trying to get feedback.

You shoul d al so know that we focused group the
docunents and as a result of that working with different
ethnic coomunities we got a lot of very good feedback on
how t o change the docunents and it was fromthat process
that we did the informational brochure.

(Side.)

A few nore solutions. NJ is actually working
with professional groups now regardi ng costs and storage
guidelines. That is going to be a long process. NJ and
DOD are tal king about a national storage system That is
very prelimnary. And then we are in a world where there

is ongoing attention to informatics, questions of encodi ng
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and safety.

Now what we did about the flow of infornation
is that we said tissue needs to be used and no one can know
today what the uses will be in five years or ten but that
we can predict today that the valuable tissue will be
linked and it will be linked to clinical informati on and
that the need of the researcher will be for the clinica
information with the tissue. And, therefore, we needed to
come up with a nodel that could satisfy protecting the
i ndi vidual but allow the research to proceed.

The nodel that we came up with was a fiduciary
standing at the tissue standing with the bank. They devi se
a systemfor collecting the tissue and they send the tissue
out with the appropriate clinical information but without
the identifiers. Coded information is what we have used
that we think is essential.

Now | believe we can apply sone of this to the
archi ve sanples that exist but we for political reasons,
very good political reasons, |ook forward rather than back
but I know you care about back so | decided to be brave and
talk alittle bit about backwards.

(Side.)

The existing resources are vital. It wll take

us a very long time to get consents today and then
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prospectively deal with the |ongitudinal data that we want.
The consents that are in those surgical practices are
totally adequate so there is no way we are going to fix
that. And it is not practical to reconsent. The cost is
just too great to reconsent in a clinical setting.

Research setting is different. In clinical setting it is
not possible. So either we throw that stuff out, which I
think woul d be a tragedy, or we cone up w th sonething that
is going to help and nake it possible to use it.

Wen | first got into this field what was
interesting to ne was there was a profound conflict about
ownership of the tissue. Pathol ogists thought they owned
the tissue. Patients thought they owned the tissue. Now
what | have learned to do, and | used to do a | ot of
medi ation, is decide that the best thing to do is not talk
about ownership. So | put it up here as a problembut it
is a problemwe can skip. W can junp around. W can
dance around. Wat we tal k about now is fiduciary
responsibilities which is pretty confortable for everyone
to tal k about and the pathol ogi sts agree they have a
fiduciary responsibility here.

If we are going to proceed to use archived
sanpl es we nust have public confidence and if we do not

have it we are going to lose our ability to do prospective
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research as well and that public confidence nust be earned.
It is not going to happen. |t nust be earned.

(Side.)

So what are the considerations? W are going
to have to establish standards for popul ati on studi es using
archival tissue. W are going to have to protect
i ndividual s the best way we can and we are going to have to
address the interests of communities when we do popul ati on
studies. W nust provi de adequat e conpensation for those
who nmanage the col l ections and we have to standardi ze the
managenent of the collections. | think those things are
just essential.

(Side.)

| want to talk a little bit about the
pat hol ogi sts because | know they talk a lot so | wll talk
alittle bit about them They have a fiduciary
responsibility with respect to the patient. They
acknow edge it and they talk a lot about it, and that is to
ensure that what is there is preserved for care, patient
care. They have a fiduciary responsibility also to the
resource itself and this is where we are breaking new
ground where we begin to think of these resources not as
bel ongi ng to the pathol ogi st but bel onging to the research

enterprise and that the pathologist is the fiduciary of
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that research enterprise.

They becone -- in a national systemthey are
not the arbiter of who gets to use the tissue they hold.
Now today they are the arbiters of who gets to use the
tissue they hold. So | ampresenting a radically different
approach. But they do deserve adequate conpensation for
the work they do in serving as fiduciary responsibility to
the research enterprise as a whole. | think that the node
that we put in place of a neutral third party, the IRB and
the tissue bank, is applicable to archival collections as
wel | as perspective collections but the standards for what
must be done in a popul ation study or other study when we
are using archival tissue is obviously going to be sonmewhat
different than what it mght be in a perspective situation.

(Side.)

| amgoing to talk just briefly about
standardi zation and then | think I am done, al nost done
anyway.

St andar di zati on i npacts donor participation and
| cane to this enterprise because people wanted to help the
research process. Nowthat is alimted population. There
are popul ations that are nmuch nore skeptical than the
popul ation I cane fromand there are portions of the

popul ation that | speak for that are nore skeptical than
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other parts of that population. But there is an interest
in doing good and there is an interest in doing good
particularly when you are faced with fearful circunstances.
It is a way of gaining control and experienci ng sone sense
of control.

| woul d not underestimate that as a benefit to
t hose who donate tissue for research but we have got to
make it sinple for those peopl e because as you have tal ked
about they are under a trenendous anount of stress. It has
to be a systemthat is easy enough to explain and there is
sonme discussion of it in the world out there. It is not a
secret of researchers and academc institutions. You have
to give these donors access to this systemso it shoul d not
be dependent on, "Wll, | have a doctor who is willing."
There is sone presunption that there is a way to access
that system

Lack of standardization hanpers research. It
nmakes | ocating research is very difficult for researchers
and the hoops they have to junp through because every site
or every IRBis quirky are unreasonable. They are just
unreasonable and tinme is |lost and we cannot do the kind of
multisite studies we want to do.

(Side.)

So how do we deal with anonymty? | think that
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you have been struggling with it. | suggest that we
separate the researcher fromthe |inkage using a third
party trustee. W insist on comunity participation and
resource use review and we strictly limt reporting of

i ndi vidual results.

M/ subcommttee said we just do not do it.
Done. Easy. No.

The IRB said don't be so limted. There may be
a very inportant situation |ike a msdiagnosis that is
di scovered where you want to be able to get back to the
patient. So we have strictly very rare -- and we put in
sone adjectives renoved -- renoved fromthat. But those
are sone of those factors that have to go into continued
use.

(Side.)

And the practical realities are we have got to
come up with sonmething relatively sinple if we are going to
doin clinical practice. W have to frame the sol utions
for the real reality out there. There is a lot of tissue
out there without adequate consent. Every probl emcan be
sol ved and nmany of the econom c solutions and the sol utions
wll be found in partnership. | think that is true of the
Action Pl an's experience that there has been a | ot of

betting, there has been a | ot of concern, but in the end we
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noved forward in a very constructive way and we have been
able to gain a lot of support for our work.

DR MJRRAY: Thank you.

Tinme for questions.

Al ex, Bernie and Zeke?

Try to hold this mcrophone very cl ose and be
hear d.

MR CAPRON | will try.

The presentation | have found was very
informative and | want to thank you for the obvi ous work
that has gone into it. | hope your expectations that NBAC
wi Il solve everything for you are not exagger at ed.

There are times when | wi sh that a coupl e of
the major figures in the history of human experinentation
and the analysis of it were with us. e of them Jay
Katz, coul d be; another, Hans Jonas, cannot.

But the three thoughts I want to introduce
along the lines of what Rhetaugh was doing in saying let's
stay with fundanmentals are the franework for a | ot of what
goes on in the field thinking practically is one in which
resear chers, physician researchers, begin froma sense of
basi ¢ beneficence that they want to do good and that that
sense of wanting to do good has at |east in the past, not

to speak to any present or future physician researchers,
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has led to a lot of paternalism | amsure that in the
breast cancer community that has been an issue to which a
great deal of thought and witing has occurred but it is
sonmething to keep in mnd here and it cane through in your
comment s al so about the pathol ogi sts. The sense that |
have a resource, | want to do good, | want to determ ne
what happens with it.

The second is a phrase that you used about the
tragedy of not doing research and it is here that | want to
i nvoke Jonas' ghost because | still amconvinced by his
view that the greatest tragedy is doing things which end up
harm ng or wonging people in the nane of the greater good
of progress and that progress in his phrase is an optiona
good and it is a good which ought not to be bought at
certain other costs which can occur even in wel
intentioned circunstances. Now obviously he was not -- his
was not an argunent for doing nothing but it is a question
of what presunption we go into things with and in that |ine
| would like to put four points to you and ask you to
el aborate on them because they were so intriguing as you
went al ong.

The first one was the notion that with sone of
this research, particularly | guess on retrospective

research but naybe it went to both, public confidence was
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essential and you said public confidence had to be earned.
| want to know have you given in your reports you think
sone attention to howit would be earned? Wuld it be a
matter of a researcher being very public that | amgoing to
be going to X Y, Z source to get the tissues there and the
research | amgoing to be doing is this and here is the
protections that | have erected, and because | am not going
to the individual wormen fromwhomthe sanples canme | am
going to the community. So, | mean, there is a public
notice, as it were. |If this bothers anyone who thinks that
her tissues are there let nme hear fromher. O is it a
matter not of that kind of confidence that you actually
woul d be able to have sone say at a later tine but
sonet hi ng el se?

The second question is to ask you to tell us
why this phrase "fiduciary responsibilities" was used.
under stood one way in which it was being used. If | ama
pat hol ogi st and | hold tissue | have a responsibility that
the tissue continue to be usable for the clinical benefit
of the women fromwhomit cane. So that nmeans | shoul d not
expend it all or | should not lose it or mslabel it and so
forth.

But part of the other notion of fiduciary is

usual ly a fiduciary shoul d not use the property or other
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things that are those of the beneficiary, the ward, or
whoever, the client, in a way which benefits the fiduciary
and does not benefit the ward.

| mean, that is sort of -- and yet it does seem
to me as though what you are tal king about here are
situations in which that on the surface would be -- | nean,
if you see the person holding the goods as in sone way
related to the research project and as furthering research
if it is done without the consent -- | just want you to say
why that termreally applies because fiduciary is a very --
tone is avery high standard and it invokes a | ot of
connot ati ons which are different than paternalismand
beneficence. There are sone fairly strict ideas.

You may have other ideas and, if so, | would
favor another term

The third point is you tal ked about the burdens
of allow ng patients to define their role as subject and
you explain that that led you just to nake the two
divisions that you nade. W heard fromthe presentation
that Susan nmade that nany nore divisions and a nore refined
consent process were bei ng thought about.

What it seenmed to nme you were saying was it
woul d sinply cost too nmuch

Now research would al so be easy to do if we
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coul d commandeer | aboratory space, and pipettes, and
beakers, and solutions, and so forth but we do not. W
regard those as things on which noney has to be spent. |
want to understand if what we are tal king about here is
sinply a trade off. It would be nore expensive.

Are you saying it would be logistically
i npossi bl e to have a code attached to each sanpl e because
we are only tal king here prospectively obviously, a code
attached to each sanple and so if soneone says | want to
have the avail abl e breast cancer -- the sanples that neet
the followi ng definitions that you would run the conputer
and it would say, "Wll, these wonen said you can study it
only for breast cancer and you are doi ng anot her study so
they are out and then these people said, 'I wanted to be
recontacted before you did a study,' so we will have to
contact themand if we are not willing to do that they are
out, and so forth."

Is it logistically inpossible or is it sinply a
matter that that woul d be an expense where sonmeone woul d
have to pay the pathol ogi st or the tissue bank or whatever
to do?

The third one is this thing that you cane to
toward the end which was a reason for breaking the barrier

and you have cited one which woul d be an exanpl e of
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clinical benefit. M CGod, that was a m sdi agnosis and we
ought to tell the person nowthat our |ab has run a
different study that they were m sdi agnosed and t hat
sonet hi ng went wong. You suggested that you had worked
out a statenent of when the barrier could be breached back.
You did not work it out. | thought you said you had sone
criteria.

DR BARR W conpromsed with the |RB's who
felt that -- we conpromsed with the |RB community in
wor ki ng on these docunents in saying that there needed to
be roomfor IRB' s to nake decisions about when there coul d
be a breach.

MR CAPRON  Ckay.

M5. BARR Qur commttee felt very strongly
that that would -- that was not appropriate, that you just
do not go back because it is research, it is not clinical
practi ce.

MR CAPRON | nean | have a sense that your
earlier intuition, which is IRB's need a |lot of very firm
guidance on this, is right and whenever we say, "CGee, there
is too nuch di sagreenent, we cannot figure it out, we are
going to leave it to the IRB --"

M5. BARR You are in trouble.

MR CAPRON -- that we are in trouble and the
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variation you are going to get anong IRB s fromthose that
real |y have thought about this very well and really go
through a very careful process to those for whomthe issues
just do not energe and so they easily approve it or
di sapprove it is going to be extrene. | amvery worried
and | hope that -- this is to ny fell ow commssioners -- |
hope that we in looking at it wll think about what kinds
of gui dance that woul d be because that breaching the
barrier and goi ng back for "what are good reasons" is an
essential issue on this anonym zable or identifiable, or

what ever the phrase that we end up using, encrypted

i nformati on.

But | have those other three points if you
could -- | think you took notes on them

M5. BARR | did. Let ne try and go backwards.
(On paying for the code, | basically cone froma world that

says you usually do not get the whole pie and that is
because | cone froma very political world. That was ny
prior activist sort of training. And so what | have
learned is that you set -- sonetines nove in increnmenta
steps. And faced with a very large problemand a desire to
nmove the process forward what our group did was | ocate two
areas of grave concern in terns of facilitating research

with research
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(ne was | ack of standardi zati on and gui dance
for IRB's and the other was the consent process. And so we
did the work we did to address those problens. In doing
that work we wanted to give the donor as nuch freedomto
code as possible but it seened that at the state of
technol ogy and the world we were entering where they did
not even give consent it would be a very good step forward
to insist on consent and then at |east offer choice. As a
community gets used to sinple choices then perhaps we can
add nore conpl ex choices as our informatics becone nore
sophi sti cat ed.

In an ideal world would | be standing arguing
for really sophisticated coding? Absolutely. But in a
world in which there was going to be significant resistance
fromclinicians who are not researchers and who had a
resource that researchers were going to want to use we nade
a j udgnent.

Now i f this group believes that the research
community itself can get enough tissue for research
pur poses specifically designated for research purposes
wi thout going to the clinicians in the world, that is an
interesting point. It does nean that participants |ike mne,
who may have her biopsy in a local hospital, never get to

participate in the enterprise. So aml wlling to trade
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off a lot of choices for sone participation? M viewis
yes. Qhers mght not and they can say no.

MR CAPRON  And how do they say no?

M5. BARR They say no by not agreeing to
research or not agreeing to other research in the consent
but at least that gets out to the public, which has a
nunber of benefits. It allows individuals to participate.
It raises our confidence in the research enterprise because
a lot of people are participating and there is sone
exposur e.

Now t he issue of fiduciary --

MR CAPRON  May | ask you --

DR MJRRAY: Aex, | amgoing to have to --

MR CAPRON Well, let ne --

DR MJRRAY: In the interest of tinme, we have
about 30 mnutes left for all of this nmorning s
conversation, unless it is really urgent | amgoing to ask
just to let Pat finish.

M5. BARR (kay. n the issue of fiduciary you
have identified the traditional notion of what a fiduciary
is and | amperfectly willing to change the word but it
seens to nme that what we are tal king about here is that the
pat hol ogi st has to stand apart fromhis or her world as

researcher and that they have no higher right to use the
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tissue that they hold than anybody el se.

DR MJRRAY: Thank you.

MR CAPRON  And public confidence?

M5. BARR And the public confidence issue is
exposure -- public exposure of this kind of debate. IRB s
local IRB's having a duty to informtheir comunities of
what they do in sone way through | ocal hospital newsletters
or whatever, guidelines for that sort of thing. Ensuring
that communities of interest have a role in design of
research and advisors to research panels, and advisors to
consortiunms. That would be a -- those three things woul d
nove us forward again increnmentally but significantly.

DR MJRRAY: | have noted Bernie, Zeke, Carol
and David expressing an interest to say sonething. |If
anybody el se does or | have m ssed them pl ease | et ne know.

Ber ni e?

DR LQO | want to thank you for your
presentation and also the material you gave us.

| have several questions all in the thene of
trying to understand better the point of view of patients
living with conditions for which these research mght be
done.

First, you said -- | think your nessage cane

t hrough very clearly about the urgent need to do research
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and how having the option to participate in research gives
a sense of control and be beneficial. Could you also talk
alittle bit about what are the concerns that wonen with
breast cancer have about these sorts of archival projects?
The second question has to do with the consent
process. To anplify sone themes that Al ex raised, are
there barriers to a |l ayered consent process fromthe point
of view of the woman at different stages of breast cancer
so that we had heard sonme anecdotal infornation that, you
know, you have so much on your mnd at the tinme of
di agnosi s, definitive treatnent, that really is not the
optinmal tinme fromthe woman's point of viewto enter into
the kind of nuance |ayered discussion that Dr. Ad was

tal king about. So again nost of the barriers you were

tal king about were barriers fromthe clinician side or from

the cost side. Are there also barriers to a | ayered
approach to consent froma worman's poi nt of view?

Finally, if you could --

M5. BARR  Ckay.

DR LO W all try and get three questions
under the guise of one.

So part 2B or part 3 is could you address the
i ssue of being recontacted?

MB. BARR  Yes.
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DR LO You said that your group was very much
agai nst having recontact to provide research infornation
back to wonen and yet ot her advocacy groups have said,

"Ave us the infornmation and | et us decide, do not tell us
it is still experinmental, it is our body, |let us decide."

Apparently you wanted an excepti on when there
was clinical information that woul d make a difference to
the wonman, |ike a msdiagnosis, in either direction, nore
serious or |less serious. How about being recontacted to be
invited to participate in a research study in which it
woul d be an identifiable link study? |Is there -- is that a
benefit? Is it a harn? It obviously is going to be
different for different wonen but what should the policy
be?

M5. BARR Let ne tell you about the policy and
the evolving policy. The policy of the Action Plan WrKking
Qoup was that recontact for additional research was enough
of an invasion that an individual should, indeed, agree to
it at the tinme they donate tissue. | amgoing in for
clinical work and one of the decisions | have to nake is do
| want to be part of this ongoing or not.

The I RB community said that to promse that you
woul d not be recontacted unl ess you gave your perm ssion,

which is what it is to ask that question, is msleading
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because there is information in registries. There is
information in other docunments. So researchers m ght
contact you anyway for information and, therefore, a
particul ar tissue banking enterprise to nake the assuned
prom se that you would not be contacted. Al though they
coul d prom se they would not contact you, it would be
confusing and irritating.

So we have anot her practical dilema.

M/ personal viewis that, particularly if you
are dealing with genetics, recontact about a study of
genetics when you did not know your tissue was bei ng used
in a genetic study is an incredible invasion. 1 do not
know how we put in place the appropriate protection. Wat
| amtelling you is ny view, not a study view, and | think
one of the things that is clear is that the whol e area of
study of what a response is and what is inportant is a
study that is sonmething that has to evol ve and we need to
be putting nore resources into that.

| do not think any representative patient group
can really tal k about what their constituency wants because
you are generally listening to the nost educated, the nost
-- you know, the strongest advocate speak and so we need
ot her ways to do community consultation to get other points

of view
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What are the concerns of those active? They
are about discrimnation. They are about being given
information you did not want. The right to not know as
well as the right to know And we are very concerned that
the community understand the difference between research
and clinical practice and that there be an understandi ng
that significant anounts of research nust occur before
things get to clinical practice.

Now that is not a desperate position. There
are people who are suffering fromdi sease who feel a great
deal of desperation and | amsure that if they were sitting
inthis roomor if | were in their shoes | would have a
different view about where the line is between information
| shoul d have access to versus not. So | do not want to
pretend that ny viewis nore appropriate. | just want to
explain where it conmes from

DR LO Could you just comment on barriers to
a | ayered consent process froma wonman's point of view?

M5. BARR | think if we have a consent process
that is not the night before and if we have a consent
process that will occur in the doctor's office either with
a trained nurse or soneone that the patient at this point
is trusting, and | think trust is what is inportant, then

think patients will be able to handl e | ayered i nformed
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consents. | do not think it is a conplex -- | do not think
it is any nore conplex than we would |ike to use your
tissue for research to say are there certain things that
matter to you about how we use your tissue.

| think that the conprom se here was a
practical one fromthe nmedi cal community's point of view
and again it was our belief that we wanted to give patients
an opportunity to participate. They do not have it now in
a knowing way. So this was step one to give thema way of
know ngly participating.

DR MJRRAY: Thanks, Pat.

Zeke?

DR ENVANLEL: Like ny fell ow conm ssioners
want to thank you for an excellent and spirited discussion.

| would like to identify -- | found many areas
in which your approach is very consonant with the
subcommttee's approach. | think overall there is very
little disagreenent and actually a | ot of agreenent,
including the issue of standardization of rules for IRB s
trying to create a framework that is uniformto mnimze
exceptions so that people know what the rules are while
recogni zing that in sone cases there nay be extraordi nary
reason

This issue of ownership is one you did not hear
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all norning because we al so, | thought, agreed that
ownership was a bad way of looking at it and at least in
our mni-hearings found that nost people did not have a
sense of ownership. That is not to say no one does but to
say by and large it is actually not the viewthat seens to
be dom nant.

There has been spirited di scussion and sone
di sagreenment about not goi ng back. Sone of us believing
not going back is the right policy. Qhers worrying about
occasi onal exceptions.

The one thing | would like to raise, and |
think this follows up on Bernie's commrents, is it is not
just a problemof informatics here, this | ayered consent.
(ne of the advantages, | think, the Breast Cancer Coalition
had, the sane way that Heart, Lung and Bl ood Institute had,
is they are dealing with specific diseases going in.

The problemof witing a general consent not
for a specific disease is nuch nore difficult I will submt
to you having tried it and | have encouraged all ny fell ow
commi ssioners to try it because it is not so easy if you
are going to take out -- if | goin for a breast biopsy,
first of all what happens if it cones out benign is the
di sease that is simlar cancer or is it benign breast

di seases. You are already naking certain assunpti ons.
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M5. BARR W nade the assunption it was cancer
generally. That was what our |anguage was.

DR EVANUEL: But if | turn out to have a
negative bi opsy, you know, what | have consented to then if
you say can be used for simlar diseases. |Is it cancer or
not or is it just benign breast di seases?

You have al ready nmade certai n assunptions that
someone who goes in for a breast biopsy you are going to
put themin the cancer classification even though if it is
negati ve for themthey mght have gone far away fromthe
cancer classification and they are nownornal. Smlarly
for many ot her conditions.

| think again the issue is not purely an
informatics and noney issue. The issue also is we may feel
in our ideal notions of what infornmed consent does that the
nore we delineate the bigger that piece of paper is the
better the consent.

M/ suggestion is the nore | ayers you have we,
as ethicists, nay feel nore confortable but, in fact, the
process may be inhibited. Wat we need to concentrate on
is not have we given 12 boxes as opposed to two boxes but
do the people out there have a reasonabl e sense even if we
have not included all the specifics and that is why | -- ny

own view is not because of the informatics necessarily and
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the conplication and cost of the pathol ogist but for the
conpr ehensi on and the consi stency of the people out there
and naking sure that once it is inplenmented wthout
draining all 600,000 doctors and X mllion nurses, we can
be reasonably assured that people are going to know what is
out there.

Sony -- | first was agai nst your form then
very for your form then having tried to do a general form
comng to the viewthat a | ayered consent is a good idea
but probably two layers is the limt you are going to get.

M5. BARR Yes. You know, | think that I
probably agree with you about all of that and | think also
that we struggled in an earlier edition of a genetics
question specifically.

DR EMANUEL: Right.

M5. BARR And took it out. It is not clear to
me that if you are going to work on a general consent and
you mght want to break down into genetic -- germline
genetic research versus other research as the right -- as a
way of breaking this down with the two choices and that we
m ght want to beef up the informational brochure about just
what that is and what its inplications are. W talk about
it inapretty sinple way in our informed consent and in

the brochure and that was as a result of focus groups which
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inthis -- for this particul ar exercise were very useful.

DR MJRRAY: Thanks.

Carol and then David?

DR GREIDER | just wanted to reiterate what
Zeke said and | felt listening to your presentation that in
the broad brush strokes that where you were comng from was
very simlar -- like | said -- in the broad areas of where
the subcommttee at |east was going. Sone of the details
may be different but | think that in general we are on the
sanme page.

One thing that you pointed out was different is
that you were suggesting an IRB for tissue resource and the
question then becones what is a tissue resource. M. EHisa
Ei sman put together for us a very nice summary of all of
the different kinds of tissues that are collected and it is
not clear that you can define -- sone you can define -- as
a tissue resource and it is there to be a tissue resource
and sone of the NO resources but others are just a
researcher that decides that they want to get together wth
a surgeon and do a study.

So how can you have an | RB when you do not
necessarily have a defined group?

M5. BARR | think that by carefully

delineating the principles and | think our's are pretty
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good but that is not to say they should not be changed or
refined in some way, and then by sayi ng anyone who col |l ects
and then distributes for purposes of research has to abi de
by those principles. So if | ama local hospital and I
have got a doc in ny local hospital who is doing this then
ny IRBin that |ocal hospital has to take on that
additional role of being sure it is done the best way to do
it. Nowit is not cost efficient, | nean, what we are
again dealing wth.

But where do we want to put our noney in making
sure this works? | think we want to put it in the
fiduciary role of those who oversee distribution of tissue
and | think we want to put it in that panel that reviews
uses of tissue. That is where | think we are better -- we
are better protecting people rather than trying to
reconsent everybody who is in those archived collections of
i ndi vidual pathologists. It is a judgnment call and naybe
it iswrthit.

| think the way | am suggesting allows us to
continue to use those archived tissues where reconsent
probably will not. So it is a conpromse position.

DR MJRRAY: Thanks.

Davi d?

DR COX Very rapidly, | really think that
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where your statenents are in process very different from
what NBAC is doing, and | applaud your process, is to first
have a goal that you are striving towards and that goal is
not just how you deal with tissue sanples but it is how you
do research with tissue sanples. | would just like to note
that because | think that is the probl emyou are dealing
with. Not tissue sanples in isolation.

Secondly, is that by having a set of principles
that you want to have guide what that product is going to
be it helps then for you to define a process and that
process of putting things in place for the whol e endeavor
IS what you have done which is what NBAC has not done yet.

So | really applaud this as a process. | think
that it would be a really good foundation for us to not
only pay attention to what the scope of the problemyou are
| ooking at but the process that you use and the kinds of
things that we would like to come out with. So it was
really extrenely hel pful

DR MJRRAY: JimOChildress would |ike to ask
sonet hi ng

DR SHAPIRO Cot to be a rock star, Jim

DR CHLDRESS: The comment | amgoi ng to nmake
actually connects with Zeke's discussion earlier this

norning and the presentation. | think it is true that it
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is-- well, I think it is useful to get away fromthe
| anguage of ownership as long as we do not forget that
quite often in the | egal context ownership sinply refers to
a bundle of rights and the real question here we are
raising i s who has what rights over what.

The reason for raising the point this way now
is to now nove to a consideration of whether we think in
relation to Zeke's discussion presuned consent with the
possibility of opting out really is sonmething that captures
all that we want. The reason | raise it -- if we think in
the context of organ and tissue transplantation generally
there is a lot of dispute about whet her presuned donati on,
for exanple of corneas in states with certain nedica
examner's | aws, whether that really is justifiable
presunption if people are not aware that their corneas can
be taken.

So this is actually now picking up the
ownership point noving to Zeke. | would like to know a | ot
nore about what we can expect people to understand so that
we can interpret their silence or their failure to consent
is actually consent because that seens to nme to be critical
for how the recommendati ons work out.

DR EVANUEL: Let ne, | think, clarify. |

think it is a good question. First, presuned consent with
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opt out was sonething that had been suggested to us by
Bartha Knopfers and | believe, and | do not want to -- if |
mangl ed her nane -- | believe | do not want to speak for
the full subcommttee but we actually stepped back from
that at our last neeting to a general consent. Ckay.

| knowit is on that --

DR CHLDRESS. At least it still appears on
the material s handed out today on --

DR ENVANLEL: That is because what | have
included for you is a conprehensive -- not conprehensive,
but a thorough list of a kind of history rather than the
absolute latest. And let ne -- in part because it is in
flux. You know, let's just be frank about it. This is in
flux. The recommendations are not witten in stone and
different people have different views of where they want to
be. But if you ook at the second to | ast page.

DR CHLDRESS. And that is the one where you
said there was an error that needed to be corrected, is
that right? Because | still have presuned with opt out.

DR EMANUEL: What | have here is alternative
proposed policy. This sheet. The back of it says "key
di stinctions."

DR CH LDRESS: (xay.

DR EMANLEL: Second to |ast page.
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DR CHLDRESS: Sorry, | was not up --

DR ENVMANLEL: No, no, this is confusing. Part
of the reason is | was trying to get -- or had e-nmailed to
Henrietta a lot of the pernutations that we had gone
t hrough and debated and di scussed so peopl e have a better
sense.

So if you | ook here at what we have -- and |
may not be conpletely accurate -- mgrated to is a genera
consent and not presuned consent with an opt out.

If you would like nme to defend the idea of a
presumed consent with an opt out | would offer you --

DR CHLDRESS: No, | was not interested in
defending it but rather challenging it.

DR EVANLEL: Rght. No, | actually think it
is a reasonabl e position but --

DR MJRRAY: But we are not adopting it.

DR EMANLEL: But | ama mnority and am
wlling to give in.

DR CHLDRESS: That takes care of it. | am
sorry. | was on the wong iteration of this.

DR MJRRAY: Harol d?

DR SHAPIRO | have what | think is a very
smal |l question, small aspect of what you are doing, but you

have focused on clinical sanples as |I understand it in your
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work. Do | understand your group to be saying that if a
pat hol ogi st and a clinician, a surgeon of sone type,
decides to collect a sanple for use in sone way they want
that neither of themhas any privileged status in the use
of that material but even if they want to use it for their
own project that they have to go through the sane thing the
third party would have to go through or have |
m sunderstood that rather snmall part of this issue?

M5. BARR | think you m sunder st ood.

DR SHAPIRO  kay.

M5. BARR If |, as a surgeon, go to a
pat hol ogi st and say, "I have a protocol to do this
particular research and it is within an institution and we
have gone through the I RB and they have approved it and we
are going to consent every individual before we do the
research specifically to that research.”

DR SHAPIRO Then they are fine.

M5. BARR They are fine. But if I, as a
pat hol ogi st, have a collection of the last 15 years of
pati ents who had been through ny hospital and I am di shing
this out, no, you cannot do that anynore.

DR SHAPIRO Yes. Thank you.

DR MJRRAY: | actually have nyself on the Iist

mainly to praise you and the work of your group, Pat. |
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want to pick up on Jims first point about howto
understand property. |Indeed, as | understand it
historically, it is a bundle of both rights and duti es.

t hi nk your group has stressed the duty aspect.

Courtney Canpbel |, who wote a background paper
for us about sone religious views about the human body and
how they mght be interpreted for the kind of problemthat
is facing us cane up with, I thought, a very nice variant
of the whole notion of the human body as gift and he tal ks
about in this kind of context it is like a contribution
that you nake. It is not a gift to a specified individua
but it is a contribution to a larger kind of effort and
socially desirable goal worthy of our support.

| think that is probably a good way to think
about it in which the case the people who are then hol ders
of that contribution have duties, not nerely rights but
duties, to handle it in certain respectful ways in keepi ng
with the intent of the donor and the like. That to ne --
and | have to confess that nakes a great deal of sense to
nme. So that is the first itemof praise.

The second thing I would like to do is Rhetaugh
asked a question earlier, which | think really -- it is an
inmportant one. It deserves as full an answer as we can

give it and we do not have a lot of tinme left before we
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must begin to close the norning session but if | may try to
repose the question.

Wy don't we go back and why don't we sinply
have a rule that says for sanples collected prior to our
report that none of themmay be used without explicit
consent? | think that -- Rhetaugh?

DR DUVAS: After hearing the presentation | --

DR MJRRAY: You need to use the m ke.

DR SHAPIRO You have got to get close to the

m ke.

DR DUVAS: After hearing this presentation
have had sone second thoughts about that. | think, first
of all, I would continue to feel that our overriding
princi pl es should be informed consent. |f you have got a

nunber of sanples that you have had for a nunber of years
and it is literally inpossible to gain that consent then ny
next question would be what is the next best principle to
use and | like the idea of the IRB's and the definition of
the role of the pathologist. That softens the issue
sonmewhat for ne.

DR MJRRAY: Pat, did you want to add anyt hi ng?

M5. BARR | think | really tried to address
it. | think it is problematic but |I believe that this is a

resource -- that our standards about ethics change over
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time and that is a good thing. Ve continue to inprove and
becone nore thoughtful and nore careful but that does not
nmean that what we do today should bar us from doi ng
inmportant things tonmorrow. So what we did ten years ago or
what our standards were ten years ago | think we woul d al
agree are wong but we should not then throw that resource
out. W should find a way to use it if we can.

DR DUVAS: And | also think that we shoul d not
elimnate the principle whol eheartedly, that we should
maintain the principle that wherever it is possible and
f easi bl e we shoul d have i nformed consent and that we shoul d
define as best we can the conditions under which we woul d
operate when it is not possible or feasible in the case of
accurmul ati on of sanples over a |ong period of tinme --

DR MJRRAY: Right.

DR DUVAS: -- where there was no consent to
begin wth.

DR MJRRAY: And for ne part of ny own response
to this question of how to think about sanples that have
been col l ected historically is in the considerations that
Rhet augh has really just described and Pat had descri bed
earlier but also in what we have gotten in the way of
public feedback both in testinony in the kind of neetings

that | have been reading the notes of that Pat -- nmany of
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whi ch Pat has participated in but also in our mni-hearings
where we found -- | thought quite surprising -- support of
doing scientific research and a concern about having the
information if it were ever |inked back to the person cone
back and hurt themand that, you know, the insurance
conpanies are the villains of the piece by and |arge. That
i s what peopl e nentioned spontaneously. But generally a
sense that it is very much in keeping with Pat's conception
and Courtney's notion of this as a contribution.

You should use it. If it is there and it mght
hel p peopl e, by God, you should use it and that was key.

So put all those together and | think it certainly
i nfl uences ny concl usi ons about how to treat those sanples
whi ch we al ready have.

DR DUVAS: They have to have principles.

DR MJRRAY: Pardon?

DR DUVAS. Not you shoul d use them but not
w t hout principles and sone protections.

DR MJRRAY: Rght. And now that we have been
alerted to the significance, the potential significance of
the tissue, we should not just -- we should not find past
practices acceptable for the future.

DR DUVAS: R ght.

DR MJRRAY: And we shoul d have a much nore --
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| think we very nmuch bear that in mnd.

It is 12:15. W have --

DR SHAPIRO No, no.

DR MJRRAY: It is 11:45. | msread ny watch
yesterday. Excuse nme. It is 11:45 by which | nmean it is
15 mnutes before 12:00 and | had prom sed Harol d Shapiro
that we would try to wap things up about now so that he
and | could say a little bit about next steps for this part
of the report.

Jim | know, wants to nake a comrent in genera
about the report and we may have -- do we have any public
t esti nony?

DR SHAPIRO Yes, we have one person.

DR MJRRAY: (ne person. So we will need five
mnutes for that. But can we start with Jimand then |
w |l speak and then Harol d?

OONTI NUATI ON GF D SQUSSI ON ON T1 SSUE SAMPLES REPCORT

DR CH LDRESS. Tom you nade reference to
Courtney Canpbell's contribution to this report with the
notion of contribution and that this is -- one question I
wanted to raise is to the subcoomttee and the conm ssion
and Kathy and ot hers who work on the report is really

whet her we want to follow the pattern of the plenary report
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and have a separate session or even a subsection on
religious perspectives? Because it seens to ne that part
of what Courtney's anal ysis suggests is that this is an
area where religious traditions have not spoken out. They
have not devel oped positions. And then he has to raise the
question about how are we to interpret the silence.

It seens to nme that it would be nuch better in
this particular report to fold whatever points that cone
out of this discussion, the religious section, into the
broader ethical section rather than having a separate
religious discussion.

DR MJRRAY: | think that is how we see it
ri ght now.

Isn't that right, Kathy?

V¢ just do not have the section on ethics
di scussion. W do not have the text there yet at |east as
| envision it.

DR HANNAT® W do not have the other half so we
cannot nerge thembut | think that would be -- that is what
we had been pl anni ng on doi ng.

DR CHLDRESS: But the way it currently reads
it looks as though it is going to be a section on ethics
and then a section on religious perspectives. That is the

reason for raising it. But if this is the direction then
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let me affirmthat direction.

DR MJRRAY: | think we agree with you. W
would like to see it unfold as you have suggest ed.

DR SHAPIRO If | may comrent just on this
issue. | think we are in a very different position on this
issue on this subject as Jimhas just said than we were
before. Not only have we heard substantial public
testinmony on that issue last tinme and we found out that
t hese groups have been thinking a long tine about these
I Ssues.

It is totally different in this case so | think
not only should we nmerge it but it is not clear to ne just
whi ch of these ideas at the nonent are worthy of our
inclusion. That is yet to be decided. It is going to be
-- ny guess is it will be a small subset of what is there.
That is ny sense right now but we will wait and see.

NEXT STEPS

DR MJRRAY: W have to decide what to do next
now. Go out on a |inb.

Qearly we do not have agreenent on all points.
W do not have full clarity on all points speaking today.
| think, though, nmuch of that is within our grasp. | wsh
we had anot her two days to spend together hamering out

differences. W do not have that | uxury.
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What | would like to propose is this: That the
staff of NBAC, those conmm ssioners, not just subcommttee
menbers but any comm ssioner who would |ike to have a hands
on invol verent in the preparation of the next draft, Kathy
and I, work on the next draft, which we would |like to see
be -- | would like to see be a penultimate draft and be
pretty near final

Now t hat may nmean |l eaving certain things in
brackets where we still have a few decisions remaining. It
wll certainly nean sone points that we think we nmade cl ear
wi Il not have been nmade sufficiently clearly for al
nmenber s.

It has been further suggested by Eric Meslin,
and we tal ked about this in subcommttee yesterday, that we
see -- at sone point see a draft of the report, either it
woul d be the next one or perhaps the one after that, and
post it as an interimreport and actually post it on the
VWrld Wde Wb for public coorment for a period of days,
per haps 30 days, before we then can take the comments and
assimlate them and deci de what changes, if any, to make in
what will be our final report.

| would like to see all this happen
expedi tiously because you can draw t hese things out and

make thema little better but again we would like to see it
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happen in our lifetines. |In fact, | would like to see it
happen early in 1998 as a final report.

So, | guess, ny proposal, and | would like to
hear Harold's response to this, is that we have a very
anbi ti ous second draft of the report which we hope will be
either the penultimate or the near penultinate version of
the report.

DR SHAPIRO Thank you, Tom

| think we have decided, as Tomjust indicated,
to take the first draft that we are at |east al nost
satisfied wth and issue that as an interimreport, wait
for sone comrents |ike 30 days, and then with our own
anal ysis go back and see if we cannot produce a final
report.

| would say, Tom there is a big area between
30 days and our life tines, | hope. So we will have to see
just how much tine we have there.

But I think we will spend a | arge anmount of
intensive staff time on this report in the next nonth and
it would be extrenely helpful to us and to the quality of
what we are able to do ourselves if those of you who have,
one, challenging ideas that you think need careful
consideration if you would wite themdown so that we can

anal yze themas carefully as possi bl e because we w |l nake
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every attenpt to respond to all the issues raised here
today one way or another, either by clarification, changing

the nature of the recommendati on or the structure.

There are lots of different ways of responding.

That is not to say that every point can be gotten then
because there are sone that are nmutual ly i nconsi stent and
we will have to nake sone choi ces but those will be argued
out by the full commssion itself at our next meeting where
t hose occur.

Per haps the vehicl e Tom has recommended where
we see those happeni ng we can think about sone alternatives
and include themin the report and we will have to argue
t hem out as we neet.

So | see the next nonth to have, one, very
intensive staff work on this. W wll have to call on
particul ar menbers of the conmssion during this tine to
hel p us out to perhaps witing a few pages or by clarifying
or hel ping us think through issues. | think you can expect
to hear fromEric and/or nyself and/or Tomin the next
weeks as we try to nove ahead. It is not that |long until
we have our next neeting.

As you know it is less than a nonth so it wl
requi re some intensive work but we ought to take that on as

an objective. If we do not quite nake it we will get as
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close as we can. So | think that is entirely acceptable.

Let e -- we will have to nove on now Let ne
say sonething first of all about this afternoon' s agenda
before we go to public comrent and then take a break for
[ unch.

| noticed on our agenda we neet for three-
quarters of an hour and then have a coffee break. That
seens a little excessive so | have decided that we wil
elimnate that 1.45 coffee break and go imedi ately at 1:45
to the report on Human Subj ects Subcommttee. VW will try
to nove fromthat to the federal oversight itemat 3:15.
Again 15 m nutes ahead of where we were.

And if discussion allows we will try to go to
processes in changing regulations at 4:00 o' clock. It may
be that three-quarters of an hour is not enough. Ve will
have to see. If we do that it will enable us to finish
somewhat earlier than is indicated here, which would help a
| ot of nenbers of the comm ssion, including nyself, so that
we will try for that. If we do not -- we do not

want to inhibit the discussion, if we cannot
make it we cannot and we will just go a little bit |onger.

Are there any other questions before we nove --
we only have a mnute or so before we have to nove to

publ i ¢ comment ?
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DR MJRRAY: Can | just on behalf of the
Cenetics Subconmmttee thank our guests today very much and
t hank the other nmenbers of the commssion for taking the
report seriously and giving us lots of useful feedback.

DR SHAPIRO Let ne just add one other thing.
| know many of you have done editorial and other comrents
on the draft that we had. Please do not forget to give
those to Eric, nyself, Kathy so we can have themand take a
| ook at them and consider them

Ckay. Thank you all very nmuch

| believe we have only one person for public
conment s.

s M. Rabin here?

Do you want to cone forward and use the
m cr ophone, pl ease?

| also want to remnd the conmm ssioners that
M. Rabin has submtted some witten nmaterials which was in
t he book that we all got.

M. Rabin, let ne remnd you that the rules
that we have here is five mnutes. Thank you very mnuch

STATEMENTS BY THE PUBLIC

MR RABIN M nane is Norman Carl Rabin from
Pl ai nview, Long Island, New York. Thi s public statenent

by the way is --
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DR SHAPIRO Hold on a second and see if we
can get the sound inproved somewhat. It is alittle hard
to hear. Talk as close as you can to the m crophone,
pl ease.

MR RABIN Ckay.

DR SHAPIRO That is better. Thank you.

MR RABIN | amnot experienced with
m cr ophones.

DR SHAPIRO | knowit is alittle
unconfortable and | apologi ze but it is easier if you get
very close to the m crophone.

MR RABIN  Ckay.

This public statenent is acconpani ed by a 15-
page docunment fax that | sent to the commssion | ast week.

M/ nanme is Norman Carl Rabin from Pl ai nvi ew,
Long Island, New York. | ama victimof illega
nonconsentual U.S. classified research type activity for
over 12 years. After innocently reading a nmathenatics
paper as part of enploynent | was covertly assaul ted by
U S. governnent satellite space assaults in 1986, 1987,
1989 and 1990.

Si nce Cctober-Novenber of 1990 | have literally
been held a prisoner of advanced technol ogy, multiple

satellites nonitor and assault seven days a week, 24 hours
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a day, even while | sleep. Since January of 1994 | have
gone to other victins of this type of crinme and | now know
of about 35 other victins of nonitoring and/or assault of

t hei r body.

Picture three, or four, or five nore stationary
research type satellites utilized to nonitor and assault
and track each such victim24 hours a day. 1In all cases
each such victimis targeted illegally and wi thout consent
by the high technol ogy use of el ectromagnetic signals to
nmoni tor the person's thoughts and/or actions and i n nany
cases to assault the person.

Again | have literally been held a prisoner of
multiple satellites nonitor and assault for over seven
years and two nonths in spite of ny conplaining about it
and nassively publicizing this crine.

Besi des fromthe nmurders which the U S
Governnent has certainly coomtted around ne and besi des
fromthe torture or other cruel and unusual aspects, the
worst part of the crine against ne is that it is a blatant
violation of the U S Constitutional F fth and Fourth
Anendnent guarantees of |iberty and the security of one's
person. Mreover, now over the course of 12 years ny own
life has literally been ripped anway at by the | aw ess,

nmonth after nonth, year after year, with the assistance of
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the U S Gvernnent to do this evil crine against ne.

| was 25 years old. Less than two years and
ei ght nonths out of college when this crime began. Last
month | turned 37 years old. To steal a victims life for
years on end is an evil crinme and to steal years and years
of avictims youth is decidedly a worser crine.

| know other long-termvictins. Mctins
targeted for ten or nore years and | see the wong -- the
evil which is going on. Hunman bei ngs deserving of hunman
dignity and even in all cases even respect are not to be
treated this way. Humans are not to be treated as subjects
of machi ne operations for nmachine oriented projects of any
type. This mangel esque, i.e. a denial of humanness for
years or even for nonths if each of you woul d think about
it for a few nonents.

The problemwi th this crine is | oophol e which
evil doing persons have exploited. They are doers of crine
under secrecy and censorshi p.

As | have recorded in the foll ow ng statenent
in ny now public formal June 2, 1997, letter to Senator
A enn on S 193, the proposed Human Research Subjects

Protection Act of 1997.

| urge the U S. Governnent to support a U S
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| aw or constitutional anendnent whi ch woul d expressly endow
citizens with the right to be protected fromcrine

comm tted under secrecy and/or censorship. Any nonitoring
soci ety having secrecy in science and technol ogy needs this
law. Please help with this proposal and its passage.

"This type of lawis a nornmal and natural step
in the progress of civilization. This |aw should have
power to use the public justice to stop crine under secrecy
and with other victins to get |awers who now have a U S
law to work with. U S. judges should gain the right of
inquiry under seal to any crine under secrecy."

In an age of science without this |aw our
country, our United States, is not a free country. Let
this coomssion tell it like it is, our country needs the
explicit right to be protected fromcrinme by anyone where

that crime is coomtted under U S. secrecy and/or U S

censor shi p.

Thank you.

DR SHAPIRO Thank you very much

Any questions any nenbers of the comm ssion
have?

Thank you and thank you very nuch for taking
the time to come and thank you for your witten testinony

as well.
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VW will adjourn now for |unch and ask you al

to pl ease be back here by 1:00 o' clock, not 1:05 but 1:00

o' cl ock.
(Waer eupon,

recessed for |uncheon.)

at 12: 01 p.m the proceedi ngs were

* * * * *
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AFTERNOON SESSI ON

DR SHAPIRO | think we should begin now W
wi Il have no chance of conpleting our schedule if we do not
begi n now.

As you know, although the first priority of our
work is to continue and finish the projects that are
currently under way, we have begun thinki ng about our
| onger termagenda and | asked Eric Cassell to speak with a
coupl e of commttee nmenbers to give sone thought to what
itens mght appear on our |onger termagenda so at | east we
can begi n thi nki ng about them and t hi nki ng about nobilizing
oursel ves for them

| will also be speaking in the next four to six
weeks with various nmenbers of the adm nistration and the
Congress to see what is on their mnds that mght -- that
NBAC m ght do that mght be useful for themand will feed
that into our own considerations also. So this is not an
itemthat needs to be decided today. That is we are not
about to take any decisions. This is just the begi nning of
t he di scussion which wll probably occupy sone tine in al
our neetings in the next two or three neetings until we can
focus down on sone things we want to do and sone ways we
may w sh to organi ze oursel ves.

So let me turn nowto Eric and | et hi mdescribe
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to you at |east what the initial considerations were of the
menbers of the small group which he net with. | think you
had a tel ephone conference if | recall.

FUTURE GOW SSI ON RESEARCH ACTI M T1 ES

DR CASSELL: Yes. W have to use the
m cr ophone Chant euse-styl e.

Your coomttee for this was Al ex and nyself,
and Alta Charo, and David Cox, and Eric Meslin, and
Henrietta Hyatt-Knorr, and so it is Eric M and Eric C now
on e-mail so that we distinguish each other.

W divided our concerns into two. e was --
one had to do with comm ssion process and the other with
actual program suggestions that we thought m ght be useful.

The first part of it was we thought there was
consi derabl e sentinent for not breaking up into two |arge
groups and neeting separately again. W are by ny own
experience and ot her people's reports a very congeni al
comm ssion and we get a lot of work done around the table
and we have a lot of different talents, and we thought we
really would do better if we could try and stay together.
There are sone days maybe that is not possible but in
general we thought that mght be a hel pful natter.

In addition to that there was al so senti nent

for having |onger neetings less frequently. W have a
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nmeeting nonthly and we are hardly finished with one neeting
and then we are already into the next and we are really not
quite ready, we thought, so we hoped we could prevail on
our chair to consider possibly changi ng our schedul e
somewhat. W thought we would be nore productive if we did
that. These are all matters for discussion.

But there is another aspect of the sane thing
and that is we are -- when we did the cloning report we
were -- we did not have the amount of staff that is usua
for a coomssion and so here we are we were all comrenting
on drafts that had not yet becone drafts and they went back
and forth, and in and out, and then -- a very unusual way
of witing areport. It has to be one of the nost unusua
way in witing a report that | have ever seen

Wher eas, we now have excellent staff and staff
i n-depth and we thought that this would also allow for a
much better use of staff, all of whomare really expert
now, to circulate drafts, to make proposals, to do the
research so that we have sonething in hand and we are
wor ki ng on that before we get to a nmeeting and even as was
just suggested a lunch so that we are at several |evels.

W are hearing one thing that is maybe ready for a couple
of neetings down the line and another thing and so forth.

And that is sonething that we are able to do now because of
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the richness of staff which comes fromother nore direct
ri chnesses.

There is some question about whether we have to
have one kind of report. Wiether, in fact, the reports
that we now circul ate anong ourselves in draft form-- is
there a reason for circulating those reports publicly? |
think they are part of the public record, aren't they, so
that, in fact, anybody who wants to comment on them coul d
do that by testifying in front of us but there mght be
reason for having public comment on drafts even that we
circulate outside and that woul d enabl e peopl e who cannot
cone to our neetings to make comments and all ow us to be
enriched by those comrents.

VW also mght -- and this is an issue that
allows us to decide, well, what do we actually do. W have
a policy assunption. There is no question about that. W
are to come up with public policy but by the way we are
constituted and by our natural bents we al so have an
academc function. Does one kind of report neet both those
needs the best? Are there things that we mght do strictly
as a policy recomrendation report and ot her things where we
want greater depth and background and greater academ c
dept h because we know we are talking to the bioethics and

scientific comunity in a different voice than we mght do
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to policy nakers?

VW also -- sone of ny coomttee nenbers felt
that we have not clarified yet what kind of a comm ssion we
are, whether we are prinmarily a regulatory -- suggest
regul ation and policy or whether we are a standard setting
comm ssion, or whether we are a probl em sol vi ng comm ssi on
like the Institute of Medicine does, or whether we are a
reflective research organi zation which is related to
sci ence because that is what our mssion is but on the
other hand we are able to bring to that a somewhat
Nei t szchean understanding that there are other issues and
uncertainties and troubl esone things in the world and noral
life that a coomssion like this is neant to reflect on and
bring back into the scientific world. W thought that we
m ght well be able to do that.

A sonewhat simlar matter is the question of
whose ears we speak to. Do we speak to the President? Are
we speaking primarily to legislators? And | think Harold
wll be able to, if he wishes to, address that nore
directly. Just who are we talking to? And nust we -- in
that same sense are we only one thing, which is the sane as
| said earlier.

Now, | think Alta Charo felt that because we

had finished the cloning report and we are getting out the
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stuff we are in nowthat this was a good tine to refl ect
about how we saw oursel ves as a conm ssi on.

M/ own sense of watching fromthe outside is
that we have -- we are being successful in the way
comm ssions work and that gives us a bigger chance to self-
define and wite a ticket, an intellectual ticket which
nost conm ssions do not get a chance to do because they are
having too rmuch trouble fighting with each other. W ought
to take that -- and | think Alta is correct about that.

So et nme pause for a nonent and then go on to
what we -- what was really our goal as far as a conmttee
to see what programitens we mght conme up with rather than
deci ding we need a new garage or whatever.

V¢ thought that as we discuss this in our
t el ephone conversations jointly and separately, though I
nmust say because of ne we really did not have one | arge
conversation or one large conference. | could not nake the
one we were supposed to have because ny nedi cal students
and ny office staff were having Christnas parties and | was
not going to be very functional.

V¢ thought that we ought to nmake a distinction
between | arger and what we call big ticket itens. For
exanpl e, the problemof the ownership of the human body,

which we will cone back, and | put here snaller but | do
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not really nean snaller as nuch as nore sharply focused,
such as those concerned with IRB function. And | do not
think we want to see ourselves doing solely the latter
should IRB's do a new structure for IRB's or new

regul ations but we would like to see us doing both these
kinds of -- taking on these kinds of problens.

However, we do have i medi ate concerns that we
think should at relatively center stage. The first of
these is the Institutional Review Board problem W
mention it again and again and again. It cones up. W are
di ssatisfied. Every one of the problens which we heard in
the testinony on the decisionally inpaired subjects al so
had a failure of an IRB and a failure primarily because of
| ack of education or structural concerns.

So it is very hard for us not to take -- should
this still be the way noral concerns in bionedicine are
handl ed and, if so, are there changes to be nade so we
ought to take on that directly. A so, it seens to be
ideally -- subject ideally suited for the staff |evel we
have been tal ki ng about where the background research can
be done. W can set up studies that mght have to be done
and then cone in wth something which woul d be a basis on
whi ch to nake decent deci sions.

There is another question which is in the
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literature at the present tine and that is the ethics of
research done by United States investigators in other
countries. W all know that the transm ssion of HV was
addressed in studies done in Africa not using placebo -- or
using pl acebo controls in a fashion that woul d never have
happened in the United States at this tine and rising an
outrage, which is a very sinple posture, a very easy
posture to take, rising an outrage for editorialists at the

New Engl and Jour ha

Marcia Angel is wonderful but there is greater
depth that could be brought to that problemthan has been
brought so far and we are the people, | think, that could
do that. Wiile it is inportant to address it, in a funny
way we are back to the Ugly Anerican problemin reverse.

R ght after the Second Wrld War and across nati onal
boundari es nedical care we were one thing. Here we are
again back to that same problemand it is an interesting
one and worth review.

There are people incidently who will be very
happy to testify in front of us good people and hol d
sharply different views.

The privacy and confidentiality issue in
genetics and the whol e issue of privacy and confidentiality

is back in front of us. W have been dancing around it
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today. In our first neeting or two we had sone exchange
about it. | personally feel that it is unsolvable at the
present time. The problemof howto solve confidentiality
in medical care and nedical records is -- | cannot see how
to get a handle on it.

On the other hand it is possible for us to take
up a problemnot so much with a solution in viewas with a
way of delineating this is what the problemis, it is in
these different kinds of situations, and we have done it
when we have laid out the problem W can now step back
fromit and let there be public debate about it as we have
laid it out.

There is an interesting -- opportunity is
offered by the fact that the 20th anni versary of the
Bel nont Report is comng up in April of 1999. So the topic
that you will find listed in this report is the Bel nont
Report Revisited.

An in-depth discussion of the adequacy of its
conceptual framework or -- adequacy is not right. The
changes in its conceptual framework of the paradi gmshift
that has occurred since 1979 in the latter progress in
research ethics and the public consciousness. As | note,
it would be a good thing to see this happen and cone out at

the sane tine as the anniversary. | have a personal thing
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that | am supposed to be witing sonething about the change
over those 20 years and this will allownme to put it off
yet for another -- anyway | think that is a subject that we
m ght gi ve consideration to.

A nunber of us feel very strongly about the
i ssue of education. This has come up repeatedly in
relationship to the know edge that | RB nenbers bring to
their work and to the failures of investigators, the young
ones and nore experi enced ones, because they sinply do not
know enough about research ethics or ethics in general.

The nedia is very poorly inforned about issues of ethics
and policy nakers, legislators and the public at |arge.
There is not only the issue of ethics. It is the issue of
sci ence education in general that canme up through the

cl oning report.

VW think that this again is an area where staff
background -- and we begin to find out who is doing what.
What foundations are out there who have noney to do studies
on education? Wat governnent bodies are doing it or think
they are doing it and so forth? Just as in other areas we
think we have to lay out a fair anount of infornation and
background studies before we tackle it but we feel very,
very strongly about it.

Bette Kranmer and | spoke about it earlier today
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and she may want to comment.

And then there are sone ot her probl ens that
have been nentioned. GCene patenting, bioethical issues in
behavi oral research. | have these | ower down on the |ist
because there is limt but behavioral research does not fit
well into the bionedical nodel. It has always had
disconforts in IRB's and yet an alternative is not clear.
And then there is conpensation for research rel ated
injuries which al so keeps comng up and subsi di ng back down
again. | think because nobody can figure out what to do.

There are |arger areas. The right to health
care. The previous national commssion articulated the
successful -- previously successful one -- articul ated
years ago that there was a -- that the nation had an
ethical obligation to ensure equitable access to nedica
care. It is now 20 years later. Lots of things have
changed. Inequity persists and grows, in fact, and while
it is aproblemthere is a question of whether we shoul d
take it up and if we took it up towards what end and what
resolution, and what wll becone out of it.

Alta Charo raised the question about the
interesting issue about who owns the body as a | arger
question. There are major cultural differences in what

your relationship to your body is in terns of ethics and
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the law. In Othodox Judai smyou do not own your body.
You have not got the right to refuse resuscitation. It is
not your's to refuse. The Mrnons are al so the sanme way.
You do not -- you inhabit, you are a guest in the body and
the body is God's. Those are just two of the views.

| think nost people are very confused about how
they feel about their body on whether they own it or not or
whether it is anit or a them and yet those natters have
direct bearing on tissue sanples, on the consent to
research, on legal issues that are poorly resolved that we
m ght take up.

And there is a question | have listed here
called the limts of clinical care.

It has sonething to do with the issue of
progress actually, Zeke, that we tal ked about before.

There is no question that there has been
enormnmous progress in the resuscitati on of newborns who
previously would have died, in multiple births where
previously there woul d have been no survivors we now have
the septuplets, and yet we do not have any real idea of
what about the others. Wat about the kids who did not
come out and go on and becone the president? O their
class of course. And what about the other ones? Wat has

happened to then? Wat social resources are used? Wat
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are the obligations society has to then? They are a sort
of byproduct of progress. In fact, if we sawit all laid
out we maght not think progress was so wonderful in

relationship to them The sane thing with the multiple

births.

| amstruck by the nunber of elderly or old
elderly. They are now called people in their -- in late
'80s and '90s who are extrenely functional. | have nunbers
of patients |I ook at and | wonder how conme you are alive.

What are you doing alive? And | know why they are alive.
They have a cut down the center of their chest. They have
had an angi opl asty or two. They had a carotid enterectony
and they are out there and functi oning.

But not every one of themnade it and a | ot of
themended up in intensive care units for |ong periods of
tinme with nobody knowi ng howto stop it. That is also an
i ssue that mght be taken up and begun to be expl ored
because | prom se you physicians do not have the faintest
cl ue about how to stop those things unless they do it
covertly. Yet we sure do know how to start.

So those are sone of the issues.

Finally, as the very last one, and for good
reason, | have reproductive technologies. | put it |ast

because | think that it has so many pitfalls that until we



N

o o A~ W

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

24

have nore nuscle as a commssion, until we have been nore
successful and maybe nore callous is a good way to put it,
| think we mght be careful about stepping in there where
there is so much can happen in relationship to the public.

That is our report.

DR SHAPIRO Wll, Eric, thank you very nuch
and thank the others who participated in outlining sonme of
t hese issues for us.

| amgoing to turn to the commssion in a
nmonent. W have perhaps 15 mnutes to discuss this or give
initial reactions. As | have said, we will read new
versions of this as we go along and gradual ly hone in on an
agenda.

Let ne just say a word about the process side.
Per haps the easiest to resolve and perhaps even the | east
i nportant.

First of all, as you pointed out, having the
staff we have nowit would be perfectly feasible for us to
nmeet as a group generally and to neet for |longer tines |ess
often. | amvery synpathetic. That is a |lot easier for
ever ybody.

| just wanted to note that in attenpting to put
t oget her our cal endar over the last few years it has been

al nost inpossible to find two days we could get a ngjority
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of the comm ssion available, any two days, so that | am
perfectly willing to try. | think, in fact, it is a good
idea. | accept the notion it is a good idea to do that.

VW will give that atry if others on the conm ssion agree
because | do think, nyself, it is a very good idea and a
better way to go about it. So | accept the recommendati on
speaki ng personal ly.

| f other nenbers of the conm ssion agree we
will just go ahead and try once nore encouragi hg everybody
toreally nmake an effort to help us out and give us the two
days when that is necessary but | |like the idea in general

Regarding -- | will just give you ny own
personal reaction regarding the nature of the reports.
do not think, nyself, and | think that was the tenor of
your remarks if | understood them that there is any need
to decide on one versus the other. | think we are going to
speak in different ways at different tines and different
ki nds of reports depending on the subjects and perhaps even
the different audi ences.

So | much prefer, nyself, to preserve
flexibility in that respect and focus on the probl em and
deci de given this probl emwho should we be speaking to
first, in what way and in what format, and so on and so

forth.
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| take it that was really the coomttee' s view
al so.

DR CASSELL: Yes, that is our general feeling.

DR SHAPIRO But maybe we could start off wth
the easier part of this and just address what Eric has
referred to as the process issues if | can phrase themt hat
way and see and just get a general sense if people woul d.

To take a specific item| would like to neet for |onger
times but a fewer nunber of neetings. That really nmeans
two days every second nonth just to take an exanpl e rather
t han one day every nonth as anot her exanpl e.

How do peopl e feel about that?

COW SSI ONERS: Yes.

DR SHAPIRO Let me ask an easier question.
Does anybody di ssent fromthat?

Ckay. We will give that a try. Please nake an
effort to be hel pful to us with your calendars and we w ||
ook at this year's schedul e because we do not feel -- | do
not feel commtted toit. W can easily cancel a few
meetings this year and nake the ones we have | onger. We
wll be back to you. FEric and the staff will be back to
you on that issue.

DR MESLIN If I may, though, it mght be

useful before we | eave that question to consi der whet her
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you do want to neet next nonth, which we had tentatively
asked you to put on your calendars. A neeting that was
schedul ed to be in Los Angeles. You have heard fromthis
nmorning' s discussion that there is a strong desire to get a
high quality research product out to you, the stored tissue
report, and | suspect you will hear a simlar sentinent
this afternoon and after tonorrow s subcommttee of the
Human Subjects Commttee on the report on subjects of

guesti onabl e deci si on nmaki ng capacity.

You nay either want to speak now or think about
this and speak fairly soon because we have nade sone
tentative arrangenents to neet in L. A sonetinme around the
5th or 6th or 6th and 7th of February. It nmay turn out
that it woul d be easier and make nore sense to forego the
February nmeeting and neet in March, which woul d give us two
nmonths to produce the kinds of things that we have been
tal ki ng about .

So | just flag that for you to consider.

DR SHAPIRO Steve?

DR HO.TZMAN Do we or do we not al so have on
the schedul e a neeting on the 23rd of February?
DR MESLIN W do not. W had asked you to

reserve a couple of dates in February and the date that we

180



N

o o A~ W

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

24

181
had nore firmy settled on were the earlier dates.

DR SHAPIRO Carol ?

DR GREIDER | would like to address the issue
of the February 6th neeting. | feel like at |least for the
Genetics Subcommttee there are a nunber of issues where we
have put off discussing substantive conponents of putting
in specific recomrendations in specific boxes in our matrix
that we really have to discuss before we can wite a
report. W do not have the substance yet of a nunber of
those inportant issues and so | think foregoing a neeting
at this point would not be productive because we cannot be
doing work in the neantinme to wite up our reports if we do
not have the answers to what we are going to recomrend.

DR SHAPIRO Let me -- let's not try to
resolve this sitting here right now but we will over the
next day's interaction with nenbers of the coonmttee and
the subcomm ttees deci de specifically about the February
nmeeting. W nay do everything fromhave a full comm ssion
nmeeting or if that does not seemdesirable and it does seem
desirable for the genetics group to get there then we m ght
have that. W mght cancel both depending on what is
deci ded and go to March

W cannot avoid dealing with the question that

you have rai sed obviously but let's not try to settle this
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here. | do have the sense that at |east we should try to
structure our neetings going forward to the extent that is
possi bl e and feasi bl e around roughly day-and-a- hal f
nmeetings half as frequently as we currently plan.

Ckay. That is very hel pful

Ve will go ahead and try to organi ze oursel ves
that way if we can

Let's go on. There are other issues which we
can cone back to on process but | think that was perhaps
t he nost inportant of the ones.

Let's go on to the issue of programand the
various suggestions that Eric nade and let's see if there
are any nmenbers of the comm ssion who have any reaction to
t hat .

Arturo?

DR BRTO | just wanted to make a comment
about general functions as sonething that Eric nentioned.

| thought that we had deci ded during the
cloning report that we were not a regul atory body and nmaybe
| am confused, maybe we just decided for that particul ar
topic. But you nmentioned that one of the issues is that --
what is our function and I thought we were nore of a
suggesti ve body basical |y dependi ng on what audi ence we are

maki ng suggestions to but not a regulatory. Has that been
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-- there has been a change of heart anongst sone of the
menbers or you just want a clarification?

DR SHAPIRO No, there has not. Even if we

wanted to be, we could not be, but I do not think -- ny
sense is no. | did not interpret the comments Eric nade
that way. | interpreted themas the question of whether we

shoul d be suggesting regul ation to whoever the regul atory
bodi es are but that is how!l interpret what Eric was
sayi ng.

DR BRITQ Ckay.

In terns of the specific topics | want to say
that they all sound very apropos obviously but it would be
very anbitious to tackle themall. One of the ones that is
very focused that | think we should tackle right now and
has been rai sed before is the research being done by this
country in other countries, particularly pharnmaceuticals
particularly with the HV studies because | think there is
a lot of roomthere where we could contribute both pro and
con and reasons for placebo and not placebo, et cetera. |
think that is sonmething we could tackle in a short amount
of tinme and do a reasonably good j ob.

Then the education | think is also very
inmportant to do because | think there is a | ot of

m sconcepti ons about suggestions we nake or other bodies
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make particularly fromthe nedia and | think that is where
we should start with the educational process.

And then the behavioral research. W had
nmentioned before, and | do not know if that has just been
| ost sonewhere, about addressing the issue of research with
children or involving children. | think this is where
maybe we could tie it in particularly because | think there
is alot of problens with behavioral research [ acking in
children for various reasons so | think that is where we
may be able to tie that in if we decide not to address that
specifically at this point.

DR SHAPIRO Thank you.

Ji n?

DR CHLDRESS: | very nuch like the |ist of
i mredi ate concerns and | think I would al so note that
several of these the Humans Subj ects Subcommttee has
raised at different points as inportant for us to cover. |
woul d al so nention that a few of these nmay have a hi gher
status than this indicates. For instance, gene patenting,
as | recall, was one of the things we were asked to | ook at
by -- perhaps even in our charter.

DR BRI TQO The President, yes.

DR CHLDRESS: Certainly the -- | think one of

t he docunments that established us. So one question would
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be whether we need to give that greater attention.

In addition, the Institutional Review Boards
di scussion is one that we have been holding off until we
can get the nmaterials fromthe two studies that are
underway but the document fromthe dinton Adm nistration
on Building Public Trust indicated that we woul d nake a
report on this within a year. That year is now passed but
it is certainly something I think we need to attend to.

The Bel nont Report Revisited | think is a great
opportunity for us to think through, particularly in
relation to a concern that Zeke Emanuel raised at our very
first neeting, whether these principles are too
i ndi vidualistic and perhaps need to incorporate greater
sense of comunity. This is sonmething that runs throughout
our discussion of human subjects research as well as the
ti ssue sanples report. | hope that we could do that over
t he next year

DR SHAPIRO Thank you.

Ber ni e?
DR LO | alsolikethelist alot. | think
it isvery rich. | would like to pick up on sonething you

said, Eric, interns of what is the audi ence we are ai mng
for. Wiat is the opportunity to change sonet hi ng, whet her

it is policy or just the way people | ook at a probl en?
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| guess | would ask the question a different
way. Wiere do we have an opportunity to nake a difference?
W could wite areally nice report but where is it going
to make a difference in terns of changi ng poli cies,
changi ng practice or changi ng how people think? Is there a
group of people out there that want to hear what we have to
say?

So far all the things we have done we have been
lucky in that the audi ence was preexi sting so peopl e wanted
to hear about cloning. There are a |lot of people who want
to hear about stored tissue sanples. There are a |ot of
peopl e who want to hear about research on people with
qguesti onabl e deci si on making capacity. | think it would be
nice to pick a topic where there are sone people out there
who want us to say sonething and are likely to at |east
l[isten to us even if they do not follow our advice.

DR SHAPIRO Thank you.

QG her commrent s?

Davi d?

DR COX So Eric spoke for ne in a way being a
menber of the group but I would just like to say that out
of all of these the one that is highest for nme is this
revisiting the Bel nront Report. | say that because as the

Nati onal Bioethics Advisory Coomssion that if we can | ook
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and ask what the foundation of this country's bioethics --
if it has changed one way or another then that is an
extrenely inportant task. So | am-- it is a favorite one
of m ne.

DR SHAPIRO Let nme make a comment about that
particular one as | have thought about it, that is the
Bel nont Report 1999, | guess is it's -- right, was it '79?
Yes, 1999. That actually is around the corner in terns of
doi ng sonet hi ng thought ful and meani ngful. W can devote a
certain anmount of tine to that because | think it is so
inportant but we will be limted in the anount of tine.

What | thought about in terns of that is we
m ght take the lead in sponsoring sone work in that area,
whether it is a volune of essays or whatever it is, we
could work on it, to which some nenbers of this group may
choose to contribute as opposed to issuing a so to speak
new -- that is not what was suggested -- Bel nont Report.
Those are the things | think we have to think through but I
agree with you, David and Eric, and the others who have
t hought about this that we should not |let that event pass
w t hout sone kind of event, sone kind of response. | think
that is right.

Yes, Bette?

DR KRAMER | would hope that with all the
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specific subjects that we address that we will not let go
of this factor of education. | think Bernie just nentioned
where is the audience. Well, | think it is incunbent upon
us to seize the opportunity that we have and the obligation
| believe we have to enlarge the audi ence. The only way we
are going to be able to do that is by providing or
fostering sone educational efforts.

| think that Eric nentioned that he feels the
i ssues of privacy and confidentiality are insol vabl e at
this time and that what we can do is lay it out. But
insofar as we do not enlarge the audience to whomwe are
speaking it is not going to be hel pful.

DR SHAPIRO Thank you.

Let ne ask a question of Arturo.

Arturo, | did not quite understand what you
were referring to when you referred to research with
children or involving children and you tied that to
behavi oral research in some way. | just could not quite
articulate or drawin ny own mnd exactly what ki nds of
t hi ngs you were thinking about.

DR BRTQO Initially we decided not to address
the issue of children, research in children, because there
are regulations in the Coomon Rul e that are sonewhat vague

but they are there.

188



N

o o A~ W

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

24

189

DR SHAPIRO Right.

DR BRTO And we went just with decisionally
i mpai r ed.

Then in discussing -- but in the context of
di scussing that we have discovered basically or | have
di scovered or sonme of us have di scovered basically the nmain
issue right now, the main criticismof research that
involves children is that children are not being included
enough in nental health research, behavioral research
because the regulations -- at least in this country the
regul ati ons are, although vague, they -- research has not
attenpted to involve themin that because of the risks, et
cetera. And that has becone questionably unethical in
itself not to include children

So | understand from behavi oral researchers
t hat naybe --

DR SHAPIRO Maybe one of the things we coul d
at least consider is revisiting the existing regul ations
regarding the use of children and see whet her those could
be expanded, changed, reshaped or sonehow suppl enented in
ways that woul d be hel pful but okay. 1 just was not clear
exactly what you were suggesti ng.

Al right. Let ne suggest that what we will do

is -- this will be on our agenda every neeting. Probably
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not for an overly lengthy period of tinme. But we wll cone
to our next neeting whether it happens to be in February or
sonme other nore distant date with what we consider an
update or sone suggestions that are associated with each of
t hese, dropping sone, adding sonme, and we will just
contribute to the discussion and see where it takes us.

Is that satisfactory to everyone?

Ckay. Thank you very nuch

Let's go on to our next topic, which is the
report fromthe Human Subjects Subcommttee regarding
deci sional inpaired and people with questionabl e decision
maki ng capacity. This is subject, of course, we have
visited at enough nunerous neetings. Now we have a report.

| want to thank Jonathan agai n and ot hers who
contributed to it. Jimand others who contributed to that.
At least ny own observation is that each one of these
drafts has nade inportant inprovenents and are very
responsi ve to a nunber of issues raised here so | want to
thank you, Jim for that and thank Jonat han and ot hers who
have worked on it.

So, Jim let nme turn to you nowto sort of take
us through this discussion.

REPCRT FROM THE HUVAN SUBJECTS SUBCOW TTEE:

RESEARCH WTH DEC S| ONALLY | MPAI RED SUBJECTS
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DR CH LDRESS. Thank you. | would second your
expression of appreciation to Jonathan and now to Eric, who
has joined us, but also to nenbers of the subcommttee who
participated very helpfully in this process.

| would like to have one item passed out. It
is aresponse | just received this norning fromthe
National Institute of Mental Health to the Novenber draft
of the report. Enough copies were provided to nake
avai | abl e to everyone.

Let me of fer ny comrents under three headi ngs.
Wy, how and what, or a priority processing of the product
if you prefer the latter.

Wy? Wiy did we give this topic priority? It
has been on our agenda since the very first neeting of the
subcomm ttee | ast Decenber a year ago and then it was added
to the coomssion's agenda as a whole at a subsequent
neet i ng.

Why? There is a long history of discussion of
this particular set of research subjects, particularly
followi ng the work of the national comm ssion whose
recomrendati ons of special protections were not adopted.
Many researchers, many subjects and their famlies,
bel i eve that additional guidance is needed to nmake sure

that subjects w th questionabl e deci sion naking capacity
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are adequately protected and al so to ensure public trust as
essential to enable appropriate and val uabl e research to go
forward

There are various proposals in the literature.
For exanple, if one | ooks over the last two years at the
| arge nunber of articles on this topic wth recomrendati ons
of various kinds of guidelines.

How? How do we get to this point and what
process we are follow ng? Well, we have heard froma
nunber of investigators, subjects, famlies of subjects,
policy nmakers, commentators and ot hers, both those who were
invited and those who volunteered to contribute either
witten naterials or public testinmony. GCertainly one
val uabl e session, very val uabl e session was the | arge
public hearing we held in m d- Septenber

In addi tion, we have had contract papers from
Rebecca Dresser. A very large and hel pful paper that then
Jonat han Moreno used as a basis for the draft that you have
before you. A draft that has gone through several
different versions already.

In addition, you will be getting |ater today --
there was a confusion bout whether we coul d get copies nade
and when -- a few additional pages prepared under contract

wi th Paul Appelbaumto go into those sections in Chapter 1
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wi th appropriate nodifications having to do with the
different disorders that are particularly relevant to our
di scussion and the promse of research in this area.

In addition, we are exploring the possibility
of anot her paper | ooking at neasurenent of conpetence,
ki nds of value issues lurking in that discussion. And also
aliterature search on research involving greater than
mninmal risk. These are things that we will conme back and
di scuss.

Anot her inportant part of the process is
attending -- several subcommttee nenbers attended a
National Institute of Health sponsored inter-institute
conference | ooking at possi bl e gui dance for investigators
and IRB's in the area of research involving subjects with
guesti onabl e conpetence or questionable capacity. This was
a very inportant neeting.

Areport will be comng out of that by the end
of the nonth and we will mnmake that avail able to everyone.
But those of us who participated in the neeting were able
then to make recommendati ons for the revision of the draft
and the draft you have before you includes in bold a lot of
those additions as well as other additions that were nade
and suggestions not only fromsubcommttee nenbers but from

ot her comm ssi oners.
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What do we have? Wiat product? Wll, as |
noted this draft builds on all the witten and publicly
presented materials | noted.

There are problens. W think it has made -- we
nmade consi derable progress with this report but as peopl e
who have read it within the comm ssion and outsi de have
noted one of the big questions that arises is whether we
have established an adequate connecti on between the first
several chapters and the concl usions and recomrendati ons.
| think all of us agree, no, we have not done that.

(One inportant possible contribution of this
meeting would be for us to get clear about the kinds of
recommendati ons we want to nake because that woul d then
lead us -- give us a way to restructure the report. |
think much of the analysis, thanks to Rebecca and Jonat han
and others, is in very good shape but now we really need to
know how to structure this dependi ng on the recommendati ons
that we want to make.

So | would -- | guess anot her aspect of that
woul d be how nmuch we want to recomrend in terns of
regul ati on and how nuch we want to recommend in terns of
gui dance. So one strong recomendation fromthe N H
conference in early Decenber was no nore regul ati on but we

are actually in the current draft proposing regul ati ons and
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we need obviously to keep that in m nd.

Vell, et me stop there and see if there is
anyt hi ng Jonat han would like to add and then we w |l open
it to discussion.

DR MORENQ Just very briefly. On page 150 on
ny copy the final lineis mssing. It was dropped between
ny conputer and the NBAC di stribution process. The word
"and" appears on that summary of recommended franmework.
After that word "and" should be the phrase "health care
professional nonitor." It is reflected in the text but it
did not -- it got dropped. That |last Iine got dropped.

DR CHLDRESS.: Say that again, Jonathan.

DR MXRENO Sure. The last line in the
sunmmary of recommended research on page 150 in the right
colum you will see the word italicized "and" which is
fol | oned by not hi ng.

DR CH LDRESS. Right.

DR MXRENO | did not nean that to be a fill
in the blank test for nenbers of the coomssion. It occurs
to me at this noment that mght not be a bad idea. The
last line should read "and" and the last line is "health
care professional nonitor."

MR CAPRON Health care professional nonitor.

DR MRENQ Health care professional nonitor.
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That is not a nonitor for health care professionals. That
is a health care professional to nonitor research with
respect to the well-being of the subjects of research for
this category of research. This is reflected in the text.
It just got dropped fromthis page.

That is all, Jim

DR SHAPIRO Jim why don't -- if there are
any comments any of you have let nme turn the chair over to
Jimfor the rest of this discussion.

DR CHLDRESS: Al right. The floor is open
for discussion. Again |l would like to have all of the
suggestions you have for the revision of the report. W do
not have a lot of tine so sone of those you nay want to
submt by e-nmail. | think it would be particularly hel pful
if we could | ook at sonme of the recommendations, the ones
that are given here, and the kinds of nodifications you
woul d propose for them That will help us then think
further about the revision of the report.

DR EMANLEL: Jim in this summary of the
recomendations there is no potential benefit, no potenti al
benefit issue, and the use of advanced directives. | have
for reasons you and many others in this room know about
serious concerns about that as an operative principle. W

have a lot of data that it does not work in other areas.
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V& are now going to inport sonething which does not work

sonewhere else into this area and | am concerned about

t hat .

| think the intention is understandabl e and
right but the potential operation is likely not -- for lots
of reasons not to neet that. So | amnot -- | think this

is avery inportant step that, you know, needs el aboration
and consideration. | amvery unclear as to why it is
t here.

DR CH LDRESS. Thanks. W wll get response
from ot hers.

| share many of those reservations, as Tom
nmentioned, regarding the report this norning. This is a
work in progress and the fact that it appears in this form
does not suggest or should not be taken to suggest
unanimty anong the subcomm ttee nmenbers about particul ar
matters here. So this is one that is still under
di scussi on.

Eric?

DR CASSELL: | just want to register | share
t he sane concerns.

DR FLYNN Could we hear --

DR CH LDRESS: Laurie?

DR FLYNN | do not nean to interrupt. | just
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woul d benefit fromhearing a little bit nore discussion
fromZeke or Eric as to the concerns they have seen in
ot her areas and the dangers they see in trying to inport
this into this arena.

DR EVANLEL: Well, | nean the sort of end of
life area where the advanced directives have had the nost
run for the noney. There are a nunber of problens which
have been identified. Failure to fill themout. Failure
to understand what you have filled out. Failure to
inpl enent themat the appropriate tine. Questions about
stability over time. And | think relying -- and they have
never been tested in the area of research. They have been
-- | nean, we have | ooked at themin an area that has a | ot
nore sal i ence maybe for peopl e.

| think as a nechani smwe have had, you know,
maybe 20 years of experience with themand | generally
think the conclusion in the field even by nyself, who is an
ardent advocate, is we trusted themtoo much. At best they
are part of a process. And we end up, |ike many things,
relying on a docunent that does not seemto reflect the
process. Mst people do not use themeven after extensive
publicity. | nmean, it is hard to understand how nmuch
publicity. You know, nost people do not do it even if they

want them
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SO it is -- 1 nmean, | think as we heard from
the people in the New York group the idea that people are
actually going to do thisis, | think, clearly unrealistic.
You just have to understand that if you put this into place
you cannot have any greater hope than five or ten percent
of people are ever going to do this. | think we nmust be
very clear about that.

It is not because only five or ten percent of
people may want to participate in research. | nean, if
there is anything we know, there is a big gap between
attitude and action here.

DR CHLDRESS: | have Eric and then A ex.

DR CASSELL: And then the other issue of it is
then they are not heeded. The evidence shows that then the
people for whomthey were witten, that is the physicians
in care, do not pay attention to them

Now t he conclusion that is usually drawn is
that is because they are bad guys and they do not want to
pay attention. | think that is not it at all. They do not
know how. They do not know how not to treat. They do not
know how in this kind of thing to apply a directive witten
way ahead to a piece of research which will not really
precisely the way it was that that directive was witten

for so we have this problem
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There is another aspect of this which is we
keep tal ki ng about nore comunitarian view of what the
process is and then when we conme to wite a reconmendati on
we are right back to trying to do it as though there was no
communi ty what soever and we have not protected this person
totally agai nst w thout having put sonme kind of standard in

that would allow the research to go on and protect the

i ndi vi dual .

Now, | do not know -- you could conme back to ne
and say, "Wll, Eric, can you solve that?" Veéll, | do not
know whether | can but | knowthat is -- even if | cannot

it is not a reason to keep putting back into place
sonet hing that did not work before.

DR CHLDRESS: ne criticismof the draft
notes that we make the famly a part of the health care
team that is care giving a part, but we then take the
famly away fromthis individual.

But let ne just, before turning to Al ex, raise
one question for Zeke.

Your comments were stated in general terns. Do
you take themto apply to what one mght call procedura
events, directives, as well as substantive ones, that is to
ones that recommend a desi gnated deci si on naker versus the

advanced directives that set out standards for deci sion
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maki ng?

Your comrents were just stated in general
terns? You apply themequally to both?

DR ENVANLEL: As you know fromny witing I
think yes. | nmean, | think the answer is if you | ook at
substanti ve deci sions we have lots of problens but clearly
people do not feel about it. |If you |ook even at

procedural ones, appointing a proxy, you have a different

set but also a set of -- first of all, people do not
actually fill the docunments out, nunber one. Two, when
they fill themout they actually do not talk to someone so

that you are sure that the attitudes are on the same
wavel engt h.

Many of the -- | nean, a lot of this happens
informal Iy and peopl e think what has happened infornally is
what happens fornally.

If I could have a parenthesis because Eric
pronpted sonething which I think is extrenely inportant and
actually I think cuts across the report we heard this
norning and this, which is our understandi ng of inforned
consent and what we really want to achieve. | nean, this
is a process for sonething we want to achieve that is
different.

| think Rhetaugh raised the issue.
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If I could just for a mnute say sonet hi ng.
| nforned consent occurs over a spectrum The detail ed
el aborat e del i neati on where you have real ly gone through it
with sonmeone and it is an extensive process and not just a
formis an ideal.

DR DUVAS: R ght.

DR ENVANLEL: In both the settings that we are
dealing with we cannot reach that ideal for nmany reasons it
seens to ne because we are asking prospectively way before
the event and so we will not have a ot of the information.

VW are going to have sonething |l ess than the
ideal and the question there for us is what are we
satisfied wth and what role is consent supposed to play in
t hat process.

| think -- | nean, | amlike Rhetaugh. W
shoul d never give up inforned consent as a standard but we
al so shoul d not fool ourselves that just because we have
this piece of paper we have gotten inforned consent and we
have respected autonony in that way. There are other
things that need to be considered and | think -- | amjust
worried that again we may -- we nmay feel better but we
actual 'y have not inproved the systemand inproved the
protection and really respected autonony any nore by | ust

having this form
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DR CHLDRESS: After again Alex and Bernie, |
amgoing to also ask Trish, who has been one of the major
advocates for some kind of research advance directive in
our subcommttee, to offer sone views because we are
hitting mainly the critical points and | want to get the
posi tive ones.

Al ex, and then Bernie, and then Tri sh.

MR CAPRON Zeke, | share many of the concerns
about advance directives in end of |life care that you have
articulated. | do think it is worthwhile not being
confused by the simlarity of the phrase "advance
directive" to inport all of those problens to this area for
several reasons.

Before | get to the reasons | et ne nmake one
ot her preparatory comment, which is the probl em al ways of
t he best being eneny of the good. | fully share with you
and have spent years and years witing about the difference
bet ween the consent formand so forth and i nformed consent.

Qur ideal ought to be an ongoi ng process of
conversation between investigator and subject. Were that
is not achieved the question is what do you do instead. 1Is
it better to go ahead with an experinent that has no
potential benefit to a nentally inpaired subject who has

never been asked whether or not if unable to give
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cont enpor aneous consent he or she would want to be invol ved
or isit better to go ahead where there has at |east been
the conversation and there was an apparent agreenent to go
ahead? That is the question.

| amnot telling you that the answer is
ineluctable but it does seemto ne that if you -- it is
possi bl e to distinguish those two categories of subjects
and I, for one, would think it is at |east better, if not
perfect because we do not know how good the consent process
was, to go ahead where the subject has had it raised that
there may be kinds of research that has no potenti al
benefit to you. You do not have to participate in that.
Sone peopl e choose to and sone people do not. W are
giving you an opportunity now to indicate your w sh on that
because at the point where it becones rel evant you may be
in a phase of your illness where we cannot ask you or where
you cannot answer us.

Now, | would argue that there is reason to
believe that is preferable to goi ng ahead when we have no -
- we have never asked the question and we have never had
that kind of directive.

Then the second question, when we face that
i ssue soneone is going to have to be involved in the

deci sion process with the investigator. Do you have
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someone whom you woul d be nost confortabl e playing that
role? It mght not be your nother or your father or your
brother or your child. It mght be soneone else or it
m ght be anong t hose peopl e, one particular one of them

Again we mght fromthe outside say that the
choi ce of one of those people is not the best choice in the
worl d and that there are psychol ogi cal reasons why that
person was chosen even though she or he is not the nost
informed or rational of all the people who coul d have been
chosen. But again is there not sonething to be said with
finding out what that person believes -- who he believes to
be the person who is best able to step into the shoes and
make a decision of the type that he would want to have
nade?

Now t hose are both things which you can achi eve
cont enporaneously. The latter you do not really need but
you mght need it during like | amin surgery and | want ny
wife to be the one they conme out and ask whet her they
shoul d do sonething they were not anticipating. Fine. You
can do that in the infornmed consent or you could do it in
an advance directive.

Wth these patients that we are tal ki ng about
here those sane kinds of considerations arise.

It seens to nme the fact that physicians caring
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for patients at the end of life in half the cases do not
even know that there is an advanced directive, that nmany
peopl e do not think about their own dying process and,
therefore, do not fill out directives, that when the
directives are witten they are often witten in terns that
are too vague to apply.

D d he nean no food and fluids if we could get
hi mover the hunp here? D d he nmean -- what is heroic
met hods? Those are not really very strong objections to
the particul ar advanced directive for research that we are
t al ki ng about here.

So | woul d hope that we woul d not throw out
this concept sinply because of a bad experience in another
field and that we would not throw it out because it is not
as good as the perfect ongoi ng process of discussion and
fully inforned consent going back and forth.

DR CH LDRESS. Let ne add one other point to
that because | amnot sure this cane in Zeke's original
statenment. That is we are in this particular draft
[imting this requirenent to greater than mnimal risk.
That is very inportant because --

MR CAPRON O no benefit.

DR ENMANUEL: No, no, no.

DR CHLDRESS: It applies to greater than
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mninmal risk in nonpotentially beneficial research.
DR EVANUEL: Wit a second. As | read the

chart on page 150 it says --

DR CASSELL: That is mnimal risk.

DR KRAMER Were are you?

DR ENVANUEL: It says mnimal risk.

MR CAPRON No, no, mnimal has an Xinit.

DR CHLDRESS: The Xis there. No, no, that
is --

DR EVANLEL: X neans that is mninal risk,
right?

DR CASSELL: It just neans the unknown.

MR CAPRON No, there is no -- we have not
specified the requirenments where it is mninal risk.

DR CHLDRESS: That is right.

MR CAPRON Qeater than mninmal risk on
peopl e who are not going to get any benefit.

DR CHLDRESS: See that is very inportant
because --

MR CAPRON  And we know this kind of research
has gone on and we are disturbed by this type of research.

DR CHLDRESS.: And, see, that is a -- | am
assumng that you are -- so | amassumng that you were

building it into the -- would that |ead you to state your



N

o o A~ W

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

24

208
views differently now that we are clear about what we nean
here because we are limting this to greater than m ni nal

ri sk nonpotentially beneficial research?

DR EMANLEL: Well, | think there are two
separate things. One -- sorry, | msinterpreted the chart.
| apologize. | did not interpret --

MR CAPRON It is a fault of the chart. It is

easy --
DR CHLDRESS: |Instead of X put --
DR EVANLEL: It is ny fault. | was -- |
understand the -- let ne separate it. | understand the

notivation in this category of greater than mninmal risk or
no potential benefit to want higher |evels of protections.

| still object or still find the idea of trying to use
advance directives -- not going to reach the objective.

What | heard from Al ex and what | hear around
the table is we share the concern. W need protections for
people. The question is whether this answers that concern
and whether this is the procedure that is going to answer
t hat concern.

M/ sense, again inporting sone information from
other areas, is it is not going to.

Two things in response to Alex. First, | agree

end of life nmay not be a perfect analogy here. On the
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ot her hand one should not be starry eyed, optimstic, as if
there is no carry over. It is conpletely different because
we have a | ot of experience there and we have no enpirica
experience in this area.

Second, | amnot sure | woul d pose the question
as Alex did, which lets you -- | nean, the way A ex posed
it was very stark. E ther you talk to themand get their
prospective consent or you do not and you just do it to
them Those are not the only kinds of protections. |
would not -- | nean, if you ask ne that question ny
reaction to the question is you have posed the w ong
gquestion. You have posed a fal se questi on.

DR CASSELL: Could you el aborate on how? |
nmean, what is the alternative?

DR EVANUEL: Well, | nean, it seens to ne that
if you have got --

DR HOLTZMAN He wants you to be closer to the
m ke.

DR EVANUEL: | is comng.

(Laughter.)

DR EVANLEL: | nean, first of all,

(Laughter.)

DR HOLTZMAN  You better say the right thing.

(Laughter.)
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DR EVANUEL: First of all, | nmean if -- here,
| think, it crucially depends -- | think as Eric was trying
t ko suggest -- what kind of understanding of that research
you have, whether it -- people who are concerned about this

group that is going to be experinmented on have been
involved in the process of planning the experinents.

think those are other substantive protections that, in
fact, lower ny overall concern for the need to be sure you
have got this full-blooded or as close to full-Dbl ooded
consent as you have.

| think there is a trade off here in ny own
m nd between the kinds of protections you have, how sure
you are that there is no benefit to the subject, how sure
you are that this is greater than mninmal risk. Wether
in fact, the research results -- the comunity of concern
thinks that the research results are going to be very
inmportant to them These are lots of things that cone into
it and it is not just consent.

MR CAPRON But there certainly are needs for
other protections. The question | think we have based upon
experience that we have | ooked at in the psychiatric
facilities is the willingness of researchers to (a)
describe research or potential benefit that does not seem

to be very likely to have any benefit but (b) the question
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people with simlar illnesses agreeing and you can even
have a legally authorized representati ve agreeing.

Qur sense was you should not do sonething to
sonebody which has greater than mninmal risk and by the
design, even the designers would say, it is not designed to
do them any benefit and any benefit would be totally
adventitious and unexpected w thout that person having said
if the time cones | amw lling to be in that kind of an
experi nment because I, |like you, M. Researcher, value the
out cone of research enough to subject nyself in a state in
which I amnot capable of protecting nyself and not capabl e
of indicating that | want to w thdraw, and everything el se
we think of as normal protections that people have I,
nyself, amwilling to take that risk in order to advance
Sci ence.

It is here, unlike -- | nean, | do not know
what | feel in the end about all the losses that will -- if
we cannot get access to every human tissue w thout consent
-- 1 nmean, you know, | do not know where | come out on that
yet. You all wll still have to convince me. But | do
know what | think about |iving human bei ngs who cannot
protect thenselves and are going to be used in greater than

mnimal research. | do not want it done unl ess they have
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said it is okay with them That is just the bottomline on
this point.

DR CHLDRESS: Before | turn to Bernie, Trish
and Eric, let ne just note Harold and Eric Meslin had
called ny attention to what appears to be an error on 145
under four, "and I RB may approve this category of research
only if the potential subject has given informed consent."
| think the "and" should be "or." Has actually given
advance directive to be consistent with --

MR CAPRON It says "or." "Q if incapable

has executed an advanced directive," doesn't it?

=

CH LDRESS: On 1457
CAPRON. 145, second line --
MESLIN Second |line of four.

CH LDRESS: M ne does not.

2 3 3 3

CAPRON  (Ch, no. Look at the top of the
page.

DR CHLDRESS. | know but --

MR CAPRON Ch. Ch, | amsorry. | was
| ooking at the top of the page.

DR CH LDRESS:. Look down under nunber 4.
SHAPIRO Coul d you read that again?

CAPRON That is potentially beneficial.

3 3 3

CH LDRESS: That is right. W do not

212
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require --

MR CAPRON  Three --

DR CHLDRESS: -- an advance directive for
potentially beneficial.

MR CAPRON That is right.

DR CHLDRESS. But it says it under nunber
four. At least our draft says it.

MR CAPRON Oh, | amsorry. | amsorry. |
under st and.

DR SHAPIRO Can you repeat that?

DR CHLDRESS: Yes. It should be -- the "and"
shoul d be "or."

MR CAPRON The thing that we have been
di scussing is point nunber three and you are now sw tchi ng
to poi nt nunber four.

DR CHLDRESS: Well, this is just to get this
clarification in. Thanks to Harold and Eric for calling it
to ny attention.

Ber ni e?

DR LO Yes. Let nme also speak as soneone who
has tried to work in the field of advance directives and
end of life care and it has been disappointing to say the
least that it has not worked out better. So although I

think we cannot translate all that experience, there
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actually are sone pertinent differences, and one being, |
think, that sone of the people you are tal king about as
potential subjects may have a remtting and rel apsing
course -- | nean, there are nonents of whatever you want to
call it, remssion or treatnent -- nmay be able to be quite
deci sionally capabl e and actual | y have sone sense of what
it was |like to rel apse.

But | amvery skeptical about nmany peopl e
filling these out. | nean, sone wll. | guess you want to
give that opportunity. But | guess ny suggestion woul d be
that what you are really doing, | think, with the current
proposal is saying for all intents and purposes research
that does not provide benefit and is nore than mninmal risk
is probably not going to happen. It is going to -- you are
going to have to work very, very hard to find that snall
group of individuals who are willing to fill out that
research advance directive and you probably will not. That
may be fine if that is what you want to do.

| have sone ot her comrents that have to do with
sort of our conceptual thinking behind why we -- why are we
so wlling to say that a piece of paper which is really
just a signature and a notarization and may not express any
nor e under st andi ng, commtnent or having thought through a

decision, | think it really goes back to this notion of
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informed consent. | would like to suggest that inforned
consent is inportant but we should not try and make things
sound as if they are very nuch |ike informed consent when
they are not.

| think the real issue is that it is not that
we get consent or not, that we do not want to do things to
peopl e that they woul d not want us to do or they did not
even know about and it is just very unconfortable. If they
consent we figure, well, they let us do it so that is okay.
But I think there are other degrees of respecting autonony,
many of which I think you have worked into the report.

Ohe is failure to assent even if the patient is
uni nforned has to be respected. | think that is very
inportant and | would say that you actually have to seek
affirmative assent. You cannot just say they did not
object so we will doit. You have to say is it okay if I
draw your bl ood.

| think that is -- you know, we were talking
about increnental inprovenents this norning. | think that
is an increnmental but substantial inprovenment over what
happens now where you just get the bl ood drawn because, you
know, we want to draw your bl ood and you do not object.

| think the other thing we tend to do is we try

to fit everything in sonme autonony nodel even when it does
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not. Mst of these decisions for people of questionable
capacity really have a ot nore to do with what soneone
else thinks is in their best interest.

| think one of the things that | |ike about
this draft that I think we need to sharpen even nore is a
wllingness to say that famly nenbers by default, unless
shown ot herwi se, are the natural surrogates to whomwe turn
for decisions about is it in this patient's best interest
to be a research subject. That is a big change. | nean
if we arewlling to say that leaving aside the -- it
depends on whether it is benefit and risk.

But, you know, A ex, to go back to what you
always remnded us sort of the history of this. | nean
there is a school of thought that, you know, it was very,
you know, cogent, | think, that said, no, that you cannot
do anything to a subject without their free and voluntary
consent. It goes right back to the Nurenberg code. $So
that if we are really saying a famly nenber nmay consent or
may gi ve perm ssion under certain circunstances, again that
is-- and if we really involve the famly nenbers in a
nmeani ngf ul deci sion as best they can nake it, again | think
that is an increnental but substantial inprovenent.

As long as | have the floor I amgoing to just

sort of sneak in another point that is unrelated.
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| was inpressed that a lot of the
recomendations are let's have the good people in the IRB
settle this one for us at the local Ievel

(Laughter.)

| guess | amreally skeptical. | nean, it may
be --

(S mul t aneous di scussi on.)

DR LQO Should we do a global search and
replace? This is a really tough question. W do not
really have a good answer yet on howto solve it. W are
still thinking but in the neanwhile we are going to pass it
on and we hope these poor overworked, under trained, unpaid
people in the IRBw Il do a better job than nothing at all
But I think we really should be fairly honest and say if we
are saying the I RB shoul d deci de on a case by case basis
and recommrend, that is really not a very robust guarantee.

DR DUMAS. | agree.

DR CHLDRESS: Trish, and Eric, and | think
saw Davi d' s hand.

Trish?

M5. BACKLAR First of all, I want to say that
it is a shape --

DR SHAPIRQO The m crophone.

M5. BACKLAR First of all, | would |like to say
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that it is a shame that we are calling this an advance
directive because | think that it is a very -- the docunent
that we describe as a RADin here is really very different
fromthe kind of advance directive for end of life care.

Secondly, | see it much nore as a kind of
ongoi ng contract with the researchers which can change as
time goes along so if the subject objects at any tinme they
can go out. Plus it involves certain safeguards |like a
surrogate decision nmaker. Plus | do not knowif we
actually filled this out -- |I have to go back and | ook and
see exactly what Jonat han sai d.

But there should be al so sonme kind of outside
health care provider who is also involved and is not part
of the research so that it is not sinply an agreenent to be
in a research protocol and it certainly should not be done
ahead of being -- | nean, it should be part of the inforned
consent process. The surrogate would be part of the
i nformed consent process. Al the safeguards woul d be
built into a contract to protect the person who nay have
fluctuating incapacity.

DR CH LDRESS. Have you taken out -- | guess
one question would be then what rol e advance plays in this
at all?

DR CASSELL: Wat role has what ?



N

o o A~ W

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

24

219

DR CHLDRESS: Wat role advance plays in
this? | nean, this is just before the research but it is
hardly advance in the same sense that we are tal ki ng about
so nmaybe we have the wong | anguage here.

M5. BACKLAR Correct. Mybe -- because since
you notice in the RAD it really has to be tied to a
specific research protocol. It is not just for any
research that nay cone al ong.

DR CHLDRESS: But then that is -- then
per haps we are m sl eadi ng.

MB. BACKLAR R ght.

DR CH LDRESS. The report needs to be altered
then and basically get rid of the | anguage about research
advance directi ve.

DR EMANLEL: GCould you just tell me -- say |
have a waxi ng and waning condition. | do not know Manic
depr essi ve di sorder or sonet hing.

MB. BACKLAR R ght.

DR EMANLEL: How exactly -- and the researcher
wants --

M5. BACKLAR The research --

DR EMANLEL: -- the researcher wants to get ne
at the depressive nonent. Ckay. That is whatever the

research is. It has got to get ne at that nonment. Now how
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isit going to do it? | mean, basically what you have
described is inforned consent. | do not see howit is
anything different than i nforned consent. An advance
directive --

M5. BACKLAR | tell you what is advance about

DR CHLDRESS: It may be an inprovenent --

M5. BACKLAR The advance part of it isin a
sense the person is preparing in case they | ose capacity
and at atine that they lose -- they should | ose capacity
for decision nmaking if they are in the research protocol,
whi ch m ght invol ve comng off nedications or various
things, that for sure they have with thema surrogate and
an outside provider. So in a sense that is the advance
part of it.

Wi |l e they have capacity to nake decisions for
t hensel ves they wll.

DR CH LDRESS. But we could sinply require
t hose mechani sns w t hout connecting it with the notion of
an advance directive.

DR EVANLEL: | also mght nention that does
not apply well to the denentia category, which at |east
froma nunerical standpoint --

MB. BACKLAR | understand that.
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DR ENVANLEL: -- is a nuch bigger category.

M5. BACKLAR Well, we -- what | was thinking
of is setting up a nodel out of which one mght change in
terns of the different categories. You will notice in the
begi nning we categorize people with capacity. W have four
kind of nodels. This was really set up thinking of people
with fluctuating incapacity.

DR CHLDRESS: Anything else at this point,
Trish?

M5. BACKLAR Not at the nonent.

DR CH LDRESS. kay.

Eric?

DR CASSELL: Well, it is King Sol onon's
headache revi sited.

(Laughter.)

Bernie is absolutely right about a very crucia
issue. Here it is we want to nove forward, the
decisionally inpaired problemis here, we have got to sol ve
it, and then we conme right up against it and we are going
to use the sane nechanismthat did not work before, and we
are going to use the sanme IRB. Bernie and | are junping up
and down and sayi ng, "education, education, here, there and
everywhere," but we are not educating them W are going

to go in there and tal k about an advance directive and we
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cannot even agree on what that is.

And then even here in nunber four where an

"and" is being added -- gee, that -- wait a mnute. That
neans that --

DR CHLDRESS. No, the "or" replaces an "and."

DR MESLIN It is being replaced.

DR CASSELL: The "and" replaces the "or,"
right?

DR CHLDRESS. No, the "or" replaces "and."

M5. BACKLAR "O" replaces the "and."

DR CASSELL: Oh, thank CGod for that. That is
okay.

(Laughter.)

DR LO W solved that problem

DR CASSELL: So that is solved.

Now all we have to do is solve the probl em of
we do not know what an advance directive is and we are
dependi ng on an | RB

| do not want to go back and say, "Wll, that
isit. W gave it a run and we are not going to do it."
The Edsel was not a good car and that is all there was to
it.

M5. BACKLAR And we still have not agreed

about ri sk.
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DR CASSELL: So then the question is what is
the internediate solution. |Is there an internediate
solution? Well, there is a research solution to it, anong
ot her things, where we strongly urge the National
Institutes of Mental Health to put out an RFP on
researching the issue and we request themto cone back to
us with this saying we cannot resolve this issue because
there are too many questions of fact that have not been
solved for us. CGherwise we are just witing a bunch of
stuff that we know as we wite it does not work. | do not
want to do that.

| do not want to cone back and say, "Vell, it
does not work but we are going to wite it down anyway," or
end up with a good workabl e report where all the way
t hrough the body of the report it is a great report and
then we get to the conclusions on which policy is based and
we are back where we were.

DR CHLDRESS: David, do you have anything to
add to that sobering thought?

DR COX Yes, with sone trepidation actually.

So this is an area where | have very little
personal experience but | have found listening to the
di scussion it leads ne to the foll ow ng questions:

| amvery keen on, you know, not instituting
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t hi ngs that know edgeabl e peopl e who have personal
experience say has not worked. But | ask the question why
hasn't it worked?

So that | can think of two reasons why it m ght
not have worked. First, that there is sort of factual
practical things that makes it not practical. And another
thing that | think is nore likely why it does not work is
because peopl e do not value the principle on which it was
based to begin with.

Now i f peopl e do not val ue the principle that
it was based to begin with we can have any process that we

want to put together and that will not work either.

So because it strikes nme -- again, being naive
inthis area and | say that -- that this should not be so
conplicated. Al right. So when things snell |ike they

shoul d not be real conplicated and are real conplicated it
heads ne towards the fact that some people do not value it.
So | really very much like the idea of going
back because there is lots of experience in this in asking
why it did not work, okay, and what we have to do to get
fixed to get it to work. And that the -- rather than
maki ng anot her set of recommendations sort of addressing
that fact right up front. And then, okay, if it is not

val ued by certai n peopl e have themcone out of the closet
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and so on, all right.

O if they say it is not that we do not val ue
it but that it conflicts with some other value that we have
that precludes us doing it.

Now, again, | say that | do not have any
background in this area and nmaybe this is not rel evant but
just listening to the discussion --

DR CH LDRESS. Let ne add one point before
getting to Eric and Bernie.

Wen we ask the question would it work here,
has it worked in another area, | think we do have to ask
work in relation to what. The critical question here, and
| think we saw it in the exchange between Zeke and Alex is
work in terns of facilitating research, work in terns of
protecting subjects and their autonony.

| amnot putting those in cast but work -- it
was differently -- there was a different enphasis in your
comrents as to whether it would work or not | think and it
seens to nme that the fundanental attention that we have to
face in this area because it can -- it can certainly be
said it works if only one percent fill out a formit works
in one sense but it wll not permt research to go forward.
So a | ot depends on what you are enphasizing, | think, in

terns of what works.
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DR EVANUEL: Wit a second.

(S mul t aneous di scussi on.)

DR EVANLEL: | ama little unconfortable here
by people saying that if we have the formfilled out that
is the only way in which we have protection of --

(S mul t aneous di scussi on.)

DR CASSELL: No, it falls on the straw man.

M5. BACKLAR It has nothing to do with just
filling it out.

DR EVANLEL: As an integral, essential,

i nescapabl e part.

DR CHLDRESS: It is a sorting device.

DR EVANLEL: No. | amhearing if you do not
have this consent you are out. You are not protected. W
have no assurance of protection and you are out.

DR CHLDRESS: No, we did not say that.

Alex, explain it.

MR CAPRON Well, if you do not have this --
if you -- put it this way: W would have nmany nore advance
directives for end of life care if the public and
physi ci ans knew t hat every nedi cal technol ogy had to be
used on every patient who did not fill out an advance
directive, which I would regard -- nost of the care that

woul d be provi ded beyond a certain point would not be
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beneficial to those patients. It would be in the sane
category as this. People and doctors, if they knew they
had to | abor over every patient until physiologically they
had total collapse of the patient, and unless there had
been an advance directive we woul d have a | ot nore advance
di recti ves.

| have a sense that if researchers believe that
their IRBs will not allowthemto do research of a certain
category unl ess they have discussed that category of
research with the subject in advance at a tine when the
subj ect can nmake a choice, and as you and Berni e have
pointed out this is nmuch nore applicable to people who go
in and out of periods than to someone who is on a course
because the person who goes in and out has sonme sense of
what you are tal king about. The person with A zheinmer's --
it is a harder prospect to know.

But the incentive will be there to have those
conversations and to have that sorting.

Now once you get a person who is in the
category that they, thenselves, have said it is all right
it is not as though you have carte bl anche w th them of
course. But the understanding is that no research
institution will allowthe research to go on at a greater

mnimal risk of no potential benefit on those people for
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whomthat -- | prefer to think of it as prospective consent
i nstead of an advance directive. Prospective consent and
appoi ntnent of their surrogate.

They have not gone through that process or they
went through it and they said no, they were not interested,
or whatever reason. |If you do not have that fromthemthey
are out. They are protected in a sense that they wll not
be subjected to that except by someone who is willing to
break the | aw

DR CASSELL: | want to see exanples of the
advance -- | nean, the advance consent, which | think is a

good di stinction.

DR CHLDRESS. | amsorry, Eric. | mssed
t hat .

DR CASSELL: | would like to see copies of
what you nean. | mean, you can wite a general, very

general statenent of sonebody approves the research, they
really would like to be a nmenber of a research project even
if they cannot consent at that time, very general statenent
and then | understand what the person is doing but the nore
concrete you get the less valuable the thing is and the
nore broad it becomes the nore question there is are they
really consenting to the --

MR CAPRON  And the key thing that you are
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trying to distinguish as I have understood what we were
about here is whether or not you would agree to be in a
consent protect that woul d expose you to greater than
mninmal risk and that has to be explained with the kind of
things that coul d happen and nmake it concrete but woul d not
be designed to benefit you at all.

And that is the determnation that is so
cruci al here because that kind of research is done by
researchers and it should only be done when the person has
said, as the researcher is saying, | value scientific
knowl edge enough to go through a process w th no prospect
of being benefitted by it as opposed to with the lure of
sone potential therapeutic payoff for ne. And that is why
we distinguished it. W do allow a surrogate in the
potentially therapeutic because we say there the fact that
you have not gone through this process and have not nade
that determnation ought not to be a total barrier to your
getting that benefit of the innovative treatnent or
what ever is being done here.

But where that is not a prospect what is the
justification for using the person? It is just pure use of
a person who has not been given the opportunity to say yea
or nay to that. Not everybody can be presuned to be

willing to go through pain and suffering in order to
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advance sci ence.
DR DUVAS: Yes, right, very true. 1| do not
under st and why --
DR SHAPIRO M crophone.
DR DUVAS. | do not understand why it is so

difficult. You know, | sit here and | think these things

seemto be in general -- they are addressing probl ens that
we tal ked about a long tine and they seemsolvable. | do
not understand why it is so conplicated. | have a feeling

that it is not really that conplicated. Wy are we doi ng
this? Wat is going on? Wat is going on?

DR CASSELL: It is conplicated. FRhetaugh, it
is conplicated because we are trying to say we want to find
out what this person would think to be in their best
interest as they know those interests.

DR CHLDRESS: This is not the --

DR DUVAS: Well, you do not ask that question.

(S mul t aneous di scussi on.)

DR CHLDRESS: That is the case here.

DR DUVAS. No. You ask that person -- you
tell that person something about the research you are
doing. You ask themif they are willing to participate.
You expl ain as best you can what the inplications are and

you extract a yes or a no, or | cannot answer, or something
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like that. | just do not -- |I do not know where we are in
here. | know there is sonme underlying issue here that is
not on the table.

(S mul t aneous di scussi on.)

DR CASSELL: The requirenent could be for a
drug conpany, Rhetaugh

DR CHLDRESS. It may be that our chart is not
as clear as it should be because, Eric, | amnot sure how
you would say in terns of non potentially beneficial
research with greater than mnimal risk that this is a best
interest consideration. | nean, how could --

DR CASSELL: Well, it is like the people who
participate in Phase | trials.

DR CHLDRESS: They may want to but how do we
say do it as a best interest consideration?

DR CASSELL: Well, because the person thinks
that in nost instances that sone good shoul d cone of al
this.

DR CHLDRESS: That is true for those who
consent but | do not think you want to say that to the
person who does not have the capacity to consent and that
is the category we are tal ki ng about.

MR CAPRON  FEric, it does not fall within the

usual understanding of best interest. It seens to ne that
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a person can nake a statenent that they have interests
other than their physical well-being and you coul d say that
is part of their best interest. But usually when we talk
about best interest and about people who are incapabl e of
deciding we are tal king about something nore i nmedi at e.

It seens to ne that the person who has a dread
di sease and says you want to do a study unconnected from ny
di sease or connected but of no benefit to ne and I am
wlling to participate is saying | amtrading off in a
| arger existential sense ny own personal benefit for sone
greater good and | amtrying to give sone neaning to ny
l[ife right nowthat | amstill a person capable of doing
sonet hing useful for others even though | have this dread
di sease.
CASSELL: well, I --
CH LDRESS: But that is not --

CAPRON And you can say --

33 3 3

CASSELL: Well, let's back off back to the
ot her i ssue.

MR CAPRON But the --

DR CASSELL: Supposing there is no probl em
about that and | agree with all of it and then back off to
the other category. W have no probl emexcept that one?

I's that our only problen?
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DR CH LDRESS. That appears to be the case
actual ly.

DR DUVAS. | think it is imoral to persuade
sonebody to participate in a project that you know is not
going to do themany good and that has nore than m ni nal
risk.

DR CHLDRESS: Larry has been trying to get in
and he has not spoken. Let ne get himand then Bernie and
then Tri sh.

DR MIKE AmIl close enough? | guess | am

What is the universe we are tal king about here
because el sewhere in the report you say that if your
research can be done in other subjects then they are not to
be done in the decisionally inpaired? So what we are
tal king about is an area of research in decisionally
i npai red subj ects where there woul d be greater than m ni nal
harm Wat kinds of research are we tal ki ng about that
woul d still escape the prohibition about if it can be done
in other groups?

DR CH LDRESS. Bernie, did you want to respond
to that?

DR LO Yes. | nean, | think thereis a
coupl e of things we -- we sort of junped in the mddl e of

the end of the report and there is a begi nning of the
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report | think we need to set up. First there is a | ong-
termbenefit to people with things like -- with conditions
such as depression, denentia, to have research done that
does not give themdirect benefit but illumnates the
condition they have, the etiology, things |like that.

The problemis that sonme of the things which
are not very risky to peopl e who have deci si on naki ng
capacity can be quite risky in sonme sense to people who do
not so that is things |ike CAT scans, MR scans, PET scans,
whi ch for people who are aware present nost of the tine
very little risk. To soneone who does not understand what
is going on it can be very frightening. GOne m ght,
dependi ng on how you construe greater than mninmal risk,

m ght say that.

What is mssing out of, you know, the way this
has fallen out is the notion that was there before that has
been in previous witings on the subject that it nmakes a
di fference whether the research is pertinent to the
condition that the patient has or not.

Now one thing you have done, which | have not
t hought through yet, is when you say that it nmakes a
di fference whet her you could do the research on subjects
who are able to give consent or not. But, | nean, if you

want to study, for exanple, what the glucose netabolismis
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in people with severe depression that is refractory to
ot her nedi cati ons because you want to see if a different
area of the brain is involved because that mght eventually
lead to new drugs but it is not going to benefit that
particular patient and the test, which is getting a fancy
X-ray, may scare them

It is hard for nme to i magi ne how you do t hat
research if you say it is only going to be on peopl e who
have gi ven a research advance directive or whatever you
call it. Realistically we are not going to do that
research. If we are willing to say that we do not care, we
are not going to do that research and accept the downstream
consequences that is okay. But | think to say that, you
know, we can nake this -- | nean, | would like to believe
we can rmake it happen because we are going to be commtted,
we are going to realize it is inportant and we are going to
nmobi lize the activists, | amnot sure it is going to
happen.

MR CAPRON  Wuld you be of the viewthat Eric
expressed that the statenment you have just nade is an
enpirical statement that ought to at |east be studied
before we reach the concl usi on negative to the use of the
directives? In other words, if you are saying that this is

a requirement which is a veiled way of stopping al
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research not of benefit, that is a disturbing claim | am
not convinced of it.

DR ENVANLEL: | think that has to be the
presunption, Alex, given the history and the burden -- |
agree with you. W need to have enpirical studies. It is
an issue of fact. It is an issue of fact but the history
of the use of advance directives has to suggest to you that
it is unlikely and that the burden of proof is, you know,
quite --

MR CAPRON | nean, because in nost states you
do not need an advance directive to get appropriate end of
life care and if you do not get appropriate end of life
care it is for reasons other than the fact that you do not
have an advance directi ve.

DR LO Aex, wait. New York is a state and
Mssouri is a state where that is -- legally you need an
advance directive to get life sustaining treatnment wthheld
or w thdrawn generally.

MR CAPRON  No, you do not. You need cl ear
and convi nci ng evi dence of your views which does not
i ncl ude an advance directi ve.

DR LO Ckay. But nost people do not --

(S mul t aneous di scussi on.)

DR LO Most people --
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(S mul t aneous di scussi on.)

DR LO Wll, the lawrequires clear and
convi nci ng evidence. Mst people do not give it. Wat
happens in New York is that doctors want the | aw because it
is the nost ethical thing to do.

MR CAPRON R ght. That is ny point. That is
why you coul d say that "advance directives" have been a
failure and why everybody in the country does not have one
because the nessage is out there to people and their
doctors that these decisions are going to get nade anyway.

As | say to you, do a thought experinent, if
the experinent | described before was the case where
everybody got the full court press everything nedicine
could do until they fell apart biologically or
physi ol ogi cal |y you could be damm sure that there would be
a | ot nore peopl e having advance directives and every
doctor would raise it with any patient who he thought was
within ten years of death because he would not want to be
stuck having to do that.

DR EMANUEL: Aex --

MR CAPRON But that is not the case. That is
why advance directives have not worked here. W all avoid
t hi nki ng about death, et cetera, et cetera, et cetera.

That is not the case with these patients if they are in
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contact with a researcher. The researchers say to
thenselves | can only recruit this patient if | have had
this discussion. If | have said, "Are you willing to go
into such an experinment, an experinment that woul d not be
for your own benefit, and that m ght cause you nore risk
because you --" all the kinds of reasons that you have
given, "-- or are you not?"

DR EVANLEL: Aex, is that the right nodel ?
Is it the nodel that | have a stable of patients with nanic
depressi ve disorder and | have experinments waiting to bring
themin or does the situation actually work in a different
way, which is | come up with an idea for a study because
of, you know, whatever is going on in the literature and
then I ook for the patients that are going to fit the
study. If it is that second nodel you have a probl em and
you have a problem --

MR CAPRON  You have to --

(S mul t aneous di scussi on.)

MR CAPRON -- to their physician to give the
consent .

DR EVANUEL: Wit a second. You have a
pr obl em because the idea of an ongoi ng rel ati onshi p between
researcher and subject that you suggest where this is going

to be prospective consent is not operative. It sinply is
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not going to work. So then we are going to step back --
t hese research advance directives are going to be general
things not nade with the specific researcher who is going
to do your experinent at all and they are going to becone,
you know, sone kind of carte bl anche.

DR CASSELL: M. Chairman, could | ask for
clarification?

DR DUVAS: Wong, no. No.

MR CAPRON Wong.

DR CASSELL: | just want to clarify the
guestion we are di scussing.

DR CH LDRESS.: Use the m crophone.

DR CASSELL: | take it that we have nade a
change in therapeutic research even where risk is present,
that the famly, for exanple, or a representative can now
consent whereas before that was not the case, | nean, in
previous lifetines that was not the case. W put that in.
V¢ have added the famly or |egally appointed
representative. Now we are arguing only about one area,
nont herapeutic risky research. That is the only thing we
are di scussi ng.

DR CHLDRESS: Qeater than mnimal risk,
nonpotentially beneficial research.

DR CASSELL: Rght. But we have as a
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conm ssion cone to believe that we can protect our subjects
by having their famly or equivalent there in other
circunstances where it is therapeutic and there is risk.

So now we are only about nontherapeutic risky experinents
wth mninmal risk. 1|s that the question?

DR CHLDRESS: That is what | understand this
to be.

DR CASSELL: |If that is the case and we are
goi ng back and forth, we are discussing a matter of fact, a
question of fact. |If that is the question then fromny
point of viewit ought to be left inpossible to resolve and
we ought to set in notion sonmething that will help resol ve
it where that is really clarified so that we can find out
this question. Qherwi se we are just guessing. You are
sayi ng yes and he says no.

(S mul t aneous di scussi on.)

DR EMANUEL: No, no, | amnot --

DR CASSELL: He says yes and you say no.

MR EMANLEL: | do not think it is just a
matter of fact because as | have heard the discussion for
one second, Alex is prepared to say even if ny prediction
or Bernie's prediction or anyone el se's prediction that you
will not get people to fill out advance directives, that

the systemw |l not work, he is prepared to say fine, it
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will not work. But | amnot prepared to change the
standards. He does not care what the facts are, right?

(S mul t aneous di scussi on.)

DR CH LDRESS: But again our work has to do
with values not sinply wth --

MR CAPRON That is right.

DR ENVANLEL: No, no, no, will not work in the
foll owi ng sense. People will not fill out advance
directives and the researcher --

(S mul t aneous di scussi on.)

DR CHLDRESS: It works fromA ex's
st andpoi nt .

MR CAPRON It works. It prevents research on
unconsenti ng subjects that exposes themto nore than
mninmal risk and no benefit. It works.

DR CHLDRESS: It works.

M5. BACKLAR | think, Zeke, you are talking
about something quite different. First of all, | do not
really see an analogy to end of |ife advance directives.
That is because if you nmake out an advance directive about
what wi Il happen to you when you die you do not know what
that is going to be. You have no way of know ng right now
how your end of life is going to be. So it is always

conjecture and there is always going to be sone kind of
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rel uctance to nake out sonething of which you know not hi ng.
This we are tal king about sonmething |like a
psychi atric advance directive. You nmay not have had
preci se experience but you shoul d have had sonme experience
perhaps in losing capacity to nmake deci sions for yourself.
Al you are doing is with a specific protocol putting in
pl ace certain protections for yourself should you | ose
capacity during that research process. And that will be

those protections of a surrogate and an outside health care

provi der.

DR CHLDRESS: But | just mght note we can
put --

M5. BACKLAR And the ability to drop out
what ever happens. |f you object you get out of it.

DR CHLDRESS: But see this is why | think,
Trish, as you and | have di scussed several tines, it is
really inportant to distinguish the notion of advance
directive fromall these other protections and as |ong as
you can inflate themthen a lot of this debate is going to
go on.

M5. BACKLAR kay. | amwlling --

DR CH LDRESS. W could require these
protections --

M5. BACKLAR -- the reason --
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DR CHLDRESS: -- whether we have advance
directive or not.

M5. BACKLAR The reason that | see --

DR CHLDRESS: R ght.

M5. BACKLAR -- this kind of contract as a
good thing in the partnership between the researcher and
the subject is that it is a way of getting those
protections all into a package. That is all. And that the
surrogate is there and part of that consent process,
under standi ng what is going on, plus the outside provider,
that is it. Just a sort of package to ensure protection

DR CH LDRESS. But in our study we have a | ot
of contracts that are regulated in various ways and we
could sinply require these conponents you have nenti oned
and that woul d be separate fromthe questi on of whether you
have to have an advance directive before you enter it.

MB. BACKLAR R ght.

DR CHLDRESS: That is -- | think we have to
keep those separate. |If we do not clarify those in the
report we will be going around and around on this.

But Steve wants to get in.

DR HOLTZMAN  Again | amnot terribly famliar
with the area but it will not stop me fromtal ki ng.

If | understand what you are doi ng here, when
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there is potential therapeutic benefit, even if there is
greater than mninmal risk, you are saying that a third
party who cares about the individual can do a cost benefit
anal ysis and nmake certain assunptions about that individual
that they woul d have certain values involving benefit to
t hensel ves and risks. Wiereas you are saying it is not
legitimate for a third party to nmake that kind of cost
benefit analysis where the benefit are not benefits
specifically to the individual. It seens to ne that is the
bottom | i ne.

The question | have -- you are tal king about an
enpi rical study of whether or not there would be enough
subjects for that kind of research. The question | woul d
have is are there significant classes of disease in which
it isinthe nature of the disease that the individual wll
never be in a position to be able to give such an advance
directive?

If that is the case and if there is val uabl e
research, which is inits nature is not beneficial to the
i ndi vidual but to understanding the disease, hence directly
to the individual, and involves potential harmor |ess than
mninmal risk and that is understood as Bernie has said it,
where it mght be not risky to ne but risky in another

sense, right, then effectively this is saying that research
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w |l not be undertaken.

If I understand Alex, Alex's position is that
is the norally right thing. That research ought not be
undert aken. Ckay.

So | amnot sure that it so nmuch an enpirica
question about whether the advance directives -- that is a
question of how nmuch of that kind of research we are going
to forego.

DR EVANLEL: Can | clarify the enpirica
question? | think that is a good point and here is the
enpirical question: |If we survey these people and they
said -- when they are conpetent and they said, "Yes, |
would like to participate in research,” and then they did
not fill out an advance directive. That woul d show t hat
advance directives, in fact, did not work in exactly the
way Alex wants themto work, which is a true expression of
person's preferences. Is that right? That is the study we
need. That data actually is a rel evant piece of data.
Separating preference fromaction here.

DR LO Let ne just quickly respond to Steve's
comment are there classes of patients who woul d never be
able to conplete this prospective consent. It seens to ne
peopl e who never had deci sion capacity -- so people born

wi th severe devel opnental disorders who never have the
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capacity to make an informed decision. It seens to ne

t hose peopl e woul d be excluded fromthis class of research
M/ point would be they would al so, therefore, be cut off
fromany benefits that mght flow fromthis greater than
mninmal risk, not beneficial to that individual research
because you wi |l not understand sone basic things about the
causes of the epidemol ogy and causes of ill ness.

DR FLYNN Can | just speak to this because |
do have a lot of concern that we are not aware of what this
research really is. There is a huge set of investigations
going on now that | ook at the basic biological processes
that underlie severe nental disorders. Mst people who are
involved in that research | think are capable of and do,

i ndeed, participate in giving their informed consent.

But those who are potentially the nost
inmportant to study, those who have al nost no rem ssion of
their synptons, those who are multiply inpaired, those who
have had virtually no way to give their advance consent or
participate in a process are sone of the fol ks whose
participation is nost crucial to understanding and bei ng
able over time to aneliorate and ultimately conquer these
di sorders.

It is inportant that we build protections for

these folks. It is conpletely unacceptable to nme that we
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woul d set up in place a standard that woul d essentially
stop such research if there were -- if that is where we
think we are going. | do not think we want to do that. |
think we want to | ook at feasible and useful ways of
creating a participation for those subjects that assures
the research goes forward because it is crucial and at the
sane tine protects them

| think that is what Trish was trying to bring
to us in |looking at as one tool the research advance
directive. But we certainly do -- and | was very troubl ed
to see that famlies were renoved fromthat potential role
with sonme of these popul ations.

But 1 do not want to have the conversation
conti nued with sonme assunption that we are willing to give
up this research because we cannot seemto find a way to
adequately protect subjects and yet let this inportant
research go forward. Renenber greater than mnimal risk is
not necessarily extraordinarily risky sets of experinents.

DR CHLDRESS: It seens to nme that this is one
pl ace, let ne get sone feedback, where we could profit a
great deal fromsone input frominvestigators and ot hers
over the next few weeks and | amnot necessarily talking
about a study but get sonme feedback on this. One of the --

as you recall fromthe discussion with the Genetics
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Subcommttee this norning, the possibility of putting out -
- Wwe are not ready for that yet because we need to get
recomendati ons further along, but putting out a draft
report and getting feedback.

In part of that | think we do need to get
f eedback on this from people who work in the field,
including the kinds of comrents that Laurie has offered.
That is one thing I think would be very useful for us. If
there is agreenment we will work out some way to do that.

A ex?

MR CAPRON | think we have heard enough t hat
before that report goes out we have got to go back to the
drawi ng board to a certain extent because |i ke the Tissues
Commttee we sinplified and Larry was urging sinplification
before, and no nore than so nmany categories, but we nay
have gone beyond Einstein's dictumthat we shoul d nmake
things as sinple as possible and no sinpler.

Because the desire not to distinguish between
nore than mninmal risk and things which i npose severe pain
or threaten life or function, bodily functions, and the
different -- the failure to differentiate between those of
per manent | oss of deci sion naki ng capacity when our rea
focus in this has been those who have sone di m ni shed but

often fluctuating and often varied capacities, the capacity
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to deci de sone things and not others.

And our failure to distinguish between
institutionalized and non-institutionalized individuals nay
have |l ed us to reach concl usions where | would be certainly
open to the notion that there can be a definition of the
benefit of -- prospective benefit to a group of peopl e of
whomthe individual is one. Were if you had sonme -- both
extraordi nary proof that there was no other way of getting
this information rather than just as an avenue of
conveni ence, indication of the great val ue of the
information and some surrogate process beyond the
individual's rel ati ves because we know that there are many
relati ves who are very protective.

W al so know that for sone |ong-term
institutionalized people there are relatives who have
relatively little attachnment to the individual and who are
not really likely to exercise the kind of concern that we
are expecting fromthem

This may just be a topic where the devil is in
the details and we have got to go back and attend to those
details a little bit nore and we do not want to paint with
too broad a brush. 1 continue to think we should go into
it wwth a very strong presunption that the efforts shoul d

be addressed towards getting people to seek that consent
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and to go through a process of finding subjects at times
when they are able to consent, Zeke, and working wth
people longitudinally instead of just saying, "Cee, | need
subjects and I want themto be depressed and so | wll get
t hem when they are depressed right now rather than havi ng
to take the greater effort to work with themover tine
until they cone to a point where they are not depressed and
can anticipate a future epi sode and how t hey woul d be
wlling toreact at that tinme."

DR CHLDRESS. So this is kind of conceptual
normative work to be done?

MR CAPRON | think it is -- yes, conceptua
nor mat i ve.

DR CHLDRESS: Wat el se do we need to do?

M5. BACKLAR Perhaps we actually need to do
sonme boxes. God hel p us.

DR CH LDRESS: These are not boxed boxes but
they serve the sane purpose but we may need nore
conplicated one along the |lines of Zeke's several
categories. W wll influence Jonathan soon enough.

MR CAPRON Jim there is another generic
question that -- usually | do not think it nakes sense to
spend a lot of tinme as a whole group wordsmthing, but I

have been bothered with the draft as it now stands by the
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termthat we have used, the adjective we have used to
descri be deci sion nmaki ng capacity, which is questionable.
And we are searching around. At other tines we say

deci si on nmaki ng capacity is in doubt.

There is sonething about -- and if other people
do not share ny sense | wll sinply -- | nmean, it is not
sonething | feel strongly about. It is just it bothers ne.

The word "questionable" is usually used in context where
you are naki ng an adverse judgnment about the person
involved. | mean, he is --

DR . Questionabl e character.

MR CAPRON A person of questionable
character. A painting of questionable authenticity.
nmean, et cetera, et cetera.

| know it does not nmean to attach to the
individual but in awy it rubs off alittle bit. If
anybody creatively coul d suggest how we -- without saying a
person who nmay | ack deci si on nmaki ng capacity or whose
deci sion maki ng capacity may fluctuate or whatever -- even
uncertain it strikes me is a better word than questionabl e.
But, | nean, | have nade the point and --

DR CHLDRESS: | think that is --

MR CAPRON -- this is nore or |ess sonething

to submt to you and Jonathan if peopl e have some
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creativity.

DR CH LDRESS. And D ane was -- because a part
of this grew out of our discussion in early Decenber at the
conference which used this particular title and part of it
is an effort to get at how the subject is first sort of
confronted. Wat do we see? Questions are raised about
the person's capacity to consent.

However, your point is well taken.

D ane, do you want to respond?

DR SCOIT-JONES: W did spend a lot of tinme
di scussing this issue, Alex, and | agree with you. It is
not really an elegant or a precise termto use but if you
use other terns such as uncertain, uncertain connotes
| acki ng sel f-confidence or sonething like that so it is not
the best termeither. Wat we were using before,
decisionally inpaired, becane awkward in its use throughout
the text.

| think part of the problemis that we are
| unpi ng together and calling a population be referred to
persons who | ack deci sion making capacity as a popul ati on
when, in fact, there are many different groups who are
bei ng | unped under this rubric and a better choice -- | do
not think we can practically do it but a better choice

woul d be to tal k about persons w th various disorders
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separately and call them by sone nore descriptive term
think we are going to have this problemas long as we are
| unpi ng toget her disparate groups of people and that is
where the problemlies.

DR CHLDRESS. But we are interested, in part,
in what they share and it is how we described what | evel
used for what they share that becones critical for the
report.

DR SCOIT-JAMES: But what they share is not
real |y al ways shared because sone of the persons covered
under this chapter would be incapacitated al nost all the
time. Sone others would be rarely incapacitated. W even
put children in here and we tried to fix that a bit by
referring to younger children but we even put children in
here who are devel opnental |y appropriate in their decision
making. So it is just --

MR CAPRON That is one of the reasons we
dr opped i npai r nent .

DR SCOTT-JONES: R ght.

DR CH LDRESS. Zeke -- oh, sorry, | mssed the
conment .

MR CAPRON Well, that is one of the reasons
we dropped inpairnent because a child of seven who does not

have an adult's deci sion nmaking capacity is not inpaired,
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it is anormal child, but they do not have full decision
maki ng capacity.

In some ways the question that Laurie was
rai sing before about people who are born with disorders
whi ch make them al ways unabl e to participate in decisions
are not even covered by this report as it is now entitl ed.
They are not of questionabl e decision making capacity.

They | ack deci si on naki ng capacity.

| mean one escape is to say this report
narrow y addresses the category of people who go in and out
of deci sion nmaking capacity and where you have to make
certain in any circunstance where they are when you are
engagi ng themin the consent process.

DR CH LDRESS: Zeke has a creative sol ution.

DR ENVMANLEL: No, no, no. | amstruck as | was
struck actually this nmorning by the fact that we seemto
all beinthe grip of a different kind of picture as to who
these -- fit into each of these boxes.

It may be that what is in your mnd, Alex, is a
certain kind of experiment that really stuck out -- stuck
with you and I nmay have a different kind of experinent as
the sort of paradigmthat |I amthinking these rul es ought
to apply to. Part of the reasons we are at |oggerheads is

because we have not nade these distinctions.



N

o o A~ W

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

24

| think Laurie hinted at sonme of the kinds of
di stinctions we should make. | think -- and this, | think,
applies equally to this nmorning's session -- it mght be
hel pful if we had sone paradognmatic cases to see if we
coul d agree on themand understand them You know, are we
tal ki ng about sending soneone into the PET scanner with an
A-Line is? |Is that the kind of case that we are really
tal king about as greater than mninal risk with no
potential benefit for then? O is it sonmething else? A
nore invasive procedure than just an A-line but we are
tal king about a -- you know, | do not know -- bronchial or,
you know, sonething el se?

So | find this -- we are talking in the
abstract sonetinmes and | think having sone cases mght be
hel pful .

The second thing | would like to raise is a
tension that | think I hear between research and clinica
care. A long standing relationship between the researcher
and the research popul ati on has certain advantages for the
prospective consent to get into a study. It also has the
probl em which | have confronted in oncol ogy, of confusing
very easily in the mnd of the patient whether this is

research or whether this is really clinical care.

No matter how many tinmes you say it "no benefit
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to you, no benefit, you will not benefit, it is sinply a
toxicity study," they understand sonething conpletely
different. | fear that if you do have one of the tensions
of these |ong-standing relationships mght get better
under st andi ng between the patient and the doctor but they
have the other fact that you slide, and that the consent
then -- the patient understands sonething different no
matter how many tinmes the words are said and how conpet ent
they really ought to be.

MR CAPRON R ght. The | ongstandi ng
rel ati onshi p does not have to be with the researcher. |
mean, the -- if a researcher in an institution says to her
col | eagues who have patients in X Y, Z condition over
time, "I would Iike you to consider exploring wth your
patients participation in research,” obviously you -- |
expect you to explore it with themduring periods when they
are able to conprehend but | recognize that they nmay be in
ot her periods when they cannot, and those nay be the
periods when | aminterested in studying them

And after you have determned in this process
that they are willing to participate I will then conme into
the picture, tell themthat the research -- and | am not
their treater. | amcomng in to ask themto be in

research but you have got the ongoing relationship with
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themand you will be the one who is in a position to say
they are able to understand the kinds of things | would be
raising or not understanding it.

| do not think we have to anticipate the -- but
you are absolutely right. The notion of a therapeutic
m sconception or therapeutic confusion that arises is
pervasi ve in human subjects research and it is probably
particularly an issue with long-termrel ati onshi ps and
particularly in relationships where there are difficulties
in nmental processes.

DR CHLDRESS: Diane gets the last word and
then we wll turnit over to Harold. W mght even get in
a three or four mnute break here.

DR SCOIT-JONES: | just wanted to point out
that on page nine and ten of the report there is a pretty
good di scussion of -- | amsorry. There is a good
di scussion of varieties in decision nmaking inpairnent. |
think the problemis that when we get to recommendati ons we
lose this conplexity and we nake the popul ati on honmogeneous
again. But here the various elenents that are inportant,
including the situation itself, the particular decisions to
be nmade, all of that is laid out here pretty well. Wat we
need to do is to find some way to incorporate this into the

recommendati on and not | ose these distinctions.
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DR CHLDRESS. Ckay. Arturo wants to stick in
one qui ck work.

DR BRTQ | had been raising ny hand here but
you coul d not see ne.

| was going to nmake reference to the sane page,
page nine, but even there the termnology is tough because
| think varieties itself has a lot of inplenentations. A
suggestion that I was going to bring up tonorrow actually
because | thought it was nore detailed but since we are on
the topic, torefer to this section as different or
differing |l evel s of decision making ability, and then
within that Jonathan, | thought, did a good job talking
about the fluctuating ability and the prospective
incapacity. But there is one mssing here and that is
progressive incapacity and progressi ve prospective
incapacity. You refer to Al zheinmer's as a perspective but
it isreally a progressively prospective.

He does discuss under the first paragraph of
chapter X where it beconmes nore conplicated because soneone
put along the two or nore of the categories. So | thought
it was already addressed and just changing a few of the
words around. But you are right, at the end we need to
readdress it.

DR CHLDRESS: Good. WV will work on this
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sone tonorrow. Peopl e who cannot be here tonorrow, whether
they are on the subcommttee or on the full conmm ssion,

pl ease give us any suggestions you have. W focused really
on one part of the report. W paid nost of the attention
tothat. A very inportant one and very critical to what we
are doing but there is a lot nore there and we hope that
you will give us suggestions so that we can nove forward
with the draft.

Jonat han?

DR MIRENO Can | just say two things?

| have lots of things | would like to say but
have exercised renmarkable restraint, | think, over the |ast
hour .

It does seemto ne that with respect to
research advance directives or whatever you want to cal
themthat this analogy with regard to end of life in a
clinical setting is inportant. Nobody has nentioned one
that the investigator has an incentive to sign up subjects
and use whatever device is available, which is not the
case, although | have tried to convince ny physician
colleagues it is in their best interest to get their
patients signing advance directives in New York | have not
succeeded but | think investigators have an inherent

i ncentive to use devices such as this.
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Whet her that will make nuch of a difference at
all belong in the big picture and | think the stable
question that Zeke raised is a very inportant one and it is
an enpirical question.

| also want to say that on page 145 the current
text does cone close to a default position that Laurie and
others called for, for famly menbers. It is not inthe --
ny i nadequate chart but is on page 145 and under 5.

Per haps that shoul d be stricken.

DR SHAPIRO Ckay. Thank you.

| think we are going to have to call an end to
t hi s di scussi on.

Jim thank you very much. | know your
committee is neeting tonorrow and w Il nmake use of a good
deal of this -- sone of the comrents that have cone up here
t oday.

W are going to take a five mnute break
because we have to set up the projector and so on, and we
will nove on to the last two itens on our agenda.

Thank you very mnuch

(Whereupon, a brief recess was taken from3: 11
p.m until 3:26 p.m)

DR SHAPIRO First of all, let me nmake a

| ogi stical announcenent. For those of you that have any
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mar ked up copies of the genetics report, the one that began
with the overview and had sonme outlines of the rest of the
chapters and so on, and had the section on religious
attitudes done up and so on, would you pl ease nake sure to
give those to Kathy Hanna before you leave. So if you have
any narked copi es pl ease give themto Kathy or one of the
menbers of the staff before you | eave.

Now we are just slightly del ayed by a
technological glitch in the projector here. W hope that
wll be finished in the next few mnutes. That neans we
may or may not get to our last item which is processes in
changing regul ations. W nay take that up next tine. But
| want to wait and try to get this done because |I know
Prof essor Fl etcher and others have to go and | want to get
to that as soon as we can. So | wll just ask you for your
pati ence for another few nonents.

O der, please. olleagues?

Trish, are you ready?

| want to turn to Alex in a second to | ead us
through this discussion. Al so we have a nunber of guests
who are here to help us with this discussion.

(One |l ast change in the agenda. Ve will wth
t hanks to Rachel's tol erance postpone the discussion of

processes in changing regulations until next tinme.

261



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

24

So this will be the last itemof our discussion
today so let ne turn to Al ex.

Al ex?

MR CAPRON | amgetting wred.

DR SHAPIRO Aex is getting wred. It is not
enough that the world is wired, he has to be wired as well.

(S mul t aneous di scussi on.)

FEDERAL OVERSI GHT GF RESEARCH | N\vO VI NG HUVAN SUBJECTS

262

(Slide.)

MR CAPRON  Am| on?

DR SHAPIRO You are on.

MR CAPRON Is this picking up for you? Ckay.

| hope you can all see the screen since we have
gone to such lengths to nmake it project.

(ne of our basic subjects is the federal
oversi ght of research involving human subjects and we are
| ooking today at a particular aspect of it. Qur mandate
and the initial focus we took was on the system establi shed
by federal agencies that conduct or sponsor research and we
recogni ze that although this part of the report, which is
the one that we have seen drafts of so far, is an inportant
and essential and, indeed, we thought wi thout cloning we
were going to finish it inthe first year. Ve did not.

The so-cal |l ed federal agencies report.
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But there are two subsidiary issues which we
are not fully addressing now but which are essential .

(Slide.)

The first is howwell are IRB s actually
following the rules that are set forth. The second is how
wel | are subjects being protected. Now those are not the
sanme thing obviously. The IRB' s can be doing a great job
of following the rules and subjects could still not be well
protected if the rules were not effective in protecting
them W recognize both of these as topics we want to
address but we have not yet fully devel oped a plan of how
Wwe are going to go about that.

(Side.)

In | ooking at the federal agency report so far
we have seen certain problens. First, there has been an
uneven execution of the responsibility to protect subjects
anong agencies. Second, there is a variation in the anount
of attention that agencies give. Third, there has been
wide variation in the application of the rules. Indeed, in
even under standi ng questions |like what is research, what is
exenpt. Sone of the agenci es have | ooked at things that
seened to us to be research and said, "No, they are not
research. W do not have to have IRB's reviewthem"

(Slide.)

263



N

o o A~ W

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

24

At the nonent | think it is too soon to reach
concl usions and we need to hear fromeach of the agencies
about their own response. Sone of the problens are obvious
ones but there is one which stands out and that is the |ack
of an authoritative office to deal with these issues in the
f ederal governnent.

(Side.)

So the question that we determned to | ook at
as a whole conmssion is the one is there a need to have a
gover nnent -w de human subjects office. W sought advice on
this fromCharles MCarthy, who is the forner director of
CPRR, and John Fl etcher, who was the first in-house
ethicist at the Ainical Center and then went on to be
professor at the University of Virginia where he has now
recently becone eneritus.

W al so recei ved additional expert advice from
Joan Porter, who reported at our |ast subcommttee neeting
and who is here today again. And from Ti na Gonsal us, whose
views we have not actually heard yet, who was | ooking at
the additional question that was raised by David Cox, which
IS whether this opportunity ought to be seized if we are
tal ki ng about a governnent-wi de effort to say it shoul d
al so enconpass the research which is not federal ly funded.

(Slide.)
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Now it seens to ne fromthe papers that we have
received fromMCarthy and Fl etcher that it is very obvious
that the history has very much shaped the present approach
to human subjects regulations. |In particular, fromthe
1950's as NNH grew by | eaps and bounds the | ntranural
Research Programwas the major focus.

Disregard spelling errors, please.

And within that programnormnal volunteers did
receive an inforned consent process and a prior review by
disinterested scientists, not by outsiders but at |east by
scientists who were not directly involved in the research
But patient subjects were not federally protected because,
in effect, the studies they were in were regarded as
therapy. Beginning in the md 1960's extramural research
grew nore rapidly and the process of overseeing the
protections was handled by the institutional relations
branch in the Dvision of Research Gants. That was done
centrally for all the institutes. That was true of all the
negoti ations that went on with the institution since
research is institution and not investigator based.

(Side.)

In 1966 Surgeon CGeneral Stewart at the tine
that certain revelations were comng out about problens

wi th human subjects research issued a policy on the
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protection of research subjects and nade this a
responsibility of that Institutional Relations Branch at
the DRG And that office sinply followed the pattern that
it had already followed in handling the financial and other
admnistrative arrangenents in that it entered into
assurances with institutions about the way they would carry
out their federally funded research and that is where the
nodel of the assurances cones from

(Slide.)

The DRG put enphasis, as Charles MCarthy
rem nded us, on education, not sanctions. And, indeed, up
until the time of the Tuskegee study there were no
sanctions ever issued for any violation by any research
institution.

(Slide.)

Dr. MCarthy is alittle nore sangui ne about
the extent to which research institutions prior to 1974
actually had sone formof internal nechani smand ot her
researchers |ike Bernard Barber witing at the ti ne showed
that many institutions had not yet advanced to the point of
advanced prior review of research invol ving peopl e ot her
than the research comunity.

(Slide.)

In 1971 the policy that had been established
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for NH was extended to the whole of the Public Health
Service and this begins part of the history of the
disconfort in this area because the noving force renai ned
the NNH and the | RB/ DRG

(Slide.)

In 1972 Robert Marston, who was Director of the
National Institutes of Health, faced with the energing
scandal of the Tuskegee study, which had been a PHS study
and not an N H study but was focusing on the governnent's
i nvol venent in research and with Senate hearings going into
a wi de range of other questionable research, changed the
Institutional Relations Branch into the -- that aspect of
their work into the Ofice for Protection of Research
R sks, which he lodged in the Gfice of the Drector.

(Slide.)

At this time there were some in Congress who
favored enacting legislation with sanctions for violations
of human subjects rights but this was steadfastly opposed
by the National Institutes of Health and eventual ly an
agreenent was worked out and the DHEWrel ented on the
notion that it should not have any regul ati ons as such.
There previously had been a policy, not regulations. They
shoul d not have regul ations. They agreed they woul d have

regul ati ons and the Senate backed off of the notion of
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legislating this. So the provisions of the 1974 Research
Act were limted.

It, of course, established the National
Comm ssion to study this area but beyond that it
established the firmrequirenent that regul ati ons woul d be
i ssued that woul d have inforned consent and prior review
through an Institutional Review Board and it al so nade
clear that the departnment had the responsibility to provide
consul tation and education on the subject.

(Side.)

The National Conm ssion recomrendations which
were all forthcomng by 1978 were largely adopted.
course, children and the nentally infirned,
institutionalized and nentally infirned were not accepted.
The children were later and much nore recently adopt ed.

These becane the basis for the 1981 regul ations
which are really the franework that we still have.

The President's Conm ssi on recomended t he
Common Rul e on Human Subjects for protection fromall the
20 plus agencies that support such research and that
occurred in 1981. A decade |ater for reasons that Joan
Porter nicely surveyed for us that Conmon Rule was finally

published in the Federal Reqgister and one of the things we

are still studying is the difficulty in having it truly be
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a common rule in application

(Side.)

The Ofice for Protection from Research R sk
sonetines found itself subject to direct interference
within NH In 1992 or thereabouts there was an attenpt by
the Director to intervene and be involved in sone fashion
with the Gllo investigation that was then going on for
research that had gone on, on the AIDS virus in Africa
involving also a French collaborator. This was declined by
Dr. MCarthy but there was that kind of pressure that
exi st ed.

Moreover, the NH Intramural Program dragged
its feet in cooperating with OPRR on a nunber of occasions
until it was threatened with a disclosure of its failure to
have conplied with its own federal policy and the threat
included the notion that revel ati on woul d be nade that a
subject had died in a sleep study at NMH The death was
apparently actually not connected to the researchers it
later turned out but that threat was sufficient to get NH
to sign on to its assurance.

(Side.)

CPRR is, however, by the description of Dr.
McCarthy and Dr. F etcher dependent on whistl ebl oners and

the press because it does not really have any institutional

269



N

o o A~ W

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

24

exam nations. The Food and Drug Admnistration by contrast
does go out and at |east go through a paper trail at
institutions. The CPRR N H and the other agencies do not.

CPRR has a |l arge case | oad and depends on
out si de expertise to -- for nost of the scientific
eval uation of the cases that are brought to its attention
and it has difficulty carrying out najor investigations.
Dr. MCarthy tal ked not only about the backlog in
i nvestigations but also the inpedinents that it has to act
i ke an investigatory office.

(Side.)

To sumup then, the problens reveal ed by
history are first that the Departnment of HEWand the ot her
agenci es or HHS now t hat sponsors science see research as
the primary mssion and address human subjects protection
only when pushed, usually followi ng a crisis of sone sort.

Secondly, that no federal agency hol ds the
position of an authority to ensure the adequacy and
uniformty of human subjects protection. [|ndeed, no one
knows how nmuch human subjects research is now ongoing wth
federal sponsorship much | ess beyond federal sponsorship.

The Ofice for Protection from Research R sks
that NNH has the informal role of first anong equal s anong

the offices and the different agencies, it has by far the
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| argest nunber of projects, but it does not have staff or
authority to exercise actual power over the other agencies.

(Side.)

Third, the oversight of protecting human
subjects is delegated to research institutions because of
that history of the assurance process and those
institutions thensel ves obvi ously have conflicts of
interest in wanting to see research go ahead rather than
bei ng overly concerned about hunman subjects protection.

The assurance process has by now becone
routinized and you can see why. A relatively small office
has responsibility for alnmost 450 multi-project five-year
renewabl e assurances, 3,000 special projects, single
proj ect assurances, and 1,500 cooperative research
projects. And as a result fewer resources are avail abl e
today for its traditional educational function.

(Side.)

Sixth, despite sone differences, and | think
this was interesting because we were | ooking for people
with contrasting perspectives, despite sone differences and
enphasi s both McCarthy and Fl etcher agreed NNH and the rest
of the Public Health Service has not strongly supported
formal processes for human subj ects protection

(Slide.)
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Wen asked, they refused to provide nateri al
support for the process of devel opi ng the Common Rul e,
whi ch eventual ly ended up in the Ofice of Science and
Technol ogy Policy, and it has been slowto conply with CPRR
findings and the terns of its own nultiple project
assur ance.

(Slide.)

So | ooking at the recomrendati ons we got from
our two principal experts, first MCarthy recommended the
creation of an Ofice of Research Ethics within the Gfice
of the Secretary of Health and Human Services to have three
divisions. One concerned w th human subjects protection,
which is our focus. And then another wth aninal,
| aboratory aninmal, protection. And a final one of
Scientific Integrity, another issue which has engaged the
scientific comunity and the National Acadeny of Sciences
and so forth in recent years.

(Slide.)

He al so said that the Human Subjects Protection
D vision should have at |east two branches. The first an
education branch and the second a conpliance branch. And
that the office should nmake an annual report to the

Congress which would include a report on the performance of
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not only all the agencies within the Departnment of Health
and Human Services but all other federal departnents and
agencies. It would, therefore, have governnent-w de
authority even though it was lodged in the Ofice of the
Secretary of HHS

(Slide.)

And that the Drector of the Ofice of Research
Et hics would submt his or her own statenent of personnel
and budget needs to Congress independent of the HHS
subm ssi on.

(Slide.)

John Fl etcher recommends the creation of a
National Ofice of Human Subj ects Research advised by a
nati onal advisory commttee on human subjects research nade
up of 11 to 13 people fromoutside government. This is in
line with the recormendati on nmade by Jay Katz a nunber of
years ago actually when this conmm ssion was bei ng enpanel ed
when he said, "You do not need the National Bioethics
Advi sory Comm ssion, what we need nowis a group that woul d
actual | y have continui ng oversight of the admnistration of
these rules.”

(Slide.)

Fl etcher also said that the National Ofice of

Human Subj ects Research woul d have gover nnment - wi de
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authority and nade anal ogi es to the Nucl ear Regul atory
Comm ssion and the Ofice of Governnental Ethics. And the
Congress woul d appropriate funds directly for the NCHSR and
the Senate would confirmthe D rector nomnated by the
Presi dent .

The office woul d have authority to sanction
viol ations of the regul ations.

(Side.)

And t hen goi ng beyond the type of the office to
over see governnent sponsored research Fl et cher
recommended, in line with David s suggestion and sonet hi ng
we are going to hear nore about fromTina, | guess, is the
extension of the oversight of the office to all hunan
subjects at |least as to the basic provision of I RB review
and i nformed vol untary consent.

(Side.)

Now we need to | ook at these recommendati ons
and say what are their strengths and weaknesses. For the
McCarthy recomrendati on the strengths seemto be that
lodging this in the office of a major departnent of the
governnent gives it protection because the Secretary is a
powerful figure in the United States Governnent and the
office, therefore, is not standing al one but has the

protection of the Secretary. And it would al so nake
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absol utely clear that sitting at the head of HHS t hat
office has authority over all divisions of the Public
Heal th Service, which ORR struggles to exercise today.

The weakness is that it does not fully renove
the conflict of interest because it |eaves the office
within a departnment which is the najor sponsor of research
by the governnent and it conprom ses the i ndependence of
t hat person because being a part of the Ofice of the
Secretary, whatever independence one may have, is sonmewhat
dependent on the forbearance of the Secretary who nay not
be happy with everything the office is suggesting.

It creates the problemof a departnent having
an of fi ce which then has oversight over sister departnents
and agenci es.

(Slide.)

Looki ng at the Fl etcher recomrendations, the
strength is that clearly this office wuld be i ndependent
of the research sponsors and it would benefit from an
out si de board which would bring not only expertise but
visibility to the subject. It would not be just a group of
gover nnent enpl oyees. They woul d be responding to and seek
t he advi ce of outsiders who would have the ability to raise
the issue publicly under the Federal Advisory Commttees

Act .
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The weaknesses are that, you know, we clearly
need Wiite House and/or -- probably and as well as or --
real sponsorship. If the Wite House is not interested in
protecting this office and if a coormttee of Congress or
certain nmenbers of the commttee do not regard it as an
inmportant function that they want to protect and ensure its
i ndependence, a snmall office like this will not have
i ndependence. The press al one cannot ensure the
i ndependence of an office like this.

Furt hernore, absent sone current human subjects
scandal it nmay be difficult to create a new agency in our
present smaller governnent era.

(Side.)

Having said this | also want to suggest for our
di scussion that there is certain things we can focus on and
ot her things that we can exclude. The central objective I
hope we coul d agree on would be to create a body with
authority and ability to get the job done. Al though CPRR
is the major human subjects protection body today, its
performance need not be the focus of any report. |ndeed, |
woul d suggest it woul d be inappropriate to focus in on
CPRR The concern is with structural problens, sone of
which affect CPRR s operations, sone effect its |ocation,

and | i kew se the | ocation of conparable offices in either
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departnents. The concern is with all federal agencies and
just | ooking at OPRR would wongly focus us on NN H

(Side.)

Al so, our present node of operation, and al
t he concerns that have been rai sed about the assurance
process and the adequacy of IRB's, need not figure as a
topic for us in this report. W have coomtted oursel ves
to the notion that that is a topic that needs to be
studied. Wre there to be such an office, either at the
secretarial |level or as an independent agency, certainly it
woul d be appropriate for that office then to take on this
responsi bility and maybe continue the present format and
maybe nodify it.

But our satisfaction with or questions about,
or our dissatisfaction with the current method of
assurances, and the use of IRB' s is not sonething we have
to determne and | think should not really be a subject of
debate while we are deciding do we need a governnent-w de
agency and/or any of these nodels the ones that we shoul d
follow | think that would be a distraction

(Side.)

Li kewi se, if we believe that the office shoul d
have governnment-w de jurisdiction we mght -- and yet we

are unable to see or unable to devel op private enthusiasm
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for bringing their research under such an office we m ght
say, "Let's see if it works on the governnent-w de basis
and then as a later issue that office could go to the
Congress, assumng that denn bill does not already pass,
and say there really are issues with privately funded
research and the best way to ensure that is conducted in an
appropriate way is to bring it under this office.

Finally, one point | did not put up here but I
think is obvious, when one tal ks about this office | think
it is best not to use the elocution that we used
occasionally at first, which was "elevating CPRR to."

Both for the reason | do not think we shoul d
solely focus on CPRR but it is very likely that just as the
departnents have their own ethics offices nowto deal wth
the conflict of interest and so forth admnistratively
within their office or agency, and yet there is a
governnent -w de office of governnmental ethics it is very
likely that we need a governnental -w de policy setting,
rule interpreting and maybe investigati ng body, and an
agency by agency ability to work with their own grantees
and their own researchers to get how the rules apply and
the process of giving the grants and so forth. Al that
remai ns.

It very well may nean that only a small part of
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what is now done in any of the agency's own office for
protection of research subjects would be transferred over.
Those offices really have ongoing responsibilities but the
overal | educational, interpretive and public visibility
i ssues would really be handl ed by this other office.

| was struck not only by the very high quality
of the papers that we have gotten but also by their very
surprisingly large congruence. | think that it would be
useful for us to focus on sone of the alnost political
issues that arise in one approach rather than another if we
can first agree on the overall objectives.

Thank you.

DR SHAPIRO Thank you very nmuch for that very
hel pful presentati on.

| would like nowto turn i mredi ately rather
than go to -- | hope you will forgive us, Alex -- rather
than turning directly to discussion to sone of the issues
you have raised | would really like to turn to our guests
and see what comments they would like to offer.

| know Professor Fletcher has to | eave shortly
so |l would like to turn to himfirst and see what further

comment s and/or advice he mght have for us at this tinme.

* % * * *
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EVENI NG SESSI ON

DR FLETGHER  Thank you, M. Chairman.

| was very inpressed with Alex's |aying out of
the issues. | did not disagree with any of it. | was
struck with how nmuch Charles McCarthy and | did agree on
since we do have different perspectives but | think our
main difference is one of political philosophy, if you
will, that he wants and expects the success of the body
that he envisions, which essentially is the sane body t hat
| envision except with the outside advisory commttee. H's
does not have that.

He feels that in the real political world a
gover nnent -w de body with these responsibilities could not
succeed w thout the protection of a powerful secretaria
nmenber of the cabinet.

| agree with the point that Alex nade in his
comment on the weakness of the McCarthy proposal is that it
does not renove the conflict of interest.

| think that the degree of the weakness of the
present system the weakness of the present systemthat we
have, in protection of human subjects is influenced -- |
want to choose the right word -- somewhere between
noderately and heavily because obviously CPRR s position in

t he whol e schene of things is not the only problem |IRB s
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are the problem The |ack of available resources within
institutions, federal agencies, universities, of persons
with expertise to lead this effort is a problem

But | do think that it is -- the conflict of
interest and the conflict of mssions is a kind of
persi stent weakness that denoralizes the whole system |
have been aware of it all of ny adult life fromthe time
that the solution was invented in the early '70s to have
NlH effectively regulating itself. And if you have that
kind of central conflict of mssions and conflict of
interest it is the kind of national commentary on evadi ng
t he probl em

So | would say even in an era of snaller
governnent that |eaders in Congress and the American peopl e
are interested in better governnent, to have snaller and
better, and there is not an enornous new anount of
appropriations to be made in creating a new body and goi ng
about doing this right.

So | would say that the MCarthy plan is a good
one except that it |lacks the national advisory comttee
feature but it is in the wong |ocation. The |ocation
still begs the question and if it is put there it wll
continue into the next era, the kind of denoralizing effect

t hat has produced such | ack of respect, particularly from
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within the federal sector, in |ooking dow on our present
body, the CPRR

| think that the comm ssion should take a
strong position and ny reconmmendati on woul d be to take a
strong position in overcomng this conflict of m ssions,
structural conflict, as a violation of -- it is a violation
of the principle that Congress used in adopting the
| egislation of the National Research Act, which was to put
the interest of research subjects first. And the basic
problemis that the |location of CPRR in government or of
the McCarthy plan in governnent still evades the deeper
ethical principle on which the whol e systemrests.

If you have a contradiction at that basic |evel
that is not really an acceptable ethical solution to the
problemthat we are in.

DR SHAPIRO Thank you very nuch. Thank you
for those renarks.

Let ne turn to our other guests again before
turning to nenbers of the comm ssion.

V¢ have got soneone who has traveled all the
way fromthe mddle part of the country, Illinois, so |et
me turn to you, Ms. Gonsal us.

M5. GONSALUS: Thank you. It is a pleasure to

be here. Since you do not have anything in witing fromne
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| will take a few mnutes to lay out --

MR CAPRON  You have to get on top of these
m cr ophones.

M5. GONSALUS: (kay. How about now? Have |
done it yet?

(S mul t aneous di scussi on.)

M5. GONSALUS:  Since you do not have anyt hi ng
inwiting fromme | thought |I woul d take probably four or
five mnutes to lay out the path that | have fol |l oned and
the kind of advice | amgoing to submt to you. | would
wel cone your reactions to it.

By way of self-disclosure | think it is

important to tell you two or three things about what brings

me to this place and who I amand what | do. | ama
parasite on the research system | ama university
admnistrator and a lawer. | ampure overhead. That is

one of the nost inportant things.

In that capacity what kind of work do | do?
The kind of work that I do -- in ny university I am known
as the Departnent of Yucky Problens. | got a pronotion
| ast year and now | am Departnent of Yucky Problens and
Streant i ni ng.

The kind of yucky problens that | do --

DR DUVAS. Wat kind of problens?
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AONSALUS:  Yucky probl ens.
CASSELL:  Yucky.
AONSALUS:  Yucky probl ens.
DUVAS:  (Oh.
CASSELL: Hold it in your hand.

> 83 3 » 3 B

GONSALUS:  kay. Ve will keep working on
this.

Yucky probl ens.

DR DUVAS: Yes.

M5. QONSALUS: Wi ch neans that | cone from
what | call the train weck school of professional ethics.
There is a problem a train weck, there is bodies, there
is blood, there is people screamng and crying, there is
mess on the ground, and that is ny job. | go and deal wth
it. That nmeans that | have had a variety of interna
conpliance related responsibilities, problemresponse.

M/ nmajor professional interest is in how do you
conduct effective and credible internal investigations
inside an instituti on when you have a nunber of conflicts
of interest built into the system How do you go about
doing an effective and credi ble job of self-regulation
prof essional self-regulation? So that is where ny najor
interests |ay.

| look at the problens. | try to solve them as
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best | can and then we try to go on, and then we try to
| ook at and review and inprove, if possible, both the
policies and the structure that were in place when the
train weck occurred to try to prevent future such events.
So that is ny professional interest and how | conme to be
her e.

| also served on the United States Comm ssion
on Research Integrity, which also inforns ny view on
per haps sonme of the actions that you shoul d take or not
take, and I will cone back to that at the very end of ny
remar ks

| was asked to | ook at the possible unified
governnent's federal and private human subject research
under an CPRR-like structure. Let ne just discuss sone of
the issues of the CPRR1ike structure. | understand that
you as a comm ssi on unani nously passed a resol ution in My
that no person should be enrolled in research wi thout the
protections of infornmed consent and an independent review
of the risks and benefits of that research.

| understand that you have had a form of
Presi dential endorsenment of that concept by saying that no
Anerican should be an unwitting guinea pig in
experinmentations putting themat risk.

Conceptual |y, therefore, | think that where |
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started in this task was to say if you take our current
definition of research and apply it globally to al
research invol ving hunan subj ects what happens. | remnd

you that given the kind of work that I do | bring a

relentl essly practical perspective to these issues. | am
not very good at the concept. | start with the i mmediate
pr obl em

So instantly practical problens began to
intrude into ny exam nation of these issues. The current
definition of research is quite properly, | think, very
broad. "Systenatic investigation designed to devel op or
contribute to generalized know edge where you obtain data
through intervention or interaction with subjects.™

A obal applicability of that definition could
sweep many activities into its scope that enconpass very
littlerisk, little or no risk. And so one of the
questions is how renote nust the risk of serious harmbe in
order to enconpass an activity within the definition of
research and, therefore, the regulation of it and,
therefore, a systemthat requires paper, and people, and
oversight, and costs, and benefits. How do you bal ance
t hose issues?

So very early on there would have to be an

effort to design exenptions. W right now have six
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exenptions for things that require prior review. There
woul d be very serious work involved, | believe, in
desi gning appropriate exenptions. |If you think about the
definition broadly applied to all activities the current
definition of research you could arguably -- you would
enconpass nmany activities of polling organizations, narket
research, arguably some forns of journalism as well as the
things that are obviously considered research. The kinds
of things that are of the nost concern. For exanple, sone
of the in vitro fertilization clinics and diet clinics.
Sone of the things that you i mredi ately think of when you
think of as unregul ated research, health services research,
internal eval uation research, corporations that are | ooking
at how do their enpl oyees |ike one thing or another about
t he conpany. There are a whole variety of things that
coul d be enconpassed under the current definition.

So examning carefully the prospect of serious
harm how small is it, is it small, versus the cost of
regulation is | think the nost pressing inportant issue. |
think that one coul d design appropriate exenptions wth
appropriate work but that raises a second category of
practical problens which | have to tell youis really
hangi ng me up.

Who determnes the applicability of the
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exenptions? dearly in terns of a basic principle you do
not want the person who is performng the research, himor
herself, to be deciding that the research is exenpt so
there has to be sone | evel of review Wo does the review?
How nuch paperwork? Do you need to assist then? Do you
build in an incentive for a nuch | arger systemof for
profit IRB s? Do you build an incentive for a system where
you have pristine paperwork and you have | ots of people
conpl eting paperwork and reviewi ng things and filling out
forns? And the very serious ethical issues sort of get
lost in shuffle because you have diluted the effort so
much.

Do you have this -- | nean, | coul d inagine
devel opi ng an i mracul at e extensive system of paperwork that
had no neaningful ethical reviewinit. | have seen IRB s
function that were very, very good at the paperwork but
spent no tine tal king about what | think are the issues
that an | RB ought to grapple wth.

So the question is woul d expansi on divert
val uabl e resources and val uabl e energy and how do you avoid
that outcone? The danger is creating a burdensome possibly
profit driven rubber stanping systemdiluting attention to
the serious ethical issues.

| could go on about the problens that | ran
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into but having sort of come to that point | decided to
stop and go at it froma different perspective, which is
rather than making it global with the current definition,
to take a better systemof enconpassing all federal agency
research, which | believe is addressed in sone of the
reports that you have had, and then adding in on a |ist
basis -- | amnot fond as a principle of laundry lists and
| have strenuously opposed the laundry |ist approach to
definition of research msconduct. But | did explore
taking -- just listing known areas of research that put
hurman beings at risk and addi ng t hose whet her conducted
privately or publicly to the scope of federal oversight.

Gary Ellis has defined seven areas in sone of
the letters that he has witten and he wote nme a letter
and he sent sone copies of these. He nade a presentation
at the PRIMER neeting recently where he defined seven areas
that are beyond the boundaries of existing regul ations that
are places that questions have arisen and where there are
peopl e potentially at risk.

Col | eges and uni versities not receiving federa
research funds, some in vitro fertilization clinics, some
weight loss or diet clinics, some physician offices,
denti st offices, and psychot herapi sts offi ces.

(ne of the exanples is the dentist who deci des
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to take out of the next nunber of patients that he has the
fillings on the theory that he is conducting a form of
research. Does he know it is research? Maybe and naybe
not .

Sone | egal services clinics. On ny canpus we
have sone very interesting examnati ons going on in our
clinic at our |aw school about when are you actual ly
conducting research. Wen you are taking students, you
vi deot ape them you teach themhowto interviewclients,
the clients give their consent for the interview but then
you go on, you train other students with it, and then you
start doi ng research on how do you generalize this
knowl edge about this sort of interview ng and how do you
use these. Pretty interesting questions that they are

expl ori ng.

Sone corporate and industrial health safety and

fitness prograns and sone devel opers of genetic tests.

So ny current thinking is that rather than
taking the global approach with all the practical problens
that entails it would be superior to start with the known
probl ens, add themin, take a cautious increnental approach
where you can docunent the cost/benefit ratio, that
official cost/benefit ratio of adding in sone regul atory

systemrather than taking a sweepi ng approach.
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| think that you have to focus on the goal s of
protecting subjects fromrisk, the unwitting participation
aspects, and again on the focus of inforned consent an
i ndependent review where you know that there is a danger of
risk.

So then the question is how do you reach that
within the avail abl e resources consistent with reality.

The paradigmthat | think is applicable that | use in
thinking about a lot of the problens that | deal with is
one that was first introduced -- actually |I heard Bud
Rel man gi ve a presentation probably 15 years ago and he
used the term"low i ncidence, high severity problem"

The serious problens do not occur very often
Wien they do occur they are very, very serious.

So what is the | owincidence, high severity
problemof this nature? Wat sort of response does it
suggest ?

To ny thinking of |ow incidence, high severity
probl emthe nost sensible approach is that you put al nost
all of your resources into education. Mst people nost of
the tine want to do the right thing and you have to nake
sure you know what it is. W do not have adequate
resources in our systemfor that right now

The second thing you have to do after education
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is that when you have probl ens you have to respond to them
V& have very serious problens in the research community and
in the academ c research community wth designing
appropriate responses to problens. It is a fundanental
probl em of professional self-regulation. W have -- it
mani fests itself both in how the universities respond and
al so how the federal governnent responds.

I nside universities -- | was at a conference a
coupl e of years ago where an | RB executive secretary was
tal king about a systemthey designed on their canpus for
tracking the publications of researchers on their canpuses
and then trying to correlate themw th | RB approved
protocols, which raised a firestormof protest on canpus at
the bi g brother concept.

In the arena of research msconduct any tine we
tal k about governnent regul atory nechani sns and gover nnent
oversi ght we can i nvoke the specter of the science police.
The science police are going to try to destroy research as
we know it.

There is serious resistance to any kind of
inspection system Nowit is widely accepted that we coul d
have an inspection systemfor aninmal sites but the concept
of having inspection for human sits is anat hena.

And the third issue -- and the third thing --



N

o o A~ W

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

24

i's you have education, you have response to probl ens, and
the third thing you need, I think, for a | ow incidence,

hi gh severity problem is to have penalties for violation
because | assure you that many, nany people are busy. They
have lots to do. And no matter how well neaning they are
and no matter how much they believe in theory in the
ethical issues if it is denonstrated tinme and agai n that
there is no penalty for a serious violation people have
better ways to spend their time than to fuss with this
nonsense.

So that is the three things | say.

This leads to two issues and | have brought ny
conclusions. There are resource issues that soneone is
going to have to grapple wi th because the current structure
does not have enough staff and not enough noney, and
probably not enough power to engage in either any of the
educati on response to problens and penalties for violation
t hat does not exist presently.

And then we have the structural problens and
there are, | think, disabling existing structural problens
that nust not be perpetuated as we nove forward i nto doi ng
better.

The first is the structural conflicts of

interest identified by Dr. Fletcher and Dr. MCarthy.
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The second is the insufficient resources issue
that there are not enough resources for the current m ssion
interns of IRB s that do not work well. You have earnest
peopl e engaged i n an i nadequate and insufficient review
process. You do not have adequate education of PI's. You
have research that just flat out has not been submtted for
revi ew because sonebody does not conceive that he or she is
conducting research. And then you have revi ew systens that
do not work very well. The behavioral sciences | think are
a perfect exanple.

The third disabling structural -- existing
structural problemis the uneven application and the uneven
jurisdiction both within federal agencies and then beyond
to universities.

| think the nmost likely answer is a different
governnental status and structure in budget, single
standard, single office, but a single office with some ki nd
of decentralized or distributed systemwhere you have a
single standard, a single office, but it works in a
distributed way w thin the agencies al ong the nodel that
was j ust di scussed.

| think there are sonme very fine nodels to
explore. The Ofice of Governnental Ethics | think is the

prime nodel worth expl oration
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Gatuitously | amgoing to add a final note,
which is that | think that it is your job, in fact, to
explore and to try to solve the structural problemand to
make a very explicit recomrendati on about what the
structure should be and I hope you will retain really solid
experts who understand the political realities to give you
advice on this to hel p you devise a structure that will
work, to find the proper niche, to find the proper reach,
authority, jurisdiction, the proper budgetary protection,
the right clout to get action when needed.

Il will tell you that fromny experience on the
Comm ssion on Research Integrity, which | would call m xed,
| would say that as you work it is extraordinarily
inportant to think about to whomyour report is submtted.
Who receives your report and how exactly will it get
i npl enent ed?

What will be done with it?

If you make sort of a generic recommendation
sonmebody shoul d think about this and inprove the structure
you coul d be | ooking another two, four, five, six, ten
years, never for actually making a difference in how this
works. | cannot believe that this nunber of really busy,
really expert people should put in that kind of effort for

that kind of result.
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Thank you.

DR SHAPIRO Thank you very much

Ms. Porter, is there anything you would like to
add to what you told us last tinme, which was extrenely
hel pful to all of us?

M. PORTER | think | would |like to address a
little bit different focus that mght hel p i n maki ng some
deci sions on where the best |ocus for a federal office to
oversee and to regul ate human subjects protecti ons woul d
be.

| actually have a handout and sone over heads
that are very brief, nercifully and uncharacteristically,
but | think they help.

DR SHAPIRO Pl ease.

M. POCRTER W did not collaborate before we
cane together today, the various presenters, but | think
you will be struck by the amount of conpatibility there is
anongst the presentations even though the approach is
sonmewhat different.

(Slide.)

| thought that it mght be helpful to the
comm ssioners to try to decide on what the goal of a
federal office would be and then use those goals to inform

the best |ocation for the acconplishnment of those goals.
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| have put together two sets of goals. Goals
that a human participant in research woul d expect the
federal office for protection of human subjects to carry
out and then the second overhead will give a list of goals
that | think any entity regul ated by a federal office for
protection of human subjects would carry out. | did not
address aninal welfare issues in this particul ar
presentation.

(Side.)

First of all, what should a human parti ci pant
in research or any other menber of the public for that
matter expect froma federal regulatory office for
protection of participants in research? | think, first of
all, and maybe these are not in ny priority order, these
are based on ny values, there is considerable overlap
bet ween what an indivi dual woul d expect and what an
institution or an entity woul d expect froma federal
of fice. Maybe you woul d choose to put different goals on
here or take sone of these goals off but | think it is the
starting pl ace.

First of all, an individual participant in
research woul d expect easy access to information on rights
and wel fare as research partici pants and sone support in

exercise of those rights. | think the person woul d expect
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adequate and tinely information to and education for those
entities regul ated concerning protection of human subjects
in research. They woul d expect that the organi zations
carrying out the research had been informed about what they
wer e supposed to do and guided in what they were supposed
to do.

| think the individual woul d expect adequate
and consistent -- at least mninmal protections in research
regardl ess of the source of funding or support. Cbviously
we see that this is a major issue. Howfar is this office
going to regulate? As far as it does nowor is it going to
take on all research regardl ess of resources, or support,
or fundi ng?

| think we have to start thinking in this
direction. | think inthis day and age it is not
appropriate to ask individuals to try to sort out is it
federally funded research or is it under a state lawor is
soneone | ooking after ny rights and welfare, or is it one
of those seven categories which were alluded to that sinply
fall between the cracks.

| also think that the individual woul d expect
tinmely and consistent investigations of allegations of
nonconpl i ance with human subj ects protections by both

regul ated entities and the investigators. And then, of

299



N

o o A~ W

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

24

300
course, responsible followup -- foll owthrough on findings
of nonconpl i ance wi th human subj ect protections by
regul ated entities and investigators.

Then | woul d believe that the individual would
want an office that was there to carry out actions that
woul d be consistent with pronoting protection of human
participants in research in an as political a manner as
possible. That is an office that would stand as a chanpi on
of human subjects rights and wel fare above ot her goal s that
m ght be conpeting and that were inconsistent with that
goal .

For exanple, we heard this norning a di scussion
of the use of tissue sanples and the idea that, oh, it
woul d be a tragedy to lose this inportant invaluable
research but it may al so be a tragedy to coll ect
information or use information that represented a violation
of the rights and welfare of individuals. So there has to
be sone office that is a chanpion for human subjects
protection in the mlieu of |arger conpeting issues or
different conpeting issues, or resource denands.

(Side.)

Li kewi se, | think, what would an entity that
was regul ated by a federal central office expect? 1 think

t hey woul d expect many of the sane things, of course. They
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woul d want adequate and timely information and educati on
concerning protection of human participants in research
They woul d want gui dance and hel p in knowi ng what they were
supposed to and howto carry it out.

| think the regul ated entities would want to
have an office that was able to ensure well devel oped,
broadl y open and proactive policy devel opnment and
regul atory interpretations and nodifications. Sonebody
that was really well connected with what was going on in
the world in terns of new technol ogi es, devel opnment of new
data collection systens, and certainly it is going to be
nmore than just federally conducted research.

Sonmeone -- sone office that understood the
health care delivery systemvery wel|l because rmuch of our
research will be comng fromour health care delivery
systemas we nove towards nore nanaged care systens and
consol i dated systens of health care delivery.

The regul ated entity, | would expect, woul d
want the federal office to have the ability to coordi nate
the federal organizations supporting or conducting research
under the Common Rule. They woul d want sone ki nd of
ability to ensure appropriate consistency so that all of
the federal entities were not going off in their own

direction.
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They woul d certainly want fair and consi stent
enforcenent of the regulatory conpliance authorities.
have added here, but you probably cannot read it, including
feedback to the regulated entities on the pitfalls to be
avoided. |If entities are in nonconpliance we owe them and
other entities an explanation of why that is the case and
try to put in some corrective neasures.

And then | think another goal would be to have
actions again consistent with pronoting protection of hunan
participants in an as a political a manner as possi bl e.

Try to keep it shielded frompolitics and ot her goal s that
divert us fromreally protecting people who are involved in
resear ch.

Lastly, | think the regulated entities woul d
have sone expectation of mnimzation of paperwork and
ot her admnistrative burdens consistent with the
acconpl i shnent of protection goals. | also think an
inportant goal to preserve is decentralization and havi ng
deci sions nmade at the |local |evel and the benefit of
understanding the local mlieu so that there was not a big
centralized group that would dictate but that woul d have an
open systemthat would ebb and fl ow and col | ect infornmnation
and devel op policies and procedures that coul d be

applicabl e but would help fromthe | ocal perspective.
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Al of this, of course, would require adequate
nunbers and quality of staff. Qher adequate resources,
creativity, credibility, visibility, openness, conpassion,
energy, and sufficient independence and authority to effect
t hese expectati ons.

| think if you would take these goals or others
that you mght cone up with and crosswal k themwi th
different organi zational options it mght becone nore clear
what was the preferable |ocus for a federal office for
oversi ght.

VW do not have to be gurus at public
admnistration to understand that there is a fornal
organi zation and an informal organization. 1In sone of the
nost irrational organizational |ocations effectiveness can
happen, productivity can happen, and even at sone of the
nost ideally placed organi zational |evels apparently
sonetines things do not get done because there are so many
unanti ci pat ed consequences.

There are perturbations fromthe environment
that we do not expect and so sonething that |ooks ideal on
paper mght not work either. But | think our goal is to
try to cone up with the best place to maxi mze what needs
to be done and part of that is deciding what needs to be

done and comng to sone consensus on that and then novi ng
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on.

| think Dr. McCarthy's suggestions, | think Dr.
Fl et cher's suggestions, both have pros and cons. Sone of
t hese goals woul d be better addressed in the organization
that Dr. Fletcher proposes. Some would be better addressed
in what Dr. McCarthy has proposed. But there may be ot her
pernutations and alternatives too that could be laid on the
tabl e.

CONCLUSI ONS

DR SHAPIRO Thank you very much. W very
much appreci ate your second appearance here. Thank you
very much for your help.

Vell, in viewof the | ateness of the afternoon,
we have run rather later than | had hoped, | amgoing to
ask the coomttee' s indul gence and forego any further
di scussion of this topic at this tine.

Eric, you will just have to excuse ne.

But in any case -- but | really -- perhaps
those of you who will be here tonorrow can certainly take
that topic up again.

| want to thank our guests especially.

But before adjourning | promsed that | woul d

give Zeke a nonent to say a word or two since this is in
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all likelihood his |ast nmeeting as a formal nenber.

DR EVANLEL: It is absolutely ny |ast neeting.

This is ny lasting nmeeting and | wanted to take
a mnute. | amresigning fromthe comm ssion not for any
reason of dissatisfaction. Quite the opposite. As has
been al |l uded there has been a major trade between the N H
and NBAC. You got the better of the deal. FEric is comng
to you and | amgoing to the NH

DR SHAPIRO W also have a future draft

choi ce.

(Laughter.)

DR EVANLEL: This is ny last neeting and
wanted to -- | assured Dr. Shapiro | would take only a few
m nut es.

First, | wanted to thank the staff for having
put up with a zillion requests and all sorts of irrationa

dermands and doing it with grace and very pronptly under
difficult circunstances.

Mostly | did want to thank Dr. Shapiro for
bei ng a wonderful chairman and for | eadi ng us w thout
banboozl ing us with any agenda, and for really, | think,
hel pi ng us al ong.

| also do want to thank ny fellow

conmm Ssi oners.
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| want to reiterate sonething that Eric said
earlier in the day, that this really is a wonderfully
collegial group. W have a |ot of big people with a lot of
very strong and well devel oped ideas that do not al ways
agree as we have seen today. And yet there is, through al
that diversity, an attenpt -- first of all, a respect for
each other and, second of all, an attenpt to cone to sone
kind of constructive consensus. W saw that in the cloning
report and we have seen it today in these two different
reports.

It isreally nmarvelous to see especially in a
day when -- an era where cross fire is nore the nodel
rather than, | think, this constructive consensus buil di ng
and trying to nove forward in a wonderful way. | wll mss
that and greatly appreciate it and | hope it is sonething
that is preserved with future selection of conmm ssioners
because | think it really is a great nodel.

If | could take one nore mnute, which is as |
wal k out the door ny little look at the future. | think we
have spent a lot of tine today on it and it was nunber one
on Eric's list, which | spent two weeks in England and part
of what | was doing is thinking about where would I |ike
this place to go. | really do think the IRBissue, this

protection issue, actually getting it to work is really the
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key i ssue.

It is not sexy in a way but in the nuts and
bolts it is the issue.

VW keep resorting to the IRB for all sorts of
reasons suggesting it is a pivotal function. It is doing a
pivotal thing. W cannot get rid of it and we need it
nore. Yet there are excessive denmands on it. It was built
20 sone years ago and not built for the current era. We
know that it is only going to get worse. The N H budget is
going to go up. Mre research is going to be done. W do
not have a good understanding of how it works in practice
as you have heard today.

Most inportantly and distressing in ny opinion
is the public has no idea that it even exists and that
actually they are being protected. So | think actually if
this comm ssion focused in on that problemit would be of
great, great benefit to the whole country. | think this
i ssue of where protection sits is one part of the puzzle
but only one part of that other puzzle.

So | really do greatly appreci ate having been
able to serve a year and a few nonths with all of you and
it has been a wonderful experience for me and | thank you
very nmuch and | ook forward to whatever future interactions

we have.
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(Appl ause.)

DR SHAPIRO Zeke, on behalf of nyself and all
t he comm ssion nenbers and the staff, thank you for all the
contributions you have nade not only to our reports and to
oursel ves, and to our work but to each of us as we worked
toget her over this tine.

So we ook forward to interacting with you on
sone basis that is appropriate as we go ahead.

Wth that, we are adjourned.

(Wher eupon, the proceedi ngs were adj ourned at

4:33 p.m)

* % * * *



309



