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PROCEEDI NGS
CPENI NG RENARKS

HAROLD T. SHAPIRO_Ph.D.

DR SHAPIRO Colleagues, | would like to get
our mneeting underway, please. | would like to call the
neeting to order, please.

Before we get to the principle item of
busi ness before us, which of course is our -- the draft
report and issues that surround that, let nme turn to
Eric who will give you a brief update on other matters
on the comm ssion's agenda.

OVERVI EW OF WORK TO DATE

DR MESLIN. First, | want to thank Marjorie
for suggesting Atlanta and to wel cone everyone to
At | ant a.

You have a nunber of handouts, and the public
also will have them A quick update for those who are
I nterested about our International Report. It is at
the editors and we expect that it will be available and
on our website in the early part of April and then a
hard copy available in May so | did want to point that
out .

And al so take this opportunity to thank Alice
Page, who all of you know has worked so hard on this

report and other staff. But | know that you will all
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join me in thanking Alice for her tireless effort on
that report.

There are al so a nunber of handouts that Ellen
Gadboi s produces in terns of the |egislative updates
and if you have any questions about those please |et us
know. Those indicate to you, | think, howinterested
Congress is and others in what not only NBAC i s doing

but in the areas that the commssion is interested in.

| have no other dramatic statenents or even
boring statenents to nmake at this point. M. Chairman,
Il will |eave those to your coll eagues.

ETH CAL AND POLI CY | SSUES | N RESEARCH

[ NVALVI NG HUVAN PARTI Cl PANTS

DR SHAPIRO Well, thank you for restraining
yoursel f and maybe we could all follow that exanple.

Let nme address -- begin our discussion with
respect to the draft report that is in front of us and
| want to suggest a reorgani zation of the agenda if the
comm ssion does not object and let ne try to tell you
what | have in m nd.

First of all, | want to thank Bernie for that
detailed set of comments that he sent around. | really
appreci ate the thoughtful ness of those remarks and in

ny own case as | tried to go through each of them
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carefully and go back to the text and consi der what ny
own thinking was along the |ines, a nunber of issues
cane to ny mnd, which I thought we really had not
addressed appropriately and need to cone back and tal k
about in a substantive sense.

| want to raise sone of those issues in a
mnute so | have two or three broad i ssues, which
woul d i ke to get sone comm ssion discussion on in that
respect and so | would like to do that before we start
goi ng through things point by point.

There are al so ot her conm ssi oners who have
sonme issues that they want us to discuss and | think at
| east the ones that | know about are quite appropriate,
that is things that we need to be a little nore clear
about. Sone of them have to do with the nature of the
report and the way it is witten and howit is
organi zed. (Qhers have to do with very substantive
I ssues regarding who it is that is a participant and is
our definition of that really correct or should we
ret hink that and so on.

So | would like to go to sone of those issues
before we start just going through the report
recommendati on by recommendation. And | will let, of
course, conm ssioners speak for thenselves. | nean, a

nunber of them have spoken to ne about issues that are
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of concern to them | do not want to try to summari ze
those, although I think I understand them | want -- |
think it is much nore helpful if conm ssioners speak to
t hose i ssues thensel ves.

So if it is all right with you, | would |ike
to spend sone -- whatever tine is necessary to clear
these things up or at |least identify themand see how
we think about them | do not know about clearing up.

W will have to see what the issues are and how easily
they are cleared up.

Now | do not think we should feel -- despite
the e-mail | sent to you, | do not think that we shoul d
feel any unnecessary pressure regarding having to sign
off or conplete and so on. | nean, | do feel sone tine
pressure to be honest with you. | think we ought to
get on with this and -- but whether we do it this nonth
or next nonth is not a big huge deal.

After all, it is not sone event that we are
trying to deal wwth here. W want to get it as right
as we can. | do not think we have the luxury of a very
l ong time horizon of this report but it would be
artificial to say we have to do it today so | do not
want to really focus our attention around getting that
much done today or tonorrow. Perhaps we will and

perhaps we will not. And perhaps we have a neeting at
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| east tentatively schedul ed roughly a nonth from now,
which | think is April the 17th or 18th, sonething |ike
that, back in Washington. And so that is available to
us and nmaybe that will be the tine when we feel we feel
good enough about it to say, okay, let's go into a
sonmewhat different node.

So I just do not think we ought to, you know,
bi nd ourselves to do that today because in view of what
sonme of the issues that have cone up at |east that |
have t hought about and ot hers have thought about, |
think that mght be a little unrealistic but we wl|
get as far as we can

VW will have a quorum of course tonorrow
norning. Not all of you wll be here tonorrow norning
but we will have a quorumand we will neet tonorrow
nmorning. M guess is that we will adjourn sone tine
after 11:00 tonorrow norning and before 11:30, sinply
sone tinme after 11:00, rather than 12:00 o' cl ock j ust
given the logistics and the flights that people have to
make. That seens to be what is realistic.

So if you do not have any objection to that we
will just go ahead and deal with these issues as they
have been identified.

Now it is hard to know which ones to deal with

first but why don't -- Alta, if you do not object, why
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don't I turn to you and summarize -- ask you to
summari ze for the conmm ssion the nunber of issues that
we have been di scussing this norning regarding the
nature of the way this report is structured and what
m ght in your judgnment be a better way to proceed if |
have not m sstated your concern.

PROFESSOR CHARO No, that is fine. There are
a lot of people here who I have had a chance to talk
with anyway so it will not come as a surprise but
following Bernie's e-mail |ast week in which, anong
ot her things, he expressed a concern about alienating
sonme people who m ght otherwi se be supportive of
efforts in this area because of their disagreenent with
specific details about inplenentation that woul d be
recomended in this report, |I found nyself recognizing
sonmething that | should -- | think probably we have al
noticed but did not articulate to ourselves. And that
Is that the recommendations, and as Trish noted in the
taxi on the way in, the text as well tend to nerge the
goal s and the proposed formof inplenentation for
reachi ng those goal s. And the nmerger is so conplete
that at tinmes it is difficult to actually clearly
identify the goals that we want to achieve in terns of
a system for exanple, that is uniform that is

conprehensive, that is flexible, that is adapted to
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varieties of kinds of research that endorses a
decentralized focus in which the main repository of
responsibility and discretion for ethical conduct of
research lies in the hands of the investigators and the
boards that assist themrather than in the governnent -
- a goal of having the governnent's role being one of
facilitating investigators and boards in that job

t hrough education, through guidance, through nmechani sns
that facilitate collaborative research in a way that is
efficient and effective. And that to sone extent
this was either getting obscured because of the nerger
with details about inplenentation or at tinmes was not
even being said as explicitly at all as it should be.

And so ny initial reaction had been to suggest
that the recommendations be rewitten so that there be
one list that sinply says these are our goals and
anot her that says these are the ways that we have to
date seen for inplenentation, others mght see a
different way of doing it.

And then, as | nentioned, Trish said, "Well,
you know, it makes sense to do the sane thing with the
text."

Fromthat conversation and then a dinner
conversation with Bette and Al ex, and then this norning

what energed -- and then with Eric [ ast night, what
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energed was the possibility of creating a very short,
very punchy and very pungent separate docunent, which
would stand in relation to this |larger docunent in a
way that we have not quite figured out yet but woul d be
very much separate, could be read on its own, that
woul d be entirely focused on the goals. Sonething that
m ght have sonmewhere between 10 and 15 or 10 and 20
itens |isted as the focus of our efforts. |In sone
cases it is affirmng sonething about the current
system |In other cases it is a change. W affirmthe
decentralized focus.

W want to nake changes with respect to things
like we believe that it is time to nove away froma
noti on of categories of vulnerability in which certain
peopl e are constantly viewed as vul nerabl e and nove
towards a nore contextualized view of vulnerability in
whi ch we have sinply asked for these participants in
this research are there any special issues about
inability to protect one's self that should be
addressed in which we focus on notions of risk and what
woul d be new.

W affirmthe notion that a risk/benefit
bal ance is what needs to be done. Wat is newis that
we would |ike to clearly identify or clearly state the

notion that we have to be | ooking at risk for each
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el enent of the research and that an unduly risky

el ement can be justified by the existence of sone other
el enent el sewhere in the research that is in and of
itself potentially beneficial.

And by doing this separately we make it very
clear to people where we are headed. W have two to
five paragraphs foll ow ng each one that explains, if
need be, what is in that. And we cross reference to
this other docunent and say now one -- the way that we
have seen so far to inplenent this is represented in
this docunent at text, pages such and such, and
recommendati on such and such. And it |eaves roomfor
the possibility that as nenbers of the executive and
| egi sl ative branches take advantage of this report that
they m ght see other ways to inplenent that woul d work
better or be easier to pass or be easier to admnister.

But each change they make fromthe kinds of
t hings we recommended, it would ask themto justify it

by saying how w Il this further the goals equally well.

So in a sense what | am suggesting is, Cod
hel p us, a new docunent but one that is very short and
very nmuch to the point.

DR SHAPIRO Let ne just nake a few conments

about that and then just open it up for discussion.
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QO hers may want to contri bute.

| think the diagnosis or the observation that
| believe Alta made -- | hope | am not m sreadi ng or
m sunder standi ng -- that the current docunent that we
have, which is very conprehensive and very detail ed,
I ndeed, does have the efficiency, if | understand it,
of sort of nerging goals and procedures together such
that the goals often get Iost and | think, you know, on
reflection, although |I did not think about it in that
way to be honest, on reflection | think that is an
accur at e di agnosi s.

And having sonething -- and | do not know what
t he exact structure should be, that is not that
critical right at this mnute but it seens to ne that
the benefit of attenpting sonething like that is that
I npl enent ati on, the exact way goals are inplenented are
al ways going to be up for discussion, right, because
you are nmaking -- there are enpirical issues which you
cannot really resolve until they actually get tried out
there. You know, is it going to be nore bureaucracy
than the protections are worth? Sone of those issues
just cannot be resolved until sonething is actually
tried and so it gives us a chance to think of the
I mpl enenti ng recommendati ons and sone sense in a nore

nodest sense.
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W do not have to say this is the way to do
it. W can say here is our ideas regarding how it
m ght be done and it | eaves open the possibility for
others at sone other tinme as a result of experience to
say, okay, we can stick with these goals but, you know,
life has turned out such that these ways of
I npl enmenting it are either useful or not useful and so
on.

So it has that characteristic, | think, and so
the general idea of doing sonething which nake clear
what our goals and commtnents are and what we are
trying to achieve, and then | ook at the inplenentation
as a sonewhat separate issue sounds attractive to ne.

And, again, we would have to work it out. |
do not know what the exact structure should be but
l et's see what ot hers think.

Al ex?

PROFESSOR CAPRON: A coupl e of conments.
First, | endorse the vision that Alta has put forward.

Secondly, I think I would Iike to be clear that we are
not tal ki ng about sonet hing which is the equival ent of
our so-called executive sumari es.

DR SHAPIRO Right.

PROFESSOR CAPRON. W really are tal ki ng about

a report of 10 or 15 pages that is vision -- a vision
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of how to respond to identify probl ens.

The third point there is an interesting
comment that Ellen Gadbois nentioned at breakfast this
norning, which is that the staff already has and uses
in presentations around Washi ngton a docunent that has
roughly 10 problem areas identified, followed by the
NBAC r esponse.

And obviously -- since | agree with Alta --
the chapter we are tal king about or the part of the
report that we are tal king about, the responses would
be described in the type of thing that needs to be done
rather than the detailed regulation but that still
seens as though the structure or a potential structure
fromwhich one could wite relatively quickly --
al ways think about these things having sat where Eric
I's now before -- how do you get this done. And it
seens to ne that if we had that and if that could be
retrieved fromWashi ngton today for us, it m ght
provi de a neans of naking sure that we are all -- that
we know what the next thing is going to | ook |ike
because the worst thing would be to conme in April and
have a docunent whi ch does not do what we have j ust
said we want to have done.

The final point is | do not think that we

shoul d see the part that is nore specific as an
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appendi x. It is rather part two of a report but | very
much agree wth your comments, Harold, that we are not
the advisory commttee to the Ofice of Hunman Research
Protections, nuch less to the not yet created National
O fice of Human Research Oversight.

If we were, then actually going over the
| anguage of regul ati ons woul d be appropriate, but we
are not so the nost we can hope is whoever drafts them
buys into our vision and maybe gets sone gui dance if we
can give a good rationale for one solution or another
on how to achi eve that vision

But we are not going to control them by
witing nore detailed recomendations. | mean, we just
do not have that power. We will not be around to start
off wwth but no one will feel conpelled and there wll
be a | ot of struggle back and forth anong the different
actors over the | anguage of those reconmendations in
t he end.

So being nore detailed about it, unfortunately
-- even if we had strong views about the way it should
be -- will not achieve that. So it is kind of butting
our heads against a wall on that point. So | think
that what Alta describes is very attractive.

DR SHAPIRO Ata?

PROFESSOR CHARO | think using the materials
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that the staff has prepared is an excellent idea. |
woul d want to -- until we have actually gotten a chance
to look at themit is going to be hard to know exactly
how cl ose they are but | would not want to suggest that
we think of this docunment as sonething that is truly de
novo. That -- anything that is given to us as a
resource but not a first draft.

| also think that this may be the kind of
docunent for which conm ssioner input and conm ssi oner
witing may be very, very inportant because in the end
It is people |ike me comng in the night before the
neeting saying, "Uh-uh, this is not what | want." That
can derail the whole schedule. So the only solution is
to actually do it ourselves so that we cannot --

PROFESSOR CAPRON:. | think you just
vol unt eer ed.

PROFESSOR CHARO: Well, | said oursel ves.
Because --

DR SHAPIRO Maybe we will do sonme witing
today. We will see how things go but chances are we
will -- | mean, not that we can conpl ete everything but
| think we have to address the issue.

Now | et nme just ask the comm ssion if just --
again we are not tal king about the details here. W

have nothing to | ook at. It is the question of an
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i dea that we ought to have along with the material that
we have here a short docunent, whether it is ten pages
or 15 or 18. As we get to 20 it |looks like too nuch
but anyway it is going to be a relatively short
docunent. That tal ks either about the goals that we
are trying to achieve and are trying to achieve with
this or, as Alex has said, you know, a vision of howto
respond to identify problens because the problens are
identified and they are listed out in our report quite
accurately, | think, and so on.

But does that general idea seemsensible to
menbers of the conm ssion? Because if it does, we wll
i medi at el y begin thinking about it.

Yes, Larry?

DR MIKE Wll, you sort of know what ny
response i s going to be.

DR SHAPIRO Yes, let's get on with it.

(Laughter.)

DR MIKE W are back again to our usua
node of when we get to the end of a report we all
agoni ze and want to change everything again. And so
just really protest against that kind of an approach.
| amreally tired of the way we deal with these issues
every tinme a report cones out.

Now if we -- | do not have an objection to a
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shorter docunent but if the shorter docunent is in
disjoint wwth our main report thenit is going to be a
very weird report that we are going to be putting out.

Sol -- it remains to be seen about what that
sunmation is.

The other thing is that having read Ellen's
stuff, I do not want a tone of defensiveness in our
report that says, oh, you know, we are not into
regul ation, folks. No, that is not what we really
mean. | do not want that kind of an attitude in the
ki nds of docunents that we do.

And then to also say that if you are trying to
predi ct how people react to our docunents, | do not
care how you wite it as long as you get the main ideas
of what we want out there. That is the main point. W
cannot control howit will be used. So to try to tease
out the policy aspects fromthe inplenentation aspects,
tonmeis -- it is putting in an anount of effort that
Is not worth what the result is going to be.

Now | know | amnot -- | amgoing to | ose on
this issue but | just wanted to say again that this to
me is just the usual node we go through and we j ust
waste tinme and | do not think the effort is worth it
but I think it is a fait acconpli already. You people

have di scussed it and | think that is what is going to
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happen.

DR SHAPI RO Rnhet augh?

DR DUVAS: | can appreciate Larry's point of
vi ew because | have gone through that conflict nyself
about whether we are ever going to get a report
fini shed.

On the other hand, | have had this feeling of
uneasi ness about the length and the detail of the
reconmmendations so | amrelieved by the possibility of
doi ng sonet hi ng about that.

Whet her we wite a new docunent or whether we
separate out maybe the goal of the recommendati on from
t he suggestions for inplenentation in that sane
docunent, | do not think would matter very nuch to ne.

But | do think that it is inportant to do sonething
about the recommendations because, first of all, they
are very lengthy and they are very detailed. And as
was nentioned, the najor objective gets |ost.

DR SHAPI RO Davi d?

DR COX: So I, too, really can enpathize with
Larry's point of view but | would like to just put an
enpiric test that | recently did on the table, which
puts ne in favor of trying to clarify what our goals
are.

| just finished teaching w th anot her
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professor at Stanford the ethics course to the genetics
graduate students and a group of 35 people who in the
begi nning did not want to be in the roomand at the end
were happy to be in the roombut not because of this
draft report but because of another shorter report that
allowed themto be able to have a grounding to deal
with all kinds of conplicated ethical issues, and that
Is called the Bel nont Report, because they were able to
take that and use it as basic principles to work their
way t hrough many conplicated issues.

And that as we tried to work our way through
sone of these issues, and | have not used this report
as a grounding for them but it was as an exanple on
the web of sonething that we were, you know, dealing
with. None of themcould use it and they were all
confused. So that is just an enpiric data point and it
puts nme in favor of spending the tinme, although | do
not know whether it is worthwhile or not, Larry, but at
least | think that for nme it would be hel pful so that |
will not get confused when | want to try and work ny
way t hrough these things.

DR SHAPIRO Let ne -- | amsorry. Steve?

MR HOLTZMAN: So actually, Larry, | think
that what is being suggested here is actually very

different than the kind of perseveration we have
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engaged in, in the past, because | think, |like David' s
poi nt about the Bel nont Report, we started with sone
general principles and then really drilled dow into
the details to see where they took us and what was
possi bl e and what is not.

And | woul d not advocate di ssecting and
ripping apart the report. | think in that |evel and
depth of conplexity it is just fine. Now we are asking
ourselves sort of in a final glory let's go back up now
fromthat detail and say what was our over arching
goals. Al right. And lay that out succinctly in the
formof sonmething that | ooks and snells |ike a Bel nont
Report, and then maybe leave it to the |asting
testinony that the general public wll be able to --
what ever the general public is -- be able to
appreci at e.

Sol think it is qualitatively different and |
support it.

DR SHAPIRO Let nme say a word about this,
especially since the Bel nont Report has been nentioned
a nunber of times.

| think the report that we have in front of us
is really very -- it is very detailed. It is very
coherently witten. It has a reality of its own and an

attenpt to take it apart would be extrenely
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unpr oducti ve. Now it can be inproved in various parts
I n various ways and Bernie and others have had
suggestions and we ought to try to incorporate those.
And we have particul ar recommendati ons that certainly
can be discussed and altered and changed in certain
ways.

But | think it has a structure -- quite a
viable structure and to attenpt to take it apart, |
t hi nk, woul d be extrenely unwi se and even we cannot
really do it, would be equivalent to saying we are not
going to wite a report. So we have to sustain its
own viability on its own.

And | think the addition of sone materi al,
sone nodest anmount of material, which just rem nds
t hose who are reading through the details of the report
of what our goals and objectives were and what our
commtnents were -- is -- could be very useful despite
the fact that it is sone extra work right now.

It is very different fromthe Bel nont Report,
however, in another way because the Bel nont Report laid
out a set of basic ethical principles upon which a
system shoul d operate and so on and that is why it has
had so nuch |ife to it after all these years. | guess
it is either 25 -- it is the 25th anniversary?

PROFESSOR CAPRON:  23.
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DR SHAPIRO 23 years. The 20th anniversary
we cel ebrated three years ago. (Kkay.

This -- the nature of this report is quite
different in that sense. |t does not take on the
fundanental ethical principles. It asks how a system
can be nobilized to achieve those principles. So it
Is different in that way. | just want to clarify that.

It does not nean it is not useful or it will not be

hel pf ul because | support the idea.

And so | think we ought to attenpt -- we wll
see what the results are. W wll have to attenpt to
do it and if it seens reasonable to us, we can -- we

can certainly think through howit will relate to this,
what the pedagogi cal structure is and so on.

Davi d?

DR COX: Harold, | conpletely agree with that
and so | would just like to extend it because when Al ex
was tal ki ng about specific exanples, like ten or
what ever the exanples are, see | think that that is --
it is not exactly like the Bel nont Report but it is

anal ogous to the Bel nont Report.

DR SHAPIRO | understand.

DR COX: There is an anal ogy.

DR SHAPIRO | know.

DR COX: So by then -- the anal ogy woul d be
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those ten -- the practical issues that have been

I dentified and what our principles are behind those.
But you are right, it is certainly not a -- it is not
an et hical foundation.

DR SHAPIRO Al right. | do not want to
take -- we will discuss during our first break, we wl|
try to nobilize ourselves and see how we m ght actually
I mpl enment sonething like that or at |least give it a
try. And then we will conme back and see how to dea
with it.

Soif it is all right, we will go on to sone
ot her issues right now.

Yes, Marjorie?

DI SCUSSI ON OF PUBLI C COVMENTS

DR SPEERS. 1In the interest of group

dynamcs, | would like to cooment on this proposal and
say that | actually support it. | think it is a good
| dea because what we have done over the past year -- we

started by asking sone very basic questions about the
oversi ght systemand the scope of what it is we wanted
to cover.

W have gone through that process and we had
started with sone things that were general and then
made it nore specific with nore detail, and now that we

have gone in it | can see now we have to cone back out
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of it essentially. And so | think that this notion of
a separate docunent that outlines over arching
principles and goals is actually a very good thing to
do.

So | just wanted to say that so we can have a
good day today and not worry about ne sitting here --

DR SHAPIRO You will not dis-invite us to
the --

(Laughter.)

DR SHAPIRO That is the nost inportant thing
we have acconplished so far.

DR SPEERS. Right.

DR SHAPI RO Rachel ?

DR LEVINSON: | would also like to nmake a
coupl e of observations fromthe perspective of a
gover nnment agency, an executive branch agency receiving
advice, that | have at tines been frustrated with NBAC
not -- sort of pulling away fromgiving detail ed
prescriptive inplenmentation | anguage and saying let's
| eave that to soneone el se when, in fact, you are the
experts who m ght have | anguage that woul d be very
hel pful that could nove things along faster wthin the
I npl enent ati on phase.

But having said that, | would al so say that

when you do link up the goals and the inplenentation
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if the inplenmentation plan is one that is not received
well, there is the possibility and the danger of having
the goal dismssed with an inplenentation plan that may
be not feasible or not do-able or naive or whatever for
what ever reason. So that there is certainly sone
wi sdomin de-linking themin sonme fashion

And the idea of a shorter docunent of sone
kind that outlines in a very succinct way the goals
makes the rest of the report nore accessible to people
who are not going to go through a long report. Having
the cross reference to the pages in the report that
tal k about inplenentation or talk about supporting
text, again nmakes it that nuch nore accessible. It is
along the lines of what the OTA reports look like in
their three versions. The one page, the ten page and
the full report. But |I would suggest not letting it go
to anything nore than 10 or 15 pages. Beyond that, it
starts to lose its useful ness.

DR SHAPIRO Any other comments on this
particul ar issue? (Ckay. Again, we will cone back
| ater on in the day with sone i deas about how we shoul d
pr oceed.

Let nme turn to sone other issues which have
conme up that | have been told about and there may be

ot hers that conm ssioners have so | will go through
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this list and we will go to others that conm ssioners
m ght have before we turn to the report itself.

Bette, | amtold by at |east five people that
you have a particular concern. | hope again | am not
msstating it because it may be the sort of tel ephone
tag idea and it may get mstranslated by the tine |
heard about it.

M5. KRAMER No, not at all.

DR SHAPI RO Regarding the definition of
partici pant and who we shoul d consi der a hunman
partici pant for purposes of protection, and so on. So
I would just like to hear directly fromyou and share
wi th the conm ssion what your concerns or ideas are.

M5. KRAMER  Thank you. | very nmuch wanted to
share. Last Thursday and Friday, VCU, you wll all
recall that a year or so ago, probably nore than that,
VCU had its entire research operation cl osed down by
CHRP. It was OPRR at the tine. Alleging that there
were -- that they had -- that they had not handl ed the
details of consent and other details around regul ations
-- around the regul ations properly and that all of you
that are involved with academ c centers can inmagi ne
what a major blowthat was to them

At any rate, as a part of their negotiations

wi th what became OHRP, to reopen their research they
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were required to sponsor this two day conference on
third party risk. And it took place |ast week and
they had asked ne if | would be the noderator, and it
was really an outstanding two days. They had about 19
presenters representing ethicists, a lot of research
scientists, two people who were promnent in the
Genetic Alliance, who were the heads and foundi ng
persons and continue to be the chief person around
groups focusing on particul ar genetic di seases.

They had people fromthe public. They had --
| said ethicists but anyway they had a broad spectrum

of people there presenting.

Including the man, and | believe from CHRP
and | believe he was -- he is in charge of the
conpliance office. |Is that right, Marjorie?

And anyway it was a highly charged conference
because it was not a half hour old before OHRP was

confronted wth what turned out to be a really
consensus feeling anong the group and that is that they
have created a new class of human subjects. And it was
al l eged that they have actually used the term
"secondary subjects.”

Now t hey said that they have not but there
were people there who said that there is a | ong paper

trail and they have actually, in fact, used it. They



© 00 N oo g b~ w N P

=
o

11
12
13
14
15
16
17
18
19
20
21
22
23
24

25

27

did not really deny -- they did not deny that at | east
in their thinking that there is this class of people
out there.

And what cane across very, very clearly
t hroughout the two days is that this has the -- this
has the potential to really inpede, if not close down,
genetic research -- any research that depends on famly
hi stories. As soon as information or if information
can be reveal ed about others then those others
I mredi at el y becone human subjects within this "de
facto" class of secondary subjects.

So, for instance, in doing famly histories,
anything that they want to ask about famlies has got
to be nerged into one item They can ask a general
questi on about has anybody in your famly ever had
breast cancer, has anybody in your famly ever had
prostate cancer, has anybody in your famly ever
anyt hi ng but they cannot becone nore specific than
t hat . So it becones -- it is very obvious that in
terns of doing any kind of genetic research that is

real | y meani ngl ess.

If they have the identity of one person -- if
they know a properly consented subject -- if a properly
-- if they have the identity of that person's nother,

i f they have the nane and address of her nother then
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t hey have got to consent everybody in the famly. As
soon as one person is identified, everybody nust be
consented in order to be a person about whomthey can
solicit information.

St udi es that exist, |ongitudinal studies where
t hey have over the years collected identifying data so
that they can go back, that they can go back and
refl ect whatever findings may cone up or study nore
advanced questions or additional questions, they can no
| onger use because those people were never properly
consented within this new perception of a class of
secondary subj ects.

You know, | do not think | need to say
anything nore. You can see how hanstrung they are.
Marjorie was very, very helpful to nme. W had nultiple
conversations before the conference when | was trying
to-- 1 was trying to discern what it was that we were
saying in this report that mght be helpful. And
despite all of her help and ny going back and | ooki ng
it over and looking it over, | felt that we are
anbiguous in this. And | would Iike to bring it to the
attention of the conm ssion because | think it is
vitally inportant. It is not just inportant to VCU.

It is inportant to all the institutions.

And what they told ne is that because
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institutions are so frightened of having their research
cl osed down that where it mght be a proper matter for
consideration of the IRBs, the IRBs are reflecting the
concern of the institution running very, very scared
and, therefore, being extrenely conservative out of
fright in what they have to say about the issues.

DR SHAPIRO kay. Again thank you. That is
very, very helpful, Bette. Very nicely articulated for
us.

And, as | said before, this has to do with how
one defines a human participant for purposes of this
and we will go in a few nonents to that part of the --
where that recommendation is. | have got all these
nunbers in ny head and | cannot renenber which one it
was. But let's see -- | think people understand the
I ssue.

Al ex, you wanted to tal k about this?

PROFESSOR CAPRON: | just wanted to respond.
| think that besides the specific issue, which Bette
has raised, it is one nore rem nder of the | egacy of
t he bi onedi cal nodel that has operated because | think
that the view had been if you do research, the concern
Is risk to the person on whom you are doi ng research
And | was trying to think of in the bionedical node

exceptions to that and | renenber when we were worKking
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out the points to consider in the Reconbi nant DNA

Advi sory Comm ttee, we recognized that to the extent
that a reconbi nant nol ecul e was being injected in a
person, if it was risk of infection, you had to be
concerned with other people. W never defined them as
subjects. W sinply said the risk to themis one
factor that the people designing the research and the
peopl e approving it have to think about and m nim ze.

When you get to all sorts of the genetic
studies, and a |l ot of social science where what you are
| ooking at is the individual situated either
bi ol ogically or socially with other people who
i nfl uence behavior or influence health status in one
way or another, you clearly are going to end up with
I nformati on about ot her people.

And | think that we really could say sonething
useful about the ways in which the nonbi onedi cal nodel
has to be thought about for the effects and why w thout
cal ling sonmeone a subject, you can be concerned about
the risk to themand that if the research were creating
an undue risk to those people, it would be a reason not
todoit. It wuuld also be a question of how the
research is then designed so that this information is
treated with greater attention to confidentiality even

though in the strict sense there is not an
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I nvestigator-subject relationship there.

| nean, | do think it i1s different. | nean, |
can give you any information about ny famly or anybody
el se | know and they have no protection fromny doing
it. |If they have shared a confidence with ne or if |
just have information, | can share it. It mght -- you
mght think ne a bad person to do it but | can do it
and then you can spread it around.

But if you are a researcher and | amgiving it
to you, | think sone sense that nmy giving it to you is
different than ny just gossiping about it nakes sense
and so | think we can tal k about the kinds of concerns
that nmay have notivated people to say the notion of a
secondary subject w thout creating the conplications
that would arise and that prevent the kind of research
that we are descri bing.

DR SHAPI RO Larry?

DR MIKE |If | understand what you j ust
descri bed, Bette, and what we have in our report, the
basi c issue, | guess, is that we are saying that these
are not human subjects of research but your IRBs are
| ooki ng for guidance. And in our report | think all we
say is that we basically punt to the IRBs and say in
this situation they are not considered human subjects

but the IRB should take a ook at it. And | guess in
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that sense our report is not helpful in this situation
to the concerns that have arisen

DR SHAPIRO Could | just -- Alta, and then |
woul d i ke to ask a question about our actual
recommendation. Alta?

PROFESSOR CHARO: It seenms to ne that
ironically part of the problemhere is in the | anguage.

| nean, no -- these kinds of pedigree studies -- and |

woul d i ke to suggest, by the way, that this is not
just a problemin the genetics area. This is a huge
I ssue for the social science people. This is psych
research, this is anthro research in a big way. So
those two huge fields are affected by this.

That in those areas there is one person who
Is, in a sense, the subject of interest. And
information that is reveal ed about third parties |ike
an aunt or an uncle or sonebody el se who lives in the
sanme town, those people are not subjects of interest
even though information is being reveal ed about them
And in that way the word "subject" actually, which we
have abandoned, woul d be kind of hel pful in hel ping us
to articulate what we are trying to say.

It seens to ne that this then opens up the
possibility of focusing not on a definition of a human

partici pant because as soon as we get into definitions
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we get into probl ens about whether what we are saying
Is intrinsically true or not but focusing not on who
shoul d be covered and who should not be. That is a
little bit different.

And to say that the people who should be
covered by all of these recommendations are the people
who are the subjects of interest, but that we recognize
in a variety of settings that research with the subject
of interest reveals information about third parties and
that this is a classic problemnow of risk managenent
because that does pose risks to "society" and
particularly those individuals.

And then we begin to get a little bit nore
speci fic about the kinds of things that | RBs m ght want
to think about doing. They should be thinking about
ways to accumul ate that information in a fashion that
makes it as difficult as possible for it to actually be
reveal i ng.

Now | conme froma relatively small city now
| f sonebody were doing research that | vol unteered for
at the University of Wsconsin and they are | ooking at
snokers and the addiction patterns in their famlies to
understand the origins of the penchant for snoking,
they woul d start asking questions that could include

guestions about whether ny nother or father had any
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addi ctive behavior or if there was any OCD in the
famly.

And if | started answering yes and no and yes
and no to al coholismand OCD and, you know, yout hful
drug use, there is an excellent chance that the
I nvestigator m ght know ny relatives because it is a
small city. And if they are all living there, you
could easily -- these are real issues about real
stigmatizati on and harmwhere | RBs coul d gi ve gui dance
about pay attention to who is going to be doing the
interviewing. Pay attention to whether or not you are
using last nanes. Pay attention to whether you are
asking about famly relationship or actual names of the
peopl e. And this should be part of the IRB
di scussi on about the reduction of risk at the outset.

I think we can achieve a role for this
research without it being hanstrung but also wthout --
| do not want to just sweep it under the tables. |
think it is a very genui ne problem

DR SHAPIRO | want to go back to what we
actually said in a noment but |let Steve and Bette speak
and then | wll nmake ny point.

MR HOLTZMAN: | want to endorse what Alta
said but | actually think it is all there in the report

and we just have to bring it out because if you | ook at
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the history of our reports, if you go to the tissue
sanpl e report, we say in general genetic studies are
m ni mal risk but consider the nature and whether it is
stigmatizing. |In other reports we have tal ked about

t he i nvol venent of community -- not community --

PROFESSOR CHARO  Ri ght .

MR HOLTZMAN: -- if it is all the sane
principle as being aware of the inpact of the research
beyond t he subjects thenselves or | guess what we cal
partici pants and how that should enter into the
calculus but not trying to jamit into this narrow
wi ndow of the definition of participant, which gets
into all sorts of issues about the autonony and what
does it nean to respect. So if we -- | think it is
there and if we just sort of call it right out that
maybe there has been a tendency given that the only way
you had to protect -- to think about protections was
via calling it a subject, you get contorted so let's
not contort. Let's just call it out. And I think we
go in that direction

DR SHAPIRO Could I just -- | know, Bette,
you are next and others but | just want to see if ny
menory is correct here. M nenory is that our
recommendation in Chapter 2, which lists who it is that

is a human participant, and that is what sort of brings
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inthe -- all the issues. It had a condition in there
whi ch was sonething Iike information about themis
accunul ated and anal yzed. | do not have the -- | am
not quoti ng.

PROFESSOR CHARO 2. 5(i) and (d).

DR SHAPIRO Ckay. That is 2.5. Thank you.

If | understand what is being said around the table

nowis that is not a good idea. That is you do not

want them-- and | think that is the point that Bette

I's making -- although, Bette, | do not want to speak
for you -- that really in 2.5 that should not be a
category which creates soneone as a human parti ci pant

but rather, if | understand the nature of all the
coments being nade, that this should be recogni zed as
a risk which IRBs and ot hers ought to consider and then
del i berat e about and make whatever recommendati ons seem

appropriate to themin the context.

That is how | have understood what has been
said but | just want to make sure that | am not
m sr eadi ng peopl e.

PROFESSOR CAPRON.  But, you know, | agree. 1In
2.5(d) there is a (1) in there that we do not need but
point (d) says it is identifiable data about them or
coll ected or analyzed for purposes related to the

study. There is then a statenent, which is to ne
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totall y opaque, which goes on and says the definition
shoul d not include...information reveal ed about others.

Now does that nean that if the only thing you
got fromnme was informati on about ny relatives, they
woul d all be participants and | would not be because |
had only reveal ed i nformati on about others or because
what | amrevealing is information about others, they
are not participants? | nean, | do not know the
answer to that question in reading that reconmendati on.

M5. KRAMER  And then you can go --

DR SHAPIRO Bette, and then Arturo.

M5. KRAMER  And then you can go back and read
the text where we tal k about others who are identified
and you can tal k about identifiable material and that
Is why what | amsaying is | think we need to be very
unanbi guous about what we are sayi ng because as Ata
points out this is not just genetic research. It
really -- it is reflected across many different kinds
of research

As | thought about it, both before and then
during and then after, another point where we get into
troubl e, of course, is where we have said that all
coded material is identifiable. And that also creates
alot of problens in terns of who then do they -- you

know, do they then have to go back and consent or do
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they have to consent all the people who are going to be
i dentified.

Ironically, sonetinmes they can be asking a
guestion not even having -- or -- and get information
about others. | mean, Marjorie pointed out an
excel l ent exanple to ne where they were doing studies
of -- a study was bei ng done about the age -- the age
at which young wonen first had sexual intercourse and

t hey were asked at what age a wonen was at and she

said, "At the age of 15." "How old are you now?" "I
am 16." "Is that person still a partner?" "Yes, it is
ny father."

Vel |, you know, they did not consent the

father ahead of tine, you know. They certainly now
have i nformation about him

But | was losing ny train of thought. As |
refl ected where the problemwas, it seened to nme that
these were really issues that needed to be dealt with
where these people really needed to be protected by
addressing confidentiality. Confidentiality of the
data and the need for the researchers thenselves to
mai ntain a very high degree of confidentiality as
opposed to dealing wth these other people, the others
about whomthe information is reveal ed as human

subj ects thensel ves.



© 00 N oo g b~ w N P

[EEY
o

11
12
13
14
15
16
17
18
19
20
21
22
23
24

25

39

DR SHAPIRO Ckay. | have quite a few people
who want to speak. First, Arturo, then Bernie, then
Alta.

DR BRITO | had nade a comment in one of the
e-mai | s about the proposed recomendation 2.5 and the
definition and it is interesting how this conversation
has now cone back to one of ny concerns.

So the first question is do we identify
i ndividuals that are providing -- that are giving
information -- let nme see. Wen an indexed
partici pant, when an indexed subject in a research
protocol provides information about individuals other
than hinself or herself, do we consider them
participants also? That is the first question but | do
not think that is the primry question.

The primary question revol ves around two
i ssues. One, confidentiality and, two, which is
rel ated but not necessarily always cones together with
It, is whether or not that participant -- if we call
thema participant -- becones identifiable. And I
think those are the main i ssues and the reference |
made in the JAVA article, for those that are
Interested, | have a copy with ne, | think deals with
this very well. And | think that is where we need to

really focus our attention on and nake -- possibly
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wthin this recommendati on, discuss that or nmake a
separate reconmendation that we feel that these two
I ssues should really be primary focus.

But in terns of trying to get consent forns
from people that are not part of the -- or the index
participants in a research protocol, | think that is a
bit ludicrous in sone ways because | think it would
stop a lot of useful research and a ot of it that
really would not affect people in the negative way.

But | also want to go back to sonmething Alta
said later that one of the things that canme across in
reading this -- sonme of the public comments about the
report is the de-enphasis on things other than a
bi onedi cal nodel and this is where social science
research, anthropol ogi cal research, et cetera, can be
rat her harnful because of stigmatization problens and |
think that is where those -- that type of research
really needs to be enphasized again and this is where
it needs to be, too.

DR SHAPI RO Thank you.

Bernie i s next.

I just want to nmake a conmment because of one
of the things that you have raised, Arturo. And that
Is the issue of whether we have adequately dealt in the

report with issues that surround so-called soci al
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sci ence research as opposed to bi onedi cal research.
And | think while this nmay not affect our
recommendations, | think the text actually does not do
an adequate job of that in ny view And so we wll
have to go back and do sonet hi ng about that.

| amnot sure. | think Bernie, also, nmay have
made that point. | do not renenber any |onger but you
gave ne a |lot of points, but anyway you are next.

DR LO Yes. It seens to ne that this is an
exanpl e where you really have to sort of piece together
several recommendations to put themall in context in
any particular case. And it strikes nme that we should
have a text -- a side bar illustrating nmaybe the case
that Alta raised or sone other social science/genetics
case and say let us illustrate for you how the vari ous
recomendations play out in an interlocking way.

| nean, first we say, no, these are not
subjects in the formal definition but that does not
mean we ignore them W take into account what risks
and benefits mght fall to themand the investigator
and the I RB have to weigh that and make adequate
precauti ons.

W still call it coded but that does not nean
that you have to go out and get consent fromthem

because if you | ook back at where we say we presune
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that you do not need consent for this type of research
provi ded that you protect confidentiality but there is
a particular sort of variant here because of state
reporting |laws about child abuse that is sort of the
exception to the exception.

And so if we play it out, people can then see
how i n an individual case these recomendati ons work
out. In the abstract it is very hard to figure out but
by giving a specific exanple like the ones that Bette
and Alta are raising and illustrating it, | think it
can show people that we do not have to sort of tinker
with the definition. W just have to read each
reconmmendation in the context of the other
reconmendati ons we nake.

DR SHAPIRO Ckay. Alta, then David.

PROFESSOR CHARO  Well, | actually do not
di sagree with nuch of what Bernie said, although at the
very end when he said we do not tinker |I would because
| think there is actually a lot of tinkering needed for
alot of thembut I think it would be very hel pful to
actually not require people to infer froma collection
of recomendati ons what the position is.

And | agree with Bette that we should try and
take this topic on its own, recognize that it is an

energi ng area of concern, and address it very
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specifically even if it means that in sone ways we are
repeating things that are inplicitly inbedded in the
ot her reconmmendati ons.

My suggestion for what we would want to say is
that we recogni ze that research involves in a sense the
seani ess web of know edge but you cannot | earn
sonet hi ng about one person w thout having incidentally
| ear ned sonet hi ng about other people. It may be
probablistic. It may be inperfect. It may be unproven
but you are | earni ng sonet hi ng about other people and
It is a mtter of degree.

Second, that we recogni ze the distinction
bet ween what Arturo is calling the i ndex subject and
what | was calling the subject of interest and all of
t he ot her peopl e about whomthings mght be | earned.
And we di stinguish them because the index subject is
the person in whomwe actually are interested in a
variety of things. Wereas, the other people are of
value only to the extent that the information reflects
on the index subject. Al right.

Third, that -- excuse ne?

M5. KRAMER In genetic research that is not
necessarily true, is it?

PROFESSOR CHARO  Can you speak in the mc

because | cannot even hear you?
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M5. KRAMER No. | say | think in genetic
research that is not necessarily true.

PROFESSOR CHARO Wl I, if the actual interest
Is in every nenber of the famly then every nenber of
the famly is, indeed, a subject of research. | nean,
I think we need to be able to nmake a distinction here
bet ween research in which you are actually studying
five people sinultaneously and research in which you
are studying one person and in the process of studying
that one person incidental information is being
reveal ed about four others.

MR HOLTZVMAN: Bette, the way she phrased it
was exactly right for genetics because if you are ny
I ndex, what nakes the information about your parents'
famly is what nmakes ne interested in you. |If |
actually want to get a sanple and i nformation about
them just like she said, then they are also a subject.

She nailed it.

PROFESSOR CHARO  And this is sonething that
Is actually going to be subtle in sone cases. | think
that it would be inpossible, and that is another part
of our recommendation, | think it would be inpossible
to make this categorical in the sense that we have to
get -- we have to treat all people about whom

incidental information is revealed to subjects or that
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we never have to treat themas subjects. | think
either positionis likely to mss the boat on sone
nunber of protocols.

I think that what we want to say is that when
an |RB is |ooking at a protocol in which part of it
I nvol ves having the index subject reveal information
about other people that the | RB shoul d now be | ooki ng
very closely at (a) whether at any point it has now
been transforned into a protocol in which we are
genui nely studying those third parties;

And (b) if that is not the case, if we are not
genui nely studyi ng them but nonetheless information is
bei ng reveal ed that part of the IRB's job is to work
with the investigator to mnimze any of the
indignities as well as actual risks of real harmthat
m ght be associated with having personal information
reveal ed by the index subject about these third
parties.

And we do eventually throw it back to the IRB
but we throw it back to themw th sone idea of what
they are supposed to be doing and in that sense | think
we clearly state that we do not think the categorical
approach, which is what you fear OHRP is | earning
towards, we do not state that we endorse that but we do

recogni ze that this is a genuinely subtle area where
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occasionally we need to be a little bit nore carefu

t han we have been

DR SHAPIRO Bill?
MR OLDAKER. | aminterested in a robust
systemthat regulates here. | think one of the

problens with it

-- | hear what Bette has pointed out

- is that if those who are being regul ated cannot

determ ne what, i

n fact, is

bei ng regul ated that is

goi ng to cause people to have di srespect for the

system so | would suggest that -- and | understand

what you are sayi

ng, Alta --

can be in defining what is,

| think the cl earer one

in fact, going to be

covered here and pointing out that there always should

be a fear of bureaucratic creep where the regul ated

does not know exactly what

sure how we spel

I s being covered. | am not

t hat out but what | have heard from

Bette was that people were saying, "Well, we did not

know t hat that was covered."”

bi ggest risk here, | think.

And | think that is the

So however we draw it, we draw it in a way

that nakes it as clear as possible that there are

bright lines around it that people will be able to see

what is attenpting to be regulated and can rely on

that. Now | amnot sure exactly how you do that but

ofttinmes we will

wor ry about

it fromthe other side.
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VW want to nake the definition so that it stands by
itself and wll cover al nbost any contingency out there
and | think that is how we have witten it. | do not
know if it can be witten the other way but | amjust
suggesting that is what | amhearing fromBette and
what the fear is.

DR SHAPI RO Davi d?

DR COX: Yes. So, Bill, I think you are
right on target. | wanted to conbi ne what you said
w th what Bernie said because | think nmaybe Bernie's
answer was the solution, a specific exanple. This
specific issue of probands and related individuals is
one of the nobst contentious in genetic research and it
has been going on for 50 years in a whole variety of
different settings.

And it is not accepted internationally at all
interns of what is the best way to do it. Bartha
Knoppers gave a talk a couple of years ago at the
Aneri can Soci ety of Human Genetics about what one's
obligation was if you found out sonmething froma
proband to the rest of the famly.

And Bartha representing a European point of
view had a very different point of view fromthe other
2,000 people sitting in that room and they al nost

booed her off the stage, which was the Anmerican point
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of view Wichis it is only the proband, you have no
real obligation or right to talk to anybody el se unl ess
that proband tells you to do so.

So the genetics community has this very -- in
Anerica at least -- has a very clear view that the
proband is what it is and these other people, you know
-- you know, there is like a magic glass wall that
separates you fromthemand that protects themin a
way.

So how do you deal with that? Well, it is not
surprising to nme that people are going berserk when you
are starting to tal k about, you know, including those
peopl e as part of human subjects. So Bernie's
suggestion, | think, is a really hel pful one and
actually Steve and others have said this, too. Let's
use a specific exanple of how we work through the
regul ati ons and how it applies because to be perfectly
honest a nunber of people would like to use these very
gray areas to say that the whole systemhas no nerit
and it is unusable. So | find these gray areas the
nost useful to |ay out and show -- see how cool the
reds are because even in these gray areas it works.

So, Bill, I think a specific exanple maybe --

PROFESSOR CHARO. But what is -- can | ask

what your position is on whether or not they should, in
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fact, be treated as subjects?

DR COX: Yes. So --

PROFESSOR CAPRON. He takes the Anerican view

(Laughter.)

DR COX: | actually take an Asian view.

(Laughter.)

DR COX: It is whatever -- |ook, the -- it is
the view that | had on the tissue sanples and
everything else. It is the view Steve arti cul at ed,
which is that you have individual s who are human
research -- the view you have, Alta, that you have
i ndividuals that are research subjects but then you
have associ ated data, the people thensel ves are not
research participants but they are in a special class,
that you have to consider themdifferently than the
average nman or wonman on the street, period. They are
not regul ated under these | aws, under these rules, but
that --

PROFESSOR CAPRON.  What do you nean they are
not regul at ed?

PROFESSOR CHARO  They are not covered --

DR COX: They are not covered by these.

PROFESSOR CAPRON.  Their interests are covered
but you do not have to get consent.

DR COX: Indeed. GCkay. Indeed. So | am not
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in favor of changing anything. | amjust in favor of
what Bernie specifically stated. Take the regs and use
this as an exanple and show how they apply to it.

DR SHAPI RO Thank you.

Bette?

M5. KRAMER | |ike those suggestions. It may
call for nore than one exanpl e just because there are
so many different particular areas that are covered and
| would hope that what we would do is we would draw
this bright [ine about whose concerns are dealt with
how. For instance, who is actually the subject that
needs to be consent ed?

And then whose -- what other individual's
concerns need to be dealt wth through issues of
confidentiality and then a particular area where it is
troubl esone is when they are doing research on nental
condi tions because -- so all of those issues. Al of
t hose issues or at |east nost of those issues are
considered to be very stigmatizing so then it becones
all the nore sensitive.

DR SHAPI RO kay. Thank you.

| think | really do sense consensus on this
Issue and it is very helpful, Bette. | amvery
grateful to you for raising this issue. It will, of

course, inpact directly on Recomendation 2.5 and the
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stuff around it. | do not want to redraft that sitting
here today but we may redraft it sonme tine during the
day. So it is very hel pful to have had that discussion
and we will get a chance to cone back to it but I think
we have a general sense of where we are.

I think we all agree that the people, these
so-cal | ed secondary persons, have interests which have
to be taken care of but they are not subjects in the
sense of needing to be consented and so on and are not
human participants in the way we define themhere. So
that has a nunmber of inplications for Recommendati on
2.5 and we will have to cone back to that.

Sticking on the sane issue, | amgoing to turn
to Eric now on the sane issue of -- that surrounds
recommendations -- again | guess it certainly invol ves
2.4. | think ny recollection is that -- 2.5, excuse
me. It is the sane recommendation. The last |ine of
t hat recommendation tal ks about the definition should
not include "deceased individuals" and then it has --
foll owed by two other categories. Nanely enbryos and
fetal tissue there.

Those are obviously very sensitive issues
which we really have not discussed in any detail here
and obviously there are -- | do not have to tell

anybody on this comm ssion those are strong words and
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the question -- but we do have to face and discuss as a
comm ssion how we want to deal with that and what is --
do we want to sort of focus on that, do we want to put
that aside for sonme other tine? W just cannot let it
pass and we certainly cannot leave it stay there as it
I'S.

So | did talk, I guess, by phone or perhaps by
e-mail, | cannot renenber any |onger, with a nunber of
conm ssi oners about that and Eric and | have di scussed
It and cone up with a specific idea about how we m ght
proceed but that is for the comm ssion to decide. W
just want to -- let nme turn to Eric and see what one
possibility is and then we will see if that seens
suitable to other nenbers of the conmm ssion or we want
to go in another way all together.

DR MESLIN. Right. Well, in the sane spirit
of the discussion you have just had, the text in your
book is on page 42.

DR SHAPI RO Wi ch chapter?

DR MESLIN. O Chapter 2 where there is a one
par agr aph statenent that says "For purposes of federal
regul ations protecting research participants..."

Chapter 2, page 42 "...we do not consider enbryos or
fetal tissue to be research participants.” And it goes

on to say that we continue to support previous
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reconmmendations and refers to the stemcell report.

That statenment sort of on reflection may not
have captured what you want to say so there are a
coupl e of ways of proceeding and just to lay out the
ways of proceeding and you can declare these to be --
both of these categories to be research involving human
participants, which is -- would be very nuch at odds
wi th what you have said before.

You coul d be conpletely silent on the topic of
you could indicate that there is -- there are areas of
speci al concern that are so crucial that the comm ssion
need not take a position on whether they are or are not
but that you will not be taking a formal position.

Handing -- we are handing out to you a
par agr aph that we put together just a day or so ago,
aided in sonme ways by sonme e-mail that Alta and Al ex at
| east thought about or hel ped give us sone thoughts
about. W were even going to go so far as to have a
conference call to think about sone of this but
ultimately did not do that.

Wi ch has the follow ng statenent, "The report
and the recommendati ons proposed apply only to research
I nvol ving currently living individuals and, therefore,
NBAC t akes no position on whether enbryos, fetal tissue

or fetuses are research participants subject to the
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regul ati ons governi ng human research. This viewis
consistent with our previous position on the use of
human enbryonic stemcells and enbryonic germcells.
In our view research involving fetuses and enbryos
rai se particularly sensitive issues, applying this
report's recommendations to such research situations
mght yield results that were not contenpl ated or
i ntended by NBAC. W further note that additional
protections against in the DHHS regul ati ons pertaini ng
to..." and then we give the actual title of Subpart B
and then nention that revisions of Subpart B were
I ntended to be published during the previous
adm ni stration but are currently undergoi ng review.
Now that is just a suggestion for how to be
speci fic about what you shoul d say because certainly
from | wll say ny perspective, being silent on this
is not a good strategy and clearly unless you want to
carve out a special exception, which | do not think you
do, your options are limted to sonething like this
appr oach.
DR SHAPIRO Alta, and then Steve.
PROFESSOR CHARO: | think this cones cl ose.
There are things | would want to del ete because | do
not -- | think they kind of raise red flags w thout

adding a lot and in some ways to just very slightly
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change the tone here. And it relates to the way in

whi ch we al so tal k about this in Reconmendation 2.5. |
woul d I'i ke to once again suggest that we not try to
define a human partici pant but instead sinply define
the -- sinply state to whom these regul ati ons apply and
they apply to people who are exposed to mani pul ati ons,
exposed to interactions, who provide data, whatever,
and then we have a very clear statenent that says
cadavers, right. And then di scusses what does or does
not happen w th cadavers.

And then for enbryos and fetuses say these
regul ati ons do not apply to research on enbryos and
fetuses, and in the text, as you said here, deleting
t he thing about NBAC taking no position. If it is not
taking a position, let's not say we are not taking -- |
nean, it is just | think all we need to be saying is
that research involving fetuses and enbryos rai ses
speci al issues that are not adequately handl ed by these
recommendati ons. Therefore, these recs do not apply to
them A different set of rules should apply to them

Sonme of those rules exist, sone of themare in
revision, and we are not tackling the question of what
those rul es should be in the future. It inplicitly
takes no position but by saying we take no position, |

can guarantee you that that is interpreted as taking a
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posi ti on.

The absence of endorsenent of one position or
another in this debate is interpreted as having taken a
posi tion of opposition to those who think that only one
posi tion can be sensible and those people exist on both
sides. So there is absolutely no way to win if you are
going to even nmention the idea that there is an
intrinsic status as a human subject or not on the part
of enmbryos and fetuses. | think the only thing you can
say is these recs do not apply, different rules have to
be devel oped.

So | would delete from"And, therefore, NBAC
takes no position.” Delete it all the way to "1999b:
Then in our view research involving fetuses and enbryos
rai ses particularly..."” | would say special issues
rather than sensitive, and then | eave the rest for the
text. And then 2.5 needs to be redrafted.

PROFESSOR CAPRON: | woul d second that with
removal of all the first person plurals.

DR SHAPI RO  Yes.

PROFESSOR CAPRON. W need not say in our
view It is a statenent.

PROFESSOR CHARO  Yes.

PROFESSOR CAPRON:  Research invol ves speci al

i ssues. Those are dealt with under Subpart B.
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PROFESSOR CHARO.  And then additional instead
of --

PROFESSOR CAPRON: Et cetera.

PROFESSOR CHARO  Yes.

PROFESSOR CAPRON: | mean just sinplification.

| second it and woul d suggest that we table this until
we have sone alternative | anguage in front of us.

DR MESLIN. And no nention to having taken a
posi tion about this issue in stemcell.

PROFESSOR CHARO.  See, | do not think we need
to because this is about a general set of
recomendati ons for human subjects research in the
United States. That report was prem sed on the
existing regulations and it had to be based on --

Wi thin the context of those regs -- what did the

comm ssion -- | exenpt nyself because | was recused --
think could or could not be done, should or shoul d not
be done. This report is different. This is about what
t he new system shoul d | ook |i ke.

All we are saying is this report is about the
general rules of a new systemand it does not apply to
certain special cases and one special case it does not
apply to is enbryos and anot her one is fetuses.

DR SHAPIRO Bill, and then Steve.

MR OLDAKER. Alta, | understood you to say
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t hat cadaver material would not be covered. Cadaver
material would not be covered, right?

PROFESSOR CHARO Wl |, actually we need to
tal k about cadavers. It is alittle --

MR OLDAKER Right.

PROFESSOR CHARO  Yes.

PROFESSOR CAPRON:  That is the previous page.

MR OLDAKER R ght.

DR SHAPI RO Deceased i ndivi dual .

DR MESLIN. That is one page 41.

PROFESSOR CHARO No, | nean we here at the
table. Yes.

MR OLDAKER Intellectually it is difficult
for me to discern the difference betwen cadavers and
fetal material.

PROFESSOR CHARO. Wl I, that is another
probl em here. It keeps tal king about fetal tissue but
It should be tal ki ng about fetuses, right.

MR OLDAKER R ght.

PROFESSOR CHARO: And it is -- so it should be
enbryos or fetuses, not fetal tissue.

PROFESSOR CAPRON: It does say that.

PROFESSOR CHARO It says fetal tissue --

PROFESSOR CAPRON:  Yes, but we cut that

sent ence.
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PROFESSOR CHARO:  (n.

DR SHAPIRO Right.

PROFESSOR CAPRON:  Research --

PROFESSOR CHARO  That was cut out conpletely.
PROFESSOR CAPRON.  -- involving -- add human -

- research invol ving human fetuses and enbryos raise

speci al issues.

shoul d be

PROFESSOR CHARO Right. And in the 2.5 it

enbryos/fetuses, not enbryos/fetal tissue.

But that needs to be redrafted anyway.

i ssue, Bil

DR SHAPIRO kay. W may be back to this

|, because it is inportant.

MR OLDAKER. | was pointing that out.
DR SHAPIRO It is an inportant issue.
St eve?

MR HOLTZMAN: | am 99 percent of the way

there with you, Alta, okay.

separ at es

from corn,

DR SHAPIRO It is the one percent that

all of us.

(Laughter.)

PROFESSOR CAPRON:  Less than that.

MR HOLTZMAN: Less than that.

(Laughter.)

MR HOLTZMAN: And ten percent separates us

isn'"t that right?
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(Laughter.)

MR HOLTZMAN. So | think part -- playing out
your notion, some of the politics and rhetorics, on
page 40 where we are tal king about definition of human
partici pant --

PROFESSOR CHARO Did you say page 407?

MR HOLTZMAN:  Yes. | nean that is a
subheader.

PROFESSCR CHARO  Yes.

MR HOLTZMAN. | think what you are saying is
maybe what we ought to be -- | had a definition for
pur poses of these regs or whatever, just -- or even
avoiding the word "definition.”" | take what you are
saying -- | nmean, it is a definition but you do not
want it to have the sense of we are taking a position
of what is and is not a person. | understand that.

DR SHAPI RO, Correct.

MR HOLTZMAN: Right.

DR SHAPIRO | agree with that.

MR HOLTZMAN. Ckay. And | also think that,
you know, the deceased individuals -- | think we
probably had in mnd information about them nore than
actual work on a cadaver. Maybe we had both in mnd
but it seens to ne that if we sort of break that one

out, and I amnot sure that | would use those speci al
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concerns, | think distinct concerns, right, and that
the sort of preanble to this is that we are dealing
wi th human participants where things |ike inforned
consent, et cetera, are in play.

That is not to say that is now the only set of
concerns we have as human beings in society. There are
ot her concerns around things which are not human
participants in the relevant sense. For exanple, bing,
bi ng, bing, bing, all right, and that that -- now are
we suggesting anything in the way of a framework to
t hi nk about those?

| think we are suggesting not to inpose this
franmework. W are affirmatively suggesting that.

DR SHAPIRO Ata?

PROFESSOR CHARO  The research on cadavers is
a genuinely interesting problemand | renenber an
exchange with Al ex about this a nunber of neetings ago.

It raises the sane set of concerns as the one about
the i ndex subject and the third parties except for one
cruci al procedural detail that affects our discussions
and it is the sane procedural detail that cane up in
the HBM report.

Specifically it is this: Wen you are working
with a proband and incidental information is reveal ed

about third parties you are working with a proband.
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You are, therefore, doing research with a proband and
there is going to be sone IRB review and, therefore,
there is sone nonent at which people notice that you
are getting third party information and can deci de what
to do with it.

In HBM as with research on cadavers, the
I nitial question was whet her or not you were doing
sonet hing that counts as research that has to go
through review at all. |[If the answer is no then there
I's no external body that has a nonent to say to the
I nvesti gator have you thought about the effects on
these third parties, they are not formal subjects but

nonet hel ess you need to be thinking about their needs.

In HBM we got out of that problemby calling
It research and a key part of that was calling coded
material identifiable so that it becane part of the
research endeavor and then we attenpted to clear up the
probl em by having a rapid review of nost to catch only
the ones that needed it.

The question is do we take the sane approach
W th cadavers or not? | ammnot in favor of doing that
wi th cadavers because of the vast anount of material
that throws no information on currently living people

as opposed to the HBM where we were only tal ki ng about
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MR HOLTZMAN.  You just included archaeol ogy
as well when you did that.

PROFESSOR CHARO  That is exactly ny point.
In the Discover nmagazine they had this really cool
t hi ng about an Egyptian numy where it turned out they
found the world's first prosthesis, you know, and I
woul d hate to think that before they could have
actually started working with this mumy they woul d
have to go through an IRB. It seens superfl uous.

But | think that we need to address this and
acknowl edge that there is now going to be a situation
where there has to sinply be a nore generalized call
for all people engaged in research to recogni ze when
their work incidently throws light on third parties
even if their research is not destined for external
revi ew.

PROFESSOR CAPRON:  Actually | think Achtanabin
(phonetic) gave consent to that research and it has
been found --

(Laughter.)

DR SHAPIRO Yes, that is right. He found a
signed form

PROFESSOR CAPRON:  That is right.

(Laughter.)
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DR SHAPIRO | think this discussion on the
question of cadavers, | think, again brings us to the
sanme frontier, so to speak, as our previous discussion
did. That is there -- it is really in a situation
where you want to encourage people to think about these
t hi ngs but you do not want to carry in all the entire
par aphernalia just because -- well, | do not want to
repeat this -- that go automatically to but you do want
to put sone obligations sonewhere for people to think
t hrough and to reach sone kind of sense -- there is a
lot of frontiers |ike that as we go through this and we
cannot expect to elimnate those difficult areas.

MR HOLTZMAN: Harold, you know, as | think
about, Alta, what you were just saying, in the previous
report all we had was the | RB

DR SHAPIRO Right.

MR HOLTZMAN: But if you take this in sum we
are tal king about certification of researchers. Now
granted sone of these researchers would not get
certification, | hear that, but it is a general call to
peopl e who are engaged in research or things that | ook
and snell |ike human subjects research al beit not being
human subj ects research to be cogni zant of this.

PROFESSOR CHARO  You could call for people

who work with cadaver naterial to be certified and it
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nmeans they do not have to go an IRB. | do not know if
you want to do it but you could say it.

PROFESSOR CAPRON:  Renenber one ot her use of
cadavers that has been used, and | think the departnent
has now abandoned this but they may still be doing
that, is the Departnent of Transportation using corpses
In crash studies and that is cadaver nmaterial in the
formof a cadaver

DR SHAPI RO W cannot get around that.

(Laughter.)

PROFESSOR CAPRON:  But it is an exanpl e of
sonet hi ng where they were always very insistent this
was not a human subject and yet | think to the nenbers
of the public and to an IRB you mght say that is true
but there are considerations about the way that is done
and with whose knowl edge and consent it was done that
still need to be taken into account even though it is
not a human subject.

DR SPEERS: And you may recall fromthe
testinony fromthe person from General Mtors who said
t he Departnment of Transportation did not consider
cadavers human subjects but, in fact, they did and
reviewed all research involving cadavers. So we have
exactly that situation.

DR. SHAPI RO Bernie?
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DR LO It strikes ne that this is another
one of those difficult cases in Steve's termthat
really can illustrate how t hese recommendati ons m ght
work out. | nean, | think we should just say up front
there is a tension here between having regul ati ons that
cover everything and maki ng the regul ati ons so conpl ex
that they are unwi el dy and that we recogni ze there are
probl ens here and that nothing is to stop people from
doi ng nore than the bare regul ati ons.

Peopl e can send it to the IRB voluntarily.
Peopl e can have educational prograns even though they
are technically not required. And that good practices
shoul d take into account sort of considerations other
than is it research and do you have to get consent in
terms of protecting sort of decency and interest of
peopl e even if they are not your research subjects.

W probably should allude to Native Anerica
concerns about studying, you know, cadavers and ot her
artifacts as being -- even if you do not identify the
I ndi vidual that may be offensive, | just think we have
to say that these are concerns and that people can take
steps to try and nake sure these are resolved w t hout
unnecessarily having to nake a specific recommendati on
on it.

DR SHAPI RO  Davi d?
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DR COX: Bernie, you just triggered
sonet hi ng, though, in nme, which again conmes to the
poi nt of being really clear what is -- what the
regul ati ons apply to and what they do not. Because one
of the things that is going on nowis that -- | have
seen this happen nunerous tinmes. Even though everyone
acknow edges that a particular case is not covered by
the regs that an institution says, nevertheless, | want
you to put this through the IRB just to be safe. Now
that is crap because what it does it is saying -- so do
It anyway because | am not sure that sonebody is not
going to give us trouble about it so we are going to
put it through the |IRB.

So | think that that is exactly what we want
to not have happen, is nake it really clear what it is
that the regs are applying to but point out that you
can be ethical about having to have the IRB tell you it
I s okay.

DR SHAPI RO Two people want to speak, Bernie
and then Al ex.

DR LO Yes, just to respond to that. |
think it is very useful, David, and | would say let's
be clear that we are not suggesting people do it for
def ensi ve purposes.

DR COX: | ndeed.
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DR LO But to say, |look, you guys in the IRB
have thought a | ot about harns, risks, mnimzing
harnms, help us think this through not because we are
afraid that we need sone cover but that we just want to
make sure that we have done a good | ob.

DR COX: And | amhappy wth that but to al so
gi ve anot her option, which is you can sort of sit in
the shower and talk with your other colleagues to
figure this out and it does not have to be the IRB' s
bl essi ng.

DR LO And there can be professional
gui del i nes, all Kkinds of things.

DR SHAPIRO Al ex?

PROFESSOR CAPRON: Wl |, David, | think there
I's a devel oping tension here around what we are up to
because in the end we still buy in to the
institutionally disbursed basis of research oversight
and we say we are not here as regulators, we are not
here drafting the rules. W may give illustrations and
| fully agree that we can say to people there are a | ot
of ways that you can vet sonething ethically wthout
going to the IRB.

But if an institution in this disbursed system
says we believe that out of perhaps an excess of

caution, not regulatory fear but an excess of caution,



11
12
13
14
15
16
17
18
19
20
21
22
23
24

25

69

we think a nore formal process of having this vetted is
desirable. | take it that we should say nothing
against that. | nean, the whole idea that it is --
you have an internal issue at Stanford if the higher
ups are telling you take this to the IRB and you say,
"The rules do not say it has to be," and they say,
"Take it through the IRB." And you nmay feel that is
unwi se but that is Stanford's mstake. It is not
OHRP's mistake and it is not our mstake from your
point of viewit seens to ne.

| just want to be clear that we cannot have a
report which we were aimng towards a few m nutes ago
of saying we are giving the principles, we are | ooking
at the goals, this is a nore ethical systemif people
can get there, one which is to give the public nore
assurance, and that part of that is that | RBs and
institutions are going to have to use their judgnment to
apply this. We cannot say that and then say it woul d
be wong for an institution.

DR COX: Not wong, Alex. Just give them
anot her option because | can assure you if these
Institutions realize that there was a viable option
ot her than covering thensel ves by going through the
| RB, they woul d not have you go through the |IRB.

Now | think in many cases --
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PROFESSOR CAPRON: But it is not -- | nean, it
I's an option that exists every norning when you wake
up, which is that you can talk to other people about
your work and say, "I amtroubled about this. Aml
doing a good thing or not?" You do not -- it is no
nore or |ess an option whether or not our report
exi sts.

DR COX: What is happening in ny view, the
fundanental reason why the systemis broken is because
peopl e abrogate any personal responsibility of figuring
out what the rules are so what happens i s everything
gets reviewed so you do not have to think about it.

And | amnot saying that if people say this is one case
that we want to be nore careful about and so we are
going to reviewit, | amhappy with that. That is not
what is in the aggregate going on.

What is going on are people not thinking about
it at all and so --

DR SHAPIRO | think the -- you are both
right. That is we do want to encourage people at all
level s to think about it. That is what is behind the
education issue. That is what is behind certification
and accreditation that we wll get to discuss but |
think Alex is also right that we should not be in a

position of telling institutions --
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DR COX: Not to do sonething.

DR SHAPIRO -- not to do sonething which
they believe to be in their best interest for whatever
set of reasons.

DR COX: Right.

DR SHAPI RO. There may be | egal reasons which
we are not even thinking about --

DR COX: | agree.

DR SHAPIRO -- which mght be driving them
in that direction. And so that is part of
decentralization, you just have to buy intoit. [If you
buy one part, you get the other part. And so -- an
that is a tension which often gets projected on to the
rul es and regul ati ons which really should be projected
on to the institution's own sense of what it needs to
do and the burden is carried by this instead of where
it really belongs, nanely in the general counsel's
of fice or sonmewhere el se.

PROFESSOR CAPRON:. O the president's office.

DR SHAPI RO The president's office even.
Nobody thinks the president is responsible for
anyt hi ng.

(Laughter.)

DR SHAPIRO  Steve? | amsorry.

MR HOLTZMAN:. This is a totally different
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subject. Just pragmatically, effectively what we are
doing is an issues identification Iist today and
t al ki ng about --

DR, SHAPIRO Right.

MR HOLTZMAN. -- aside fromthe first issue
we tal ked about, about a new report.

DR SHAPI RO Yes.

MR HOLTZMAN: It would be very hel pful, |
think, at least for ne, is as newtext is generated in
the next version that we actually say here was issue
one, all right, this is where it is specifically
addressed in the text in terns of deletions and
additions so that one is not confronted with having to
go back and read the whole thing to find them

DR. SHAPIRO  You are not the only one for
whom t hi s woul d be hel pful.

(Laughter.)

DR SHAPIRO There is at |least two of us and
maybe nore.

Ckay. | think that is very helpful. Let ne
rai se one nore issue and then -- which does deal wth
sone of the recommendations here and we will conme back
toit in a nore detailed way when we go through those.

And that is -- well, it is in sone sense the nost

general issue that -- one of the nore general issues



© 00 N oo g b~ w N P

[EEY
o

11
12
13
14
15
16
17
18
19
20
21
22
23
24

25

73

that Bernie raised in his e-mail. Nanely are we
generating nore regul ation, nore bureaucracy to put it
in a pejorative formthan is worth it or w thout any
getting additional protections. | think | am
exaggerating what you said, Bernie, but you raised that
I ssue a nunber of tines.

And | amparticularly -- of course, we ought
to be sensitive to it. Bernie nakes a nunber of very
hel pful recomendati ons about where in the text we
could indicate that -- however people nmay eval uate our
recomendati ons, our intentions were of a certain kind,
and those are very hel pful and obviously we wll
i ncorporate theminto that.

But | wanted to ask a question about the
establ i shnment of NOHRO. Ckay. The National whatever -
- | can never renenber what all those initials stand
for, the National Ofice of Human Research Oversi ght,
NCHRO.

Let ne just tell you how | think about it.
One of the -- in relationship to that issue. That is
are we just establishing another m ni-bureaucracy which
will pursue its own interests rather than the interests
that we are concerned about, mainly helping us all do
better in the area of human subject protections. And

that can certainly happen. Any tinme you establish an
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institution it may lose its way and so there is
obviously a potential danger that even if it were acted
on positively that it would not function in the way

t hat we had hoped. And obvi ously we have to
recogni ze that and that is just a matter of specul ation
as to whether it would or would not work that way.

But | wanted to share with you at |east what
had been on ny mnd as | have heard this discussion of
NCHRO and see if anybody el se either has this same idea
inmnd or it is way out in left field or what. [If |
had to answer the question on day one when this gets
est abli shed and we now have a new system if it should
be established as we indicate here, would things be
easier and better? | would say no. On day one things
woul d not be easier and better. Quite aside fromthe
transitions there is a lot of learning to go on and so
on.

And so ny support for it had been based on the
fact that -- of a dynamc that woul d get established
over tinme, that as it devel oped ideas and as it
devel oped gui dance, and as it gave -- it sort of give
greater and greater power to local |IRBs over tine, as
I ssues were understood and so on, that, in fact, it is
that dynam c that creates the better system at |east a

chance to create a better systemover tine as opposed
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to what woul d happen on day one.

And so as | |ook through the material we had
on that in light of the coments that were nmade in
those regards, it seens to ne that if that is a viable
way to think about it, that is really not tal ked about
virtually -- it is talked about but not in a way that
really comes across. | nean, | think you can find all
this in the report but again |I cone back to on day one
is it going to be better.

No, it will not be better on day one. It wll
be worse on day one but, hopefully, that would be a
short transition period.

But is that kind of thinking consistent with
what you all have in mnd or is it just ny thoughts?
Bill and Al ex?

MR OLDAKER: That kind of thinking is
basically where | was. | think right now the systemis
very confusing. People have a hard tinme figuring out
where they are covered, what is covered, and | think
that by making it sinpler instead of having a nunber of
di fferent agenci es speaking, having only one voice, |
think is one of the inportant things here.

So | would say that, you know, | ook, there are
al ways going to be people that criticize anything that

is done that dramatically changes fromthe past. |
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nmean, that -- in anything | have ever been involved in,
any time you change sonething there are a nunber of
critics who just do not want the change to occur for
any nunber of reasons.

But | think that -- | disagree with you a
little bit on this, Harold, that | think that by
placing the responsibility at one point and giving
certain individuals responsibility for it, it is better
of f on day one because at |east you know as the person
who has an interest in it where the point is that you
have to go to nake the determ nation and,
theoretically, you can get an answer.

So | think that | would argue that that woul d
make it better on day one. | realize there would be a
nunber of things to work out but -- so, you know, |
look at it alittle differently but, yes, there is

al ways going to be sonme confusion when those things

happen.
DR SHAPIRO | take the point. | have a
nunber of people who want to -- Bernie, A ex and Steve.
Ber ni e?
DR LO | thought Al ex was next.

PROFESSOR CAPRON:  That is okay.
DR SHAPIRO | do not always get the order

exactly right.



© 00 N oo g b~ w N P

[EEY
o

11
12
13
14
15
16
17
18
19
20
21
22
23
24

25

77

(Laughter.)

DR LG | think that is helpful, Harold, and
| would go back to the discussion we started wi th about
trying to make a distinction between the problens and
goals we aspire to and the sort of procedures
I nstitutions were suggesting to achi eve those goals and
resol ve those problens. | think if we can state that
we think there should be sinplicity, consistency from
one agency to agency, accountability in Bill's terns,
that is fine.

| think people can agree with that and still
have very grave di sagreenents over a centralized
agency. M daughter is learning howto read and wite
and she sonehow has thought that the neatest thing in
the world is to be able to spell out a sentence that
says, "I'mallergic to broccoli and vegetables."

There are people now who are allergic to
bureaucracy. Wthout even thinking about what is the
bureaucracy for, is it needed, what are its benefits
and risks, they say, "Big governnment, sounds terrible,
| amagainst it. The people who thought it up are
| unatics."

So | think given that concern or that position
| would want to be very careful that our perspectives

on what the problens are and what the goals you should
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aspire to do not get rejected out of hand just because
peopl e heard a few key words and then throw out
everything worth saying. You know, | think you could
make the ot her argunent that OHRP has denonstrated sone
of the problens with the bureaucracy.

| mean, the way they handl ed the requirenent
for education of researchers, many people in
uni versities think was a fiasco. You scared everybody
trying to get thenselves certified by October 1. It
turns out, you know, they did not really nmean everybody
but they did not think it through.

Bette's exanple is anot her exanple of people
sayi ng, "You know, what are these guys doing? They all
of a sudden now have power, control. They are under
staffed and they do not understand the issues. They
are not listening to us and just saying this is the way
we are going to do it."

Anot her approach is to say let's try things
out, NBAC has highlighted sone issues, consensus w ||
start to energe, and once standards, guidelines,
agreenent energes, then it is a lot easier to sort of
buil d a bureaucracy because we have agreenent on the
standards. Sone of the public coments, | think, very
-- were very concerned about setting up a bureaucracy

in the absence of agreenent on the standards so at
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least it is a viable position to say you nmay get that
office eventually but let's wait until there is a
little nore agreenent as to howto do it, how not to do
it, rather than to sort of give thema |ot of scope for
doi ng what may be good but what very well nay be bad as
wel | .

So | just have been concerned about our
setting off red flags and then people stopping to
listen to what we have to say.

DR SHAPI RO Al ex?

PROFESSOR CAPRON.  As a general prefatory
comment | am concerned in our |ooking at our report and
the cooments we get on it to realize that the voices we
are going to hear the nost loudly fromare people wth
a vested interest in the way the system| ooks now and
t hose who have particular conplaints with CHRP or OPRR
in the past.

And | think our obligations to the public
i nclude a | ot of people | ooking -- being concerned
about a | ot of people who are not well organi zed and
they are particularly people who woul d be exenplified
by sone of the people who have been hurt by research in
t he past.

If we want to respond to that | agree with

Bernie's thrust that what we said at the begi nning of
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t he norni ng means that what we want to say i s what
obj ectives the system should serve and in addition to
the adjectives that he applied, | think clarity and
sonme form of responsiveness or flexibility is
desirable. | happen to believe, Harold, that the
system we have now grew out of what was basically an
extension of the contract office, the research grants
office at NNH and that is why we had the assurance
system and everything el se about it.

W are already saying vis-a-vis that that an
accredi tation nodel nmakes nore sense than the assurance
because the assurance is kind of negotiated at one

poi nt and then you do not really know what is going on.

But also at the national |evel we were
concerned both about the |ack of true authority in
OPRR, these are government-w de things, and its undue
connect edness to that research grant process in the
sense of being attached to people who wanted to have
research done as opposed to saying, well, there are
other interests here that have to be protected.

And it seens to ne that one can well argue
that fromthe viewpoint both of the public and of
researchers that an office which is clearly authorized

to respond as things develop, and it does not take ten
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years to get a change in the Conmon Rul e because it is
this ridicul ous process in which nobody really has the
authority to push forward and it sort of depends upon
getting the right nonent where you have the assi stant
secretaries of 20 departnments and agencies ready to get
their bosses to sign on to sonething.

It is a systemwhich | would agree with Bill
fromday one should be better. | nean despite the
transition. But | also agree with Bernie, we do not
have to say the office has to look just like this or it
has to be called the National Ofice of Human Research
Oversi ght, whatever.

It does have to have certain -- it does have
to serve certain goals and | think those are goals
whi ch even a person who has sone allergy to governnent
bureaucracy woul d realize are goals that they woul d
endorse and are | ess bureaucratic and | ess cunbersone
and nore responsive and nore accountabl e than the
present system

DR SHAPI RO  Steve?

MR HOLTZMAN: |If one lays out this with
things that you wish to acconplish with any system of
regul ation and then say who is going to do it and what
I's going to be best acconplished fromcentral versus

| ocal, you really only have a bureaucracy if you wl|l
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i f you have got duplication after there is agreenment on
what needs to be acconpli shed.

So as | amsitting and listening to this, all
of the reasons for centralization that we go into,
t hi nk, push for a central office but I find nyself as I
amthinking fromny side, which is | ess about OHRP but
nore about FDA, are we clear if we had the central
of fice tonorrow about what is FDA' s responsibility
versus what is this new office's responsibility.

So here is the tick list of everything that
needs to be acconplished. D d we end up with any

duplication? For ne, the sponsor, is it clear to ne

who | have to deal with? And that is kind of a
litnus test | would subject it to about whether it is a
problemor not on day one. GCkay. And | had not really

t hought that through sufficiently because | have been
trying to be inhabiting nore the NIH side of the house
inlistening to it.

So for those of you who are much nore
sophi sticated about that, could you go through that
test on this stuff? Is it really clear? | mean, the
certification and all that? That is clear. That all
goes to IRBs, right, but what about the other things?

PROFESSOR CAPRON:  Accreditations.

MR HOLTZMAN.  What ?
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PROFESSOR CAPRON:  Accreditations you nean?

MR HOLTZMAN: Yes, accreditation,
certification. Wat is the continuing role?

PROFESSOR CAPRON: FDA and NI H have al ready
indicated, | think, that they are going to coordi nate
on that.

MR HOLTZMAN. Yes. | amjust saying take our
systemthat we are recommending. 1Is it clear what are
the roles and responsibilities of the -- of an CHRP
that continues to exist, an FDA that continues to exi st
relative to the roles and responsibilities of NOHRO

DR SHAPIRO  Marjorie?

DR SPEERS. Could | give just a quick answer?

I will give you just a quick answer of how I think
that would work and to think of it in terns of -- if
you think in terns of the FDA regul ati ons, FDA has
specific regul ations that deal w th drugs and
bi ol ogi cal products and nedi cal devices. And then they
have a separate set of regulations that deal with | RBs
and human subj ects protection

MR HOLTZMAN.  Ri ght.

DR SPEERS. So a sinple answer, a way to
think about it, as | would see it, would be that FDA
continues to regulate the products, the drugs and the

medi cal devi ces.
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MR HOLTZMAN: Focuses on safety and efficacy
and not on the human subjects protection.

DR SPEERS:. Exactly. The human subjects.

MR HOLTZMAN: Now were you saying the sane
t hi ng about OHRP?

DR SPEERS: No. W are not exactly.

MR, HOLTZMAN.  No.

DR SPEERS. Right. Because the roles are
different.

MR HOLTZMAN: Right. So what is the
continued -- in that nodel you said there is a distinct
set of responsibilities for which the FDA shoul d

continue to function and all that human subjects stuff
NOHRO has got it. Al right. Wat is OHRP doing since
It ain't got the efficacy --

PROFESSOR CAPRON: It is inplenenting within
t he departnent.

MR HOLTZMAN. \What does it nean to inplenent
wi thin the departnent?

PROFESSOR CAPRON. Wl |, at the very |east the
researchers within the departnment have to have
under standi ng of and inplenent correctly. They are
going to have I RBs throughout their systemthat are in-
house I RBs, the sane way VA will. | nean, all these --

MR HOLTZMAN: So intranural research.
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DR SPEERS:. That would be one. | think that
woul d be one piece of it but each of those federal
agenci es has a huge extranural program and so again
what those departnents need to deal with is the
oversight systemas it relates to managi ng the
expendi ture of those funds, which they do now t hrough
their grant managenent progranms or their contract
progr ans.

I nmean, that is the biggest role that | see
the federal agencies would have on the extranural side,
which is equivalent in a sense -- it is equivalent to

the way NNH or CDC woul d interface with OHRP now. They

will still have to continue to do that.
PROFESSOR CHARO | am confused now by t hat
answer so | can ask a followup to Steve's? W are

advocating for decentralized authority as it currently
exists at the level of |ocal bodies and the
I nvestigators and the bodies are all accredited and
educated up the wazoo. Everybody is doing their job.
DR SHAPIRO That is a good phrase to use.
(Laughter.)
PROFESSOR CAPRON: | wi sh you woul d not get
techni cal on us.
(Laughter.)
DR COX: That is when you know you have done
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DR SHAPIRO That is right.

PROFESSOR CHARO As part of the process of
managi ng their grants and their contracts, the grants
and contracts office always audit for conpliance wth
any condition upon the grant. So whether it is that
you actually filed, you know, your report on tine or it
Is that you actually got the local IRB sign off that
you said you would get, that is just part of the
routine audit process to nmake sure that all of the
usual rul es have been foll owed.

So what is the extranmural role again of OHRP
and all these other equivalent offices in the
respective departnents and agenci es?

MR HOLTZMAN: G ven that you have given to
NOHRO review, audit, et cetera, et cetera, of those --

PROFESSOR CHARO Wl |, you have given to
NCHRO gui dance, education, facilitation --

PROFESSOR CAPRON. And naki ng of the -- and
promul gati on of the --

PROFESSOR CHARO  And promul gati on of new regs
so what exactly are these internal offices supposed to
be doi ng?

MR HOLTZMAN.  Who has enforcenent for

exanpl e?
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DR SPEERS. | think what we have done is we
have said that NOHRO woul d be able to del egate and
shoul d del egate responsibilities, sone of the
responsibilities to the federal agencies. So NOHRO
devel ops the regul ations, puts forward regul ati ons, and
then the various departnents have to carry out those
regul ations and for their extranural prograns because
extramural prograns do vary across the federal
agencies, they have to then interpret and inpl enment
those regul ations as they would apply to their
extranural program

PROFESSOR CAPRON:.  So if | amNHand | give a
grant, | can look to NOHRO to say grantee, here are the
regul ati ons, NOHRO has said this institution has an
accredited IRB, and all the certification of its
I nvestigators and so forth is in order. Nowthis
particul ar investigator | have given the noney to does
not get consent from people. He forges forns.

That is now ny agency's own inplenentation of
our grant and if we are going to investigate that, we
have got a report from sonebody at the school that
these forns are being forged, and we go in and | ook at
that, we pull the grant and we discipline that person.

That is not NOHRO, right? |Is that what you are

sayi ng?
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DR SPEERS: Yes. | nean, what we said with
respect to enforcenent was that NOHRO woul d becone
I nvol ved with serious violations or repeated of fenders
but that the agencies could deal with -- would be the
front line or the first line to deal with issues of
nonconpl i ance.

PROFESSOR CHARO | amsorry. But | could
have exactly the sane protocol having to do with survey
research, both qualitative and quantitative, on
personal behavi ors associated with health pronotion and
degradation, right. You could do it. You know, you
are |l ooking at people with regard to their -- let's use
t he addi cti on nodel again |ike snoking and so you coul d
have exactly the sanme protocol where your grant cones
fromNCl because it is a cancer-related thing or you
are getting it fromNAD-- you are getting -- which
agency does the addiction research, N Al D?

DR, SPEERS: N DA?

PROFESSOR CHARO NI DA, sorry. It is N DA
So you coul d be getting the noney from NI DA. You coul d
be getting the noney from NSF perhaps. Wat | had
assuned was one of our goals was that it does not
matter where you got the noney. How you do it, what is
acceptable, what is not acceptable will not change

based on here you got the noney. And that when you are
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an investigator putting together the protocol and you
are a review board | ooking at the work and signing of f
on it that you do not have to pay attention to the nane
of the sponsor, the rules are not changi ng on you.

WIl we be acconplishing that with what you
are outlining?

DR COX: But, Alta, interestingly, this is
exactly the issue of your individual institutions or
your individual sponsors may for their own purposes,
you know, have you do certain things in a framewrk --

PROFESSOR CAPRON:  Yes, at the institutiona
| evel . Yes, and that -- we cannot do anythi ng about
t hat .

DR COX: And, also, at the granting |evel
agency, too. So that does not nean that the rul es have
changed. It is how people are applying those rules.

PROFESSOR CHARO No, see, that is exactly
what | amworried about. | do not want them applying
themdifferently. | do not want to have to -- if | am
sitting on a board where ny goal is to help
i nvestigators figure out what is acceptable and what is
unacceptable, | do not want to have start becom ng an
expert in the internal politics of N DA versus NSF.

PROFESSOR CAPRON: That was the whol e reason

for the Commbn Rul e because when the President's
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Conmi ssion | ooked at this it was worse than what Alta
descri bed. The underlying regulations differed so if
you were submtting to each of those three agencies,
what you had to say in your grant application could
di ffer because they had snmall and insignificant but
neverthel ess RSAL differences you had to take into
account. And the idea of the Cormon Rule was there
woul d only be one rule.

PROFESSOR CHARO. | under st and.

PROFESSOR CAPRON:  And what you are saying is
doesn't that -- shouldn't that be an actual application

rather than just on the regulatory --

PROFESSOR CHARO If the interpretations are
going to vary dramatically enough that | have still got
to worry about this then | do not think we have

acconpl i shed the central purpose here, which is to
facilitate research while maintaining an ethica
grounding for it. Instead what we have done is we have

created obstacles to research w thout necessarily

I ncreasing the degree to which humans are actually
pr ot ect ed.
DR SPEERS. Let ne give a --
DR SHAPIRO Marjorie and then Trish?
DR SPEERS. Let ne give a --
DR SHAPI RO And nobody interrupt.
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DR SPEERS. Ckay. Let ne just give an
exanpl e because | amtal ki ng about sonething that is
very nut and bolt froma federal agency perspective.
The -- for exanple, one of the requirenents m ght be
for extramural research, which it is now, which is no
research funding may be spent until the IRB has
approved the project and all the other necessary
protections are in place. kay.

Now i f your funding nmechanismis a grant that
-- an ROl grant then you proceed in one way. You being
the investigator or the institution and the federal
agency. You proceed in one particular way and you are
all famliar, I amassunmng, wth the NIH nodel of the
peer review process and having everything in up front
bef ore the research begins.

But let's say that instead of a grant what is
given is a cooperative agreenent and that the first
phase of that cooperative agreenent is going to be one
year of planning. So the first year of funding is one
year of planning. And then the research is going to

begin in the second year. The second year of funding.

So the sane rule applies, the general rule of
no research dollars nmay be spent until everything is in

pl ace, but the critical difference for those in the
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field is when do you get IRB approval. Do you do it in
the grant node of have it up front or do you get it in

t he second year when you know what you are going to do?

And that -- that is a very nut and bolt
exanpl e but that is the kind of issue that is very
bot her sone and burdensone in the system now because
that kind of flexibility does not exist. | nean, |
woul d agree with you that the ethical principles should
be common across all the agencies and shoul d be
foll owed consistently but there are these kinds of
| ssues, very practical issues that | think has to vary
in order to make the system work because the agencies
conduct their business differently.

DR DUVAS: It seens to ne that if the
principles, the rules, the regul ati ons were general
enough it would allow for that and | think one of the
things that has been of concern is that we do not nake
them so specific that they are -- that flexibility is
not there.

See, | see this over arching structure as -- |
see the various agencies as working in a subsidiary
relationship to this over arching structure. They have
the responsibility to conformw th the general

principles and rul es but they should have sone
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flexibility to adapt themto their particul ar prograns
and | think the statenment of the regul ati ons shoul d be
such -- and many of themare -- so that it does |eave

t hat openness for people to adapt to their prograns

wi t hout violating the basic principle.

DR SHAPIRO | probably should not be
speaking on this because I do not understand all the
details of who orders who to do what in the various
federal agencies but | think we are up against -- there
isalimt to how far we can go insisting on
commonal ity because of just the way the --

PROFESSOR BACKLAR: That is right.

DR SHAPIRO -- both the politics and the
adm ni stration of the federal governnent are organized,
and these conpartnental lines reporting to different
congressional conmttees and so on, does | eave a degree
of flexibility in departnments which they are free to
I npose if they wish to. So | think we -- there are
sone limts on any recommendati on we or anyone el se can
make that would really force everyone to do exactly the
sanme thing in |ike circunstances.

And what we have to hope for here, it seens to
me, is that NOHRO or whoever else it is |lays down
principles which they would all find acceptable but its

i npl enrentations may, in fact, be sonmewhat different and
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may not elimnate all the frustrations you tal ked
about. | think it is -- you know, | do not know how we
can get to that, frankly.

And the big issue about regardl ess of funding
that we are dealing with here, of course, is an
addi tional one to the one that you recommend, that is
whet her privately funded research ought to cone in
here. That is the big change we are nmaking there if
anyt hi ng shoul d happen here.

The other is a significant ongoing problem and
| agree with you but | think thereis alimt to how
far, if | understand the way the governnent works, that
we can elimnate this.

Now t hi s pl anni ng exanpl e which | had thought
about, the one that Marjorie just tal ked about, you
know, could be handled in various ways. That is in the
pl anni ng phase you do not -- you are not involved in
t he human subjects research yet. And so there is no
reason to get an IRB review and there is no reason why
the -- in ny view why the federal governnent should
hol d up funding for the planning research pending | RB
revi ew because it is not yet human subjects or human
partici pants, whatever word we are going to use here.

But, ook, let's -- we have covered quite a

few i ssues here.
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PROFESSOR CAPRON:  Trish?

DR SHAPIRO. Trish, yes, you are the one that
has been wai ti ng.

PROFESSOR BACKLAR:  No, it is all right.

DR SHAPI RO W have exhausted you by our
| npertinence. Thank you.

| think it is a good tinme for a break. Let's
reassenble at 11: 00 o' cl ock.

(Wher eupon, at 10:43 a.m, a break was taken.)

DR SHAPIRO W have two inportant itens on
our schedule here. One is |unch.

PROFESSOR CAPRON.  There is public conment.

DR SHAPIRO And one is public coments.
Public comrents is scheduled for 1:30, which neans in -
- wth -- just out of respect for those who m ght want
to give us public comments, | really want us all to be
back here at 1:30 and lunch -- Eric will make sone
announcenents. There are sone places within a bl ock or
two where we can choose to have lunch and I wll ask
Eric to make that announcenent just before |unch but
that neans we will adjourn pronptly at 12:00 so that we
al I ow enough tinme and all of us can be back here at
1: 30.

Vell, | thought that we would now proceed nore

specifically with the report itself that is in front of
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us.
Excuse nme, Trish.
PROFESSOR BACKLAR | did not want you to
forget ne.
DR SHAPIRO | will not forget you. |Is there
an issue you would like to raise? A specific issue?
PROFESSOR BACKLAR:  Yes.
DR SHAPIRO Right, | did not know whet her
you still wanted to speak at all but, fine, we wll
turn -- our first order of business wll be to turn to
Trish and see what issue is on her mnd that she woul d

li ke to share with us.

PROFESSOR BACKLAR: It is not a new -- can you
hear nme? | cannot tell if this is on.

DR SHAPIRO If you talk closer. | think you
need to speak --

PROFESSOR BACKLAR:  Yes, you can hear ne?

PROFESSOR CAPRON:  Right .

PROFESSOR BACKLAR: (kay. | just wanted to --
It is not a new issue.

DR SHAPIRO That is all right.

PROFESSOR BACKLAR: But | realize as | hear
the -- part of the discussion that was going on that we
were forgetting sonething that Bernie said that |

t hought was very inportant and that the
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reconmendati ons, that by doing our little preanble or
vision, we are going to set forth the goals, and that
will enable us in the main report not to make this nore
suggestions of how people do this, and not get quite so
bogged down in all of the details of how it should be
done. That is all.

DR SHAPIRO WwWll, fine. W are going to go
t hrough the report now.

PROFESSCR BACKLAR:  Thank you.

DR SHAPI RO. Chapter by chapter. Hopefully,
keeping our -- well, when we get to the actual
recomendations that are in these chapters there may be
very specific ideas. For exanple, Alta nentioned
bef ore sonmething with respect to 2.5 and ot her issues
may come up.

So as we go through these chapters | am goi ng
to turn alnost inmediately to Chapter 1 and ask for any
observations people have. It really would be hel pful
I f as you think about the observations you m ght have
that you distingui sh between those that | m ght cal
i ssues of tone and characteristics which you would |ike
us to address, which we certainly can address but we
ought not to address those in detail here. W cannot
do that kind of witing here but those observations may

be extrenely inportant and so | certainly want to keep
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track of them So as we wite this we can address
t hose.

And then there are specific issues, the nature
of the recommendation is right or wong or what you
said here is right or wong, | want an answer to that.

And so as you nake your comments if you could identify
what it is that you are interested al ong those kinds of
characteristics, it would hel p us know whet her we can
j ust accept the observation and agree that it shall be
reflected as best we can in the next draft of the
report or whether it really is a specific issue which
you think we really have to focus onin a quite
different way. That woul d be hel pful

And while there are many, many ways to go
t hrough this docunment -- indeed, we discussed a nunber
of matters that are only focused on Chapter 2 or
essentially focused on Chapter 2 this norning already,
we could begin with Chapter 2 but just in terns of
trying to get sone things going and doing it
systematically, | amgoing to ask for any observations
peopl e m ght have on Chapter 1, which of course is a
ki nd of background chapter and then go to Chapter 2.

If there are purely editorial suggestions,
that is the sentence structure really nmakes nore sense

this way than that way, those are extrenely inportant
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because -- but those, | think, we can give directly to
Marjorie and have themincorporated in. So any
observations you have in that regard that you either
are willing to share with Marjorie by e-mail or just
hand i n your corrected pages, pages you think ought to
be corrected, we can handl e those things in that way.
That has been very effective in the past and
comm ssi oners have been extrenely hel pful in that
regard.

So let's go ahead with the three-quarters of
an hour that we have left and at |east begin by

focusing on Chapter 1 and let nme just ask which
comm ssi oners have sone observations they would like to
make about this chapter.

Alta?

DI SCUSSI ON OF DRAFT REPORT: CHAPTER 1

PROFESSOR CHARO Wth regard to the degree of
enphasi s on soci al science research and humanities
research, page 36, and there is one other quick conment
alittle bit earlier on, are the places where you find
it mentioned. | would actually |like to suggest that we
pull out wwth a heading so it is identifiable, easily
found, sonething that says, you know, special concerns
and what ever about social science, humanities research,

and clearly says there has been a problem Research
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regs were designed with a bionmedi cal nodel.

The nodel does not al ways apply very
confortably and social scientists and humanities people
are increasingly doing research that raises privacy
concerns that actually have real risks. They should be
handl ed but that we al so acknow edge that as a cl ass
this research tends to raise these problens |ess
frequently and with a | ower degree of severity and that
a systemneeds to be devel oped that incorporates this
research and at the sane tine, as we did wth HBM
clears out nmuch of this research rather rapidly for --
in order to not create sone kind of obstacle. And to
make it possible for people in those fields to find

t hensel ves reflected vividly and easily.

DR SHAPIRO Thank you. | think that is very
hel pful. | have also witten -- not done that but I
have witten sone text which actually -- | hope will go

on pages one or two, which just does not deal as

effectively as you said but sort of reflects it early

on. | amnot going to bother repeating that right now.
It really dealt nore with humanities and the soci al

sciences. But that is just by way of snal

I ntroduction but | think doing sonmething later on in

the chapter as you suggest could be very useful and I

appreci ate that comment.
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Q her conments, questions? Al ex?

PROFESSOR CAPRON: Wl |, sone of what concerns
nme alittle bit about the chapter will probably be
dealt with when we do the new version but it seened to
me that it got down a little bit too nmuch into disputes
and disconforts between I RBs and OHRP/ OPRR.  For
exanpl e, the discussion of the annoyance peopl e feel
that the guidance that OHRP gives focuses too nuch on
the regul atory issues and not enough on the principles,
| see that as -- in a certain way in contention with
our own desire to have peopl e have cl ear gui dance.

| nean, it would be fine to say just as we now
see the need for our report to have the vision, the
principle basis, this is the approach that will work
it would be fine to say OHRP could do nore of that and
t he educational interactions should enphasize that
nor e.

But, frankly, talking to sone | RB people, they
are happy to have soneone give theman illustration of
a problemthat they need to avoid so that they do not
have a conpliance probl em and not having a quorum or
havi ng a process in which basically one person on the
commttee reviews sonething, gives the view, everybody
el se on the conmttee has not really attended to it at

all, and you end up not with a conmttee process but
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with a whole series of individual reviewers as it were
sitting around the table, each with their one protocol,
and sayi ng that does not achieve what it is supposed to
achi eve.

| do not think we should beat up on CHRP for
that. | nean, | think it is helpful. It just should
not be the only thing they do. So naybe it is a matter
of saying nore what we would |ike to see rather than
critiquing sonme particular docunent that they
di stri bute about common probl ens and findi ngs or
whatever it is called.

| nmean, | think we are getting down into kind
of an internecine battle at a very picayune | evel when
we get to that and | do not even fully agree that they
ought to be beaten up for it but in any case it is
better to say what would work better.

DR SHAPI RO Thank you. That was hel pful. A
nunber of comm ssioners have made the comment that we
are insufficiently appreciative of the many positive
t hi ngs OHRP does and there is no reason -- it was not
our intention, | think, in witing the report that we
wanted to sort of focus on themas the bad people in
thi s whol e thing.

PROFESSOR CAPRON:  Not at all.

DR SHAPIRO Not at all. And so that comes
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up in a nunber of spots the way things are witten
currently in Chapter 1. And Bernie, anongst others,
had nmade that point and | think we do have to attend to
it. So that is also very hel pful

Could I ask a question about Chapter 1, which
al so canme up or at least cane to ny mnd as a result of
one or two conm ssioners raising the Gel singer case and
whet her or not we ought to use that case by way of
illustration. Cbviously it is not our job to
I nvestigate the case. W have said those kinds of
things many tinmes but whether it, in fact, is useful to

refer to it just because of the many different kinds of

issues it raises. It raises the issues of inforned
consent as a process rather than the nonent. It raises
I ssues of trust. It raises issues of conflict of
interest. | nean, it raises so nmany issues even on the

surface of it regardl ess of howthis gets resol ved.
The question is, is it useful to use that as an exanpl e
or is that in sone sense inappropriate for us in the
context of sonmething |ike Chapter 17

| just would be interested in people's views
on that.

Trish?

PROFESSOR BACKLAR: What | would |ike to say

is | am--
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DR SHAPIRO Do you want to talk in the
m cr ophone?

PROFESSOR BACKLAR: | am not answering your
guestion but if we decide to do this, which I think may
be a very good idea because it is easier to understand
many of the probl ens when you have an exanple, | would
want us al so to have a research protocol where there
were difficulties which were not clinical -- to do with
clinical treatnment and that we shoul d search around.

Because, first of all, | thought, oh, we
shoul d have Cel si nger and maybe this recent Parkinson's
case but then I thought, no, that is not useful. Wat
we really need is a case that will illum nate our
concerns about social science research.

DR SHAPI RO  Steve?

MR HOLTZMAN: | would |l ove the Cel singer case
but for the fact that it is a gene therapy protocol.

PROFESSOR CAPRON:  And that is --

MR HOLTZMAN: And because | think that that -
- all of the issues you are pointing to about conflicts
of interest, about consent and whatnot end up being
obscured as soon as you start tal king about gene
t her apy.

DR SHAPIRO  You nean that people -- that it

is sort of -- the spectrumof it just clouds their
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t hi nki ng about what you are saying.

PROFESSOR CAPRON: But if we are witing it,
we can wite it to show that the gene therapy aspect is
not distinctive on the issues that concern us. | think
it ought to be possible.

DR SHAPIRO | guess what Steve is saying is
that is -- people will not read it that way at least is
hi s suggesti on.

PROFESSOR CAPRON: Well, | nean, is the
Tuskegee case -- | nmean, there are ways in which it
seens to ne if we issue a report in this day and age it
woul d be odd for us not to nmention sone illustrations
that will be on the public's mnd as it would have been
odd in our international report not to nention the
perinatal transm ssion of HV research in Africa and
Thai | and and so forth.

| nean, that is what inforned people and the
reporters who wite about whatever we say know about it
and it is sort of that is in a way the provocation for
sone of the things we are saying. As the radiation
experinments were and as the -- for an earlier
generation -- the fetal research/ Tuskegee and ot her
things that led to the passage of the National Research
Act in '74 and created the National Conm ssion.

It would be odd not to have those sonewhere in
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t he di scussi on.

DR SHAPIRO Larry and David want to say
sonmething. | do not have any particular attachnment to
that case. It is fascinating to ne only by the nunber
of issues it raises and it raises all the key issues.

PROFESSOR CAPRON:  And they are not because
t hey are gene therapy.

DR SHAPIRO It has nothing to do with gene
therapy actually. But if there are other exanples
anyone can generate, |, you know -- that would be
great, too. | amnot tied to that particul ar case.

David and then Larry.

DR COX: Yes. The -- | like the idea of
exanpl es and al t hough that one case -- | quite agree
with you, Harold, that deals with many different
issues. | find it nore conpelling to denonstrate the
wi de variety of cases that deal with each of the
di fferent issues because otherwi se one -- it seens
|l i ke, yes, here is sonebody that really screwed up one
time but basically it only happened once and it is not
really a big problem And | can think of any nunber of
cases where each of the different things that is in the
Gel singer that | think nmakes a nmuch nore conpelling
argunent of why we need this report because it is a

pervasi ve problem not just one conpletely screwed up
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case.

DR SHAPIRO kay. Larry?

DR MIKE | do not really think we should
refer to it because the inpetus for our report is much
nore than a reaction to sone bad exanples. | nean, it
IS the whole issue of uniformty and inproving the
system and that canme on way before any of these
particul ar cases cane up. |If we have those kinds of
di scussions in the first chapter it would seemlike we
were reacting to sone particular situation and we are
not .

DR SHAPIRO O her views?

Vell, | would find it very helpful. | amnot
sure where we should cone out here but | would find it
very hel pful if any of you have cases or can point ne
to cases in the literature which deal with cases --
what | |iked about the case despite its di sadvant ages
but | understand equally well is the -- how so nmany
I ssues arose in a single case.

So | do not want to focus on that because that
is not our job but if you give nme other exanples we
coul d perhaps construct sonething which would be
telling and woul d not get us down the path of a single
case, which is a problem

Ckay. O her questions, observations with
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respect to the material in Chapter 17

DR MIKE  Just one comment.

DR SHAPI RO Yes.

DR MIKE | know we had this chapter
rewitten to put the first positive enphasis on
research and then get on to the issue about human
protection but when | read it, it takes an awful |ong
time to get down to the point of where we are in this
report. It is sort of applying to research and then we
get down to it, and after all the focus of -- perhaps
we can have an introductory paragraph that says what we
are addressing in this report rather than starting off
about how great research is and then putting on nuch
later in the introductory chapter about what the report
I s about.

| think that is a sinple fix.

DR SHAPIRO No, | understand that. Hel pful.

Any ot her comments wth respect to this
particul ar subject? kay.

Thank you very much. Let's -- of course, you
know, this does not close the discussion so if any of
you have any comments, suggestions that m ght be
useful, we are getting to have a pretty heavy e-nai
traffic and we ought to encourage that.

Let's go on to Chapter 2 now, which there are
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a nunber of issues | know we want to address. Some of
whi ch we have al ready di scussed and ot hers we have not.
Al ta?

DI SCUSSI ON OF DRAFT REPORT: CHAPTER 2

PROFESSOR CHARO. Several. There are several.
I do not know if you want to focus on text or focus on
reconmmendat i ons or bot h.
DR SHAPI RO  Bot h.
PROFESSOR CHARO kay. All right. Let ne
start with the recommendations and then I will go back

on the text.

Knowi ng that these may be altered sonmewhat in
i ght of what happens with the new volune 1, | am going
tocall it for the nonent, | would -- first | would
suggest that we recast these as suggestions rather than

recomendations. There are exanpl es of one way one
mght try to inplement the goals that we are going to
outli ne.

The second is that whenever we are reporting,
we are reporting to the Ofice of the President rather
than to the Congress and so as we had al ready di scussed
in Salt Lake Gty, and | thought we had al ready agreed
upon, our | anguage shoul d not be addressed to what the
Congress ought to do but should be addressed to what

needs to be done, and it will be clear that some things
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need | egi slative action and, therefore, only the
Congress can actually carry the ball. But I find
nmysel f unconfortable with giving directives to Congress
since we do not report to themand would urge us to

t hi nk of ourselves, continue to think of ourselves as
an executive branch comm ssi on.

I find nyself hoping that we can have a little
further discussion about what we are getting at in the
Recommendati on 2.4 about the nature of research. Again
as with human participant, | understand this to be not
an intrinsic definition of research. | understand it
as a way to describe the activities that we want to
have covered by our reconmendati ons, which is a
slightly different beast. And, therefore, | am not
| ooking for sonmething that is a perfect Oxford English
dictionary definition of research but sonething that
conveys what it is that is covered.

And so | find nyself puzzled by the neaning of
nunber two having to do with anticipated results that
have validity. | amnot sure what it adds and ny
under st andi ng of which activities are covered or not,
that woul d be hel pful to understand better.

And, second, although it nmay not appear in the
actual |anguage of the reconmmendation, in the text one

finds absent any nmention of the relational concerns
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that help to -- help us to understand why certain
activities mght be appropriate for sone degree of
over si ght.

| understand that we have gone around this and
we have chopped it out of the recomendati on but one of
the key distinctions between the bionedical situation,
especially in clinical trials, and the social science
research is that the relational -- the rel ationships
bet ween the professional and the subjects are quite
different.

And that the m sunderstanding, specifically
things |ike therapeutic m sconception, that can arise
in the bionedical nodel arise to a | arge degree
specifically because of the rel ationship between a
heal t h professional and a | ayperson where a | ayperson
can walk into the situation with the kind of intuitive
expectation of loyalty and care that is directed solely
at the subject when, in fact, the relationship is not
that. It is one in which the loyalties are now both to
the world of science and to the subject.

This kind of problemarises very rarely in
soci al science and humanities research. Maybe to sone
extent in the anthro research where people cone into
I sol ated conmunities may be m sperceived as sonehow

bringing a benefit but it is rare as conpared to the
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bi omedi cal nodel. | think it helps to elimnate why
sone relationships demand extra attention and others do
not. Wiy it is that in the end we nmay find it easier
to clear out sone of the social science and humanities
research with what | would prefer to call an expedited
revi ew as opposed to an adm nistrative revi ew because |
think it conveys the neaning of the process a little
bit better.

And so in the definition of research and in
the text attached to it | would | ove to see sonething
that better explains why these are the factors that
matter, especially with this validity thing and,
second, to replace the -- to reinstate sone of the
rel ational concerns.

DR SHAPIRO Can | nmake a comment about 2.4,
which is -- you appropriately characterized -- not a
definition of research but trying to get a hold of the
kind of activities you want to fall into this category
for these purposes. | amnot going to -- | wll pass
around |l ater a new definition | worked on but this is
what puzzles ne about this one. | think "anticipate"
Is just the wong word. What you anticipate is sort of
irrelevant to whether it is in this category or not.

And so | think this definition does need to be

reworked. | think it is -- and so | agree that this
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2.4 needs sone effort and later on | mght have sone
suggestions that would work on that. | have not

t hought carefully about this relation issue, which you
poi nt out, which is a very inportant issue and whet her
that should enter it here or in sonme other way | am
just not sure but that is an inportant issue.

Al ex?

PROFESSOR CAPRON.  Alta, | heard you raising
several very different issues and | was not sure if you
were attaching themall to 2.4. On 2.4 itself | was
not clear, and | guess Marjorie is the person to answer
this for us, what the three characteristics are
supposed to do. And, in particular, whether one and

three are enough to define what is research.

| amnot sure -- | nean, | find nyself
struggling looking at two to say clearly the -- not
clearly. | surmse. It is not clear. | surmse the

intent is to renove fromthe definition and, therefore,
fromany sense that it is subject to oversight certain
ki nds of things and between the recomendati on that
went out and the one that is now proposed in |ight of
coments and rethinking, it was clear that nunber --
the original one did a very poor job of social science
research and | assune that that is why you had the

br oader | anguage "or the anticipated results woul d have
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validity “and that” what is |earned answers a
question.”

But howis it that not inplicit in one and
three? You have the intent to generate know edge and
you go about gathering data to that end. Wat is the
struggl e here? Wat are we trying to avoid saying is
or is not research?

DR SHAPIRO  Marjorie?

PROFESSOR CAPRON:  Wth this | anguage?

DR SPEERS: GCkay. The intent of this was to
try to define three characteristics of activities that
make themresearch. The first one is dealing with the
intent, the purpose of the activity. The second is
sayi ng sonet hi ng about the type of information that is
collected. And then the third is saying sonething
about how that information is collected.

Now we have heard -- | want to just go on
because | amnot saying that | am wedded necessarily to
these in the sense that -- nunber one, one could say
t hat nunber one, the intent of the activity really
enbraces both two and three. | nean, you just said if
we have one and three do we really need two. And then
others have said, "Wll, if you really have one and
two, do you need three?"

It seens that the essence of defining research
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is really in nunber one, which is that the type of --
the type of information that is being collected is the
type that hel ps us devel op general principles or
theories. That in a sense gets at this notion of
generalizability to use the old termthat is not --
that many do not like -- or to capture what is in two
for the nost part that what is |l earned can be applied
to other kind of situations.

DR SHAPI RO  Steve?

MR HOLTZMAN: | amnot sure that that is true
so | want to take up Alex's banner for a nmonent. |If we
just conbine three and one, and ask the question this
way. Can you give ne an exanple of a systematic
coll ection and/or analysis of data the intent of which
Is to generate know edge, et cetera, et cetera, which
woul d not constitute research?

DR SPEERS. From ny own personal experience a
| ot of what is done in public health as a surveillance
systemis a systematic collection of data that vyields
I nformati on.

MR HOLTZMAN:. Ceneralizabl e know edge, et
cetera, et cetera. And that you do not --

DR SPEERS. | amsorry. | would say in
surveillance, not necessarily generalizable to the

entire population. It nmay be generalizable to a
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community or to a county or to a state. | nean, that
IS where the issue cones in on tal king about sonething
bei ng a systematic collection of information that --

PROFESSOR CAPRON:  So it is not research then.

It is the practice.

DR SPEERS. Yes.

PROFESSOR CAPRON: It is the ongoing public
heal th practice.

MR HOLTZMAN: That is an exanpl e where two
adds sonet hi ng.

DR SPEERS. Yes.

MR HOLTZNVAN:.  Ckay.

DR SPEERS. O in health services research is
anot her exanpl e.

PROFESSOR CAPRON:  No, but it does not add
anything. Pardon ne. Because you woul d want your
public -- ongoing public health data to al so have
validity. | nean, validity is not the issue here. It
Is whether it is a research activity or it is a
surveillance activity that does not get called research
because it is authorized under a statute or regul ation
that says the Public Health Service can go around
checki ng how many people have X, Y, Z disease or what
bugs are in the water or, you know, et cetera. And we

say, well, that is not research, that is public health
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survei l | ance.

But | nean how does it differ fromresearch?
Not because the activity differs but because it is done
in a different context but it is still producing -- if
it is not valid data about the preval ence of a disease
and, therefore, the need for a public health
I ntervention then the Public Health Service is not
doing its job.

DR SHAPIRGC Alta, David?

PROFESSOR CHARO | think -- first, | think if
It can generate this nuch di scussi on about what these
words nmean, it is clear that the words are not adequate
yet .

Second, | again would like to return to the
I dea that we do not try to define research, which is
what this is trying to do. And instead sinply try to
present the areas of activity that need to be covered
and those that do not. That allows you to use an
extrenely general, very sinple, very short statenent
about what is generally research, which m ght nean
sonmething |i ke systematic collection of information
where the intent is to generate new know edge and
t heori es. Ri ght ?

And then notw t hstandi ng that, notw thstandi ng

that research is generally covered, the follow ng
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things are not covered by these rules. And one m ght
be ordinary practice of public health surveill ance.
Anot her m ght be journalism Another | would urge
strongly would be oral histories. R ght? W should
probably think -- or, you know, direct that sonmebody
el se eventual Iy think about various kinds of student
projects. Consunmer survey research on, you know, food
preferences. Educational assessnent tools |ike they
have already in the current regs. And then we know the
list is not conprehensive and we know that we are al so
sayi ng el sewhere there is a group that needs to be
saying that they continue the |ist.

Then we al so have a list of things that are
I ncl uded even though they are confusing and | think
here is where you want to nake it very clear that when
there is practice conbined with research as is
frequently the case in a clinical setting that it is
going to be treated as covered by these rul es even
though it has a purely therapeutic intent, right, where
for exanpl e a physician urges her patient to enroll in
the local clinical trials because it is a last ditch
possibility for a person wth an otherw se recal citrant
probl em But that we want that considered as
research because that is a continuing area of dispute.

And we probably need to focus nore closely on
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whet her there is an analog in the public health area in
which there is a mx of practice and research that
shoul d be called research or should be covered as
research under these rules but | find nyself skeptical
that any collection of words is going to accurately
capture this picture so that what we want included is

I ncl uded and what we excluded is excluded, and that
everybody can tell that w thout having to go through a
Tal mudi ¢ di scussion to figure it out.

DR SHAPI RO Davi d?

DR COX: So | find it interesting -- and you
are going to get sick of ne doing this over and over
again -- | find it interesting that one of the ways
that the Bel nont Report starts is defining or
attenpting to define distinguished research from
practice. So Alta has already brought this point up,
so that -- and Alex has made it, too. You know, why
are you trying to nake a distinction with research.

You are trying to distinguish some things that are and
sone things that are not. So, nunber one, this has to
be -- how you tell if sonething is research versus
practice, neaning human subj ects.

Now it is interesting what the Bel nont Report
does in this because for ne | think it is right one.

Is that it nakes a very sinple distinction of what
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research is and it is sonething that --not collecting
data, not the validity, but it is testing a hypothesis
or asking a question. That is what the distinction is.

Now then |I believe it is what Alta says, too.

Then you make a whol e bunch of things, specific things
that are not covered and things that are covered. But
that the -- to get to the heart of what the distinction
Is. You can collect lots of data, all right. To ne
that is not research. So research is asking a
questi on.

So | actually believe that we can nake a very
gl obal statenent |like that but that is not going to
solve the problem Then you put in the specific things
that people are questioning about. 1Is it research or
not? But the fundanental thing for ne, the big
obfuscation is whether it is clinical practice or
whether it is research, and | think that is the -- that
Is the -- you know, open barn door that everybody wal ks
t hrough and that has to be clearly dealt wth.

DR SHAPIRO That deals with it in the
bi onedi cal situation

DR COX:  Yes.

DR SHAPIRO Not in the other situation.

DR COX: No, but I do believe whether you are

a social scientist -- any kind -- that people that
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basi cally do grounded in theory may not say they are
testing a hypothesis but they are certainly asking a
questi on.

DR SHAPIRO Yes, | think the hard part here,
David, is not -- that clearly is a characteristic of
research, right, asking and testing an hypothesis and
asking a question but there are a | ot of other things
whi ch we may not consider research that are al so asking
a guestion or investigating sonmething. Public health
practice is a very good exanple. They are not just
doing it for nothing. They aren’t out there doing
surveillance practice because it is a recreation or
sonmething. They are doing it for a reason and they are
| ooking --

DR COX: But, Harold, in ny view that is not
-- that is research.

DR SHAPIRO That is research

DR COX: | ndeed.

DR SHAPIRO That is a big issue as to
whet her we want to include public health practi ce,
qual ity assessnent prograns, and all those issues in --

DR COX: And that is one of the problens
because one of the ways that we are defining our
definition is we already take -- we already have in the

back of our mnds things that we want in or we do not
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want in, and that is why we are having troubl e naking
this definition.

DR SHAPIRO But renmenber the definition is
for purposes of bringing in human subject protections.

W are not trying to solve the research probl em at
| ar ge.

DR COX: No, | understand.

DR SHAPI RO Wi ch things, you know, call in
all these protections and which do not.

Ata?

PROFESSOR CHARO But | think again to -- boy,
| amreally repeating nyself so many tines today. One
of the -- why is it that we want people who are
enrolled in research to be the beneficiaries of sone
kind of third party oversight? Let's ask why. Wy are
we trying to do this? And the answer is usually about
sonet hing having to do with some degree of having been
turned into a nmeans rather than an end in thensel ves.

Ri ght ?

Now, of course, that happens all the tine.
Right. You get enployed to do sonething and you are
certainly a nmeans to your enployer's ends and you get
noney in exchange. So we recognize that this is a
fam liar phenonenon. So that is part of it, right.

That nmay be a necessary -- it is not sufficient in and
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of itself to explain this phenonenon.

The second part, | think, is that the
rel ati onship going back to this relational issue, the
rel ati onship nowis one in which being nade into a
nmeans, partly or wholly, of sonebody else's ends is
sonething that is either not apparent to you or it puts
you at sone extraordinary level of risk. It is
sonet hi ng agai nst which you have difficulty protecting
yourself. There is sone other elenent here that is
added to it.

It is why, for exanple, when clinical practice
I's conbined with research you want it to be covered
because instead of being solely an end, that is solely,
you know, ny well -being being the concern of ny
professional, nowthat is only one of two very big
concerns.

The ot her one being the pursuit of good
science where the systematic nature of the endeavor may
not inure to ny personal benefit but it inures to the
benefit of science.

It is why, though, on the other hand when we
are tal king about journalismor consuner surveys we are
not as concerned about making sure it is covered
because there it is very clear that | am absolutely

not hi ng but a nmeans to sonebody else's ends and it is



© 00 N oo g b~ w N P

[EEY
o

11
12
13
14
15
16
17
18
19
20
21
22
23
24

25

124

very easy to protect nyself. | do not need the
assistance of third parties to do so. It is a matter
of hangi ng up the phone and refusing to answer. And it
I's very apparent what the information is going to be
used for.

So I --

PROFESSOR CAPRON:  You need a |ist.

PROFESSOR CHARO. | do not think that we have
to really worry about whether we can capture each of
the characteristics of the notion of research because
that is far broader than what we want to cover here.
Right? | think all we want to do is capture a few of
the essentials so people have an idea of the general
area we are tal king about and then use the specifics to
identify the specific areas that will be covered, the
specific areas that will not be covered, and to
recogni ze there will be gray areas that really nerge
but try to reduce theminstead of starting with a
definition that has everybody struggling to interpret
it and has nothing but gray area.

MR HOLTZMAN:  Harol d?

DR SHAPI RO Yes?

MR HOLTZMAN. |Is there anywhere in here do we
tal k about that relational aspect?

PROFESSOR CHARO. It has conme in, it has
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gotten dropped out, it has cone in, it has gotten
dropped out. It has been in the discussion m x but
never really gotten --

MR HOLTZMAN: The only problemw th lists of
exanples -- | nean, if they have any utility, they give
you generalizable principles that you should elicit
fromthem R ght? And you should be able to

articulate those and that is what | heard Alta just

© 00 N oo g b~ w N P

come up with. Beyond anything that one m ght consider

[EEY
o

research in terns of intent, generalizable know edge,
11 yada, yada, it is as a subclass of research that is in
12 play here. Al right. And | think we could pull that
13 out into -- | know you do not want to call it a

14 definition but the definition of the research that is
15 in play.

16 PROFESSCR CHARO:  And it hel ps, also, to put
17 into play why it is that certain areas of social

18 science and humanities work can easily then be

19 excluded. W are no longer claimng that we are trying
20 to pull in everything that is research. W acknow edge
21 that research goes far beyond what we are hoping to

22 cover here.

23 And it includes the crash dummies and it

24 includes the consuner taste tests and it includes the

25 journalistic interviews.
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MR HOLTZMAN: No, sone of it will get turned
out, the crash dunmm es, because it is not a hunman
subjects. R ght?

PROFESSOR CHARO  But ny point is only being
if we recognize that the world of research goes way
beyond anything we wanted to contenplate to begin wth,
then there is no feeling of resistance to the idea that
there may be things in the world of social science and
humanities that we are also going to throw out because
they do not raise the concerns that justify a
governnental intervention and third party oversight.

Ri ght ?
Wien we focused on the word research because

they do, do research, suddenly they all had to be in.

And now we recogni ze that being research is not all it
takes to get in. It has to be research and sonething
el se.

DR SHAPI RO The way the recommendation is

currently structured is anenable to this suggestion

because it calls -- despite what we are tal ki ng about,
the recommendation as | read it, | do not recall it
now, does not call it a definition of research. It

says that job should be acconplished by NOHRO but it

should include the followng. | nean, that is -- it is

not say that we have got the right one, two, three,
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which is what, | think, you are referring to. |Is that
we just have not taken the right tact on trying to give
sone advice to NOHRO as to what kinds of things should
be in and out.

DR COX: Exactly. But it is a major point,
Harold, to say that it is not all research but it is
certain types of research and that -- and that really
Is fundanentally different fromthe way it is now
because it does not nake a distinction between -- with
the exception of rules it does not nake that
distinction so | think that is very inportant.

DR SHAPIRO Marjorie and then Al ex.

DR SPEERS. | agree. | nean, | thought |
heard Al ta sayi ng sonething nore, which was that there
are certain types of research and it is that type of
research where the relational aspect of it is such that
i ndi viduals are not used as neans or they know t hat
they are a nean. It is not confused w th any
t herapeutic intention or the harm-- the potenti al
ri sks are very, very | ow.

And | thought what Alta was saying is that
shoul d be excluded fromthe oversight system | nean,
that is where -- that is what | thought | heard, which
Is very different fromwhat we have said in this report

or the way things are now.
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DR SHAPIRO Al ex?

PROFESSOR CAPRON: W may be on to a way of
handling this. | amstill struggling through the kinds
of exanples. It seens to ne that on the one hand, as
the present regul ations recognize, there are certain
t hi ngs which are research but which are just not going
to go through this oversight process, certain social
pol i cy experinents, because our sense is that the
bal anci ng of the interests take place through anot her
process, either the Congress or a high |evel agency
official not concerned with human subjects research but
concerned with the underlying policy question says that
i s okay.

But before we sort of say that the real -- the
only consideration here is whether or not we are
dealing with the question are people likely to be going
into this under the inpression that they are going to
benefit and that is not the case, we ought to recognize
that -- | nmean, if | sign up for a Phase | drug trial,
not of a cancer drug, | nmean where we use cancer
pati ents because the drugs are so awful that | guess we
think we could not use them But just an antihistam ne
or sonething. And they just say anybody who wants to
sign up for this can and all we are doing is studying

the toxicity of it to see if it has any biol ogical
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effect that is neasurable.

| know | amjust a neans. That is not the
Issue. So would you say it is not research? No, of
course, it is -- just let me finish. So that, | nean -
- so | amnot disagreeing, Ata, but, you know, which
characteristic. | can protect nyself. | can w thdraw

Now maybe it is because the people have white
coats on that | think none of those things apply and
even though it should be obvious to ne.

What if it is deception research? Wat if |
amenrolled in research in which | wite an essay and
people tell nme howterrific the essay is but they are
really trying to |l ook at the effects of praise on
peopl e and the essay is garbage and at the end they say
that is all we were doing. W did not actually
eval uate your essay. W nmade you feel good about
somet hi ng whi ch you had no reason --

DR SHAPI RO. Fal se pretenses.

PROFESSOR CAPRON:. Fal se pretenses. And they

are psychol ogi sts and yet | could have w thdrawn and |

knew there was no benefit to nme. | was just going in
to -- and | feel betrayed and | feel |ack of confidence
now when people tell ne sonething is good. | do not
trust people.

What if | am being Lord Hunphreys and goi ng
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around and observi ng people's sexual activities and
then going to their hones and doing a survey pretendi ng
| am doi ng sonething else? | nean, | -- there is a
whol e -- there are on the social science side a
cat al ogue of research protocols which cause sone peopl e
troubl e.

W have not spent nuch tinme in this comm ssion
tal king about them W seemto have gone into this
with a sense that "the bi onedical nodel" does not fit
and a lot of people in alot of fields have been
di sconforted because they have been forced to have it.

But | do not think that we have yet given the
kind of advice that if | were G eg Koski or Secretary
Thonpson or anybody el se who was going to have to sign
off on sonmething. | would feel that | had gotten
advice that tells ne how | ought to change those
t hi ngs.

And | amworried that sinply a catal ogue of
the exanples that first cone to our mnd that ought to
be out or conversely ought to be in -- we tal ked about
the plastic surgeons who did two different nethods of
pl astic surgery on the two sides of the face and said
t hey were not doing research because these were both
accept ed techni ques.

Now does our definition fit then? | nean,
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that is -- in the catal ogue of current things that have
been in the press in the last five years is an exanpl e
of sonething that should have gone through an | RB and
did not because in their own m nds they were not having
the intent to generate know edge, facts or whatever. |
nmean, et cetera, et cetera.

So it was not -- | amjust worried that we are
not going to -- by this nethod, we are not going to
come up with something which will be as inclusive and
exclusive as we think it will be because we really have
not catal ogued ever yt hi ng.

DR SHAPIRO Bernie and Alta?

DR LO To ne as a doctor this rem nds ne of
debates of trying to find disease or trying to decide
who should get a test. | nean there is a sensitivity
and specificity problem Any definition we have is
going to be inperfect. It is going to include sone
things we do not feel confortable excluding. W are
goi ng to exclude sone things, we say, gee, we ought to
try and get in but to try and tinker with the
definition at sone point becones counter productive
because it just gets nore and nore conpli cat ed.

| guess -- | think at sone | evel we take our
best shot at a definition. W say this is not perfect.

Here are sone of the things that do not quite fit.
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Rat her than having, you know, very, very conplicated
arcane revisions to that version, we prefer to keep it
sinple. These are things that although technically do
not fit in, we really ought to include them and these
things that even though they fit in, we do not really
think that they really should be in.

Now that is not very elegant. It leads to all
ki nds of problens but the other thing of trying to keep
refining the definition | think -- it will not work
eventually. And | think Al ex's exanples are good
exanpl es of where, you know, when you look at it, you
say, yes, that ought to be in there but it is not clear
how you revise the definition to include those things
W thout either nmaking it very cunbersone or el se

squeaking in other things that we do not nean to

I ncl ude.

DR SHAPIRO Alta?

PROFESSOR CHARO  Well, a fewthings. | do
not know yet if this will work but | still want to see

if it can because | know that this is not working so we
have got to find sone alternative.

| think the list that Marjorie gave was not
conplete in terns of the factors and so with added
factors that either have been nentioned or I am goi ng

to nention now one mght actually be able to get at
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nost of your exanples. It is not just that risks are
| ow or that people are a neans rather than an end or
that they are confused.

It also has to do with whether or not they are
in, and we are tal king now |l ay people, are in a good
position to assess the risks and benefits, which is
where your Phase | exanple, | think, now gets handl ed
because that is exactly the kind of area where it is
very difficult for an individual who is not
scientifically trained to evaluate the risks and
benefits.

And where you are tal king anything having to
do with deception, by definition they cannot eval uate
the risks and benefits because it involves a deception
and they do not know what the risks and benefits are
going to be. So again that helps to trigger the notion
of a third party.

Now your nore general concern, | think, |
surm se about the kind of basic tension between having
a narrow list of covered activities and taking the
chance of excluding things that we really woul d want
I ncl uded versus having a very overly broad |ist and
I ncluding things that should not be having an overly
bur eaucrati zed basic tension, basic choice.

Let nme offer the possibility of a
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proceduralist way to get through that thicket. You can
start with sonmething narrow, coupled by sonething that
says and we think that the governnment shoul d consi der
after a period of two or three years having sonet hi ng
t hat presunmes where anything that kind of neets the
general definition that is not on these lists that it
wi |l now be covered by these rules unless in the
intervening tine the industries and the people invol ved
in those activities have cone forward and expl ai ned why
It should not be covered.

| mean, you can actually have a rul e maki ng
process that is like that in which you say we are going
to cover things unless people have expl ained why this
shoul d be excluded. It puts the burden on peopl e out
there in the field to understand what they are doing
and explain why it should not be covered.

PROFESSOR CAPRON: O issuing a show cause
order of the research

PROFESSOR CHARO  But ny point sinply being |
recogni ze this tensi on between, you know, being over
i ncl usi ve and bureaucratized versus under inclusive and
m ssing a few peopl e who need protection.

And, | guess, | ambeginning to lean in the
| atter direction of being under inclusive because |

recogni ze that the over inclusive is so over inclusive
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that it risks losing credibility within the research
communi ty and reduces conpliance with the basic rules.

But | recognize that that is a fundanenta
pol i cy choice to be nade.

PROFESSOR CAPRON.  The ot her approach that
fits in some ways closer with other things we say is to
say to be a little over inclusive and have the | RB be
abl e through its processes to say we do not have to
worry about this one because...we do not have to worry
about this one because...

DR SHAPIRO Arturo and then Bill? Then we
are going to have to adjourn.

DR BRITO | understand the rationale you
have behind this, Alta, and | was finding nyself in
agreenent with a lot of what you have said but | would
rat her be over inclusive at the onset and cone down —
an upside down triangle to be less inclusive as you go
t hr ough.

And Harold said sonething earlier that he
mentioned this is sonething at a mninumwe are giving
a definition of research. And | think our report takes
care of excluding a lot of individuals or a | ot of
different types of research as we go through it.

So maybe not in all areas, nmaybe we coul d add

sonme ot her areas where we want to exclude |ater, but |
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woul d favor having over inclusive definition because
for the sanme reason that we discussed earlier, we
di scussed before about not including enough about

soci al type research, anthropol ogical type of research

W tend to focus an awful | ot on bionedica
nodel s and the perception is that this is always the
ri skier type of research. This is the type of research
that gets people nore into trouble, that people may not
under st and, okay.

But | think on the other hand sonetines people
may not understand the risks that are involved froma
psychol ogi cal point of view, froma stigma point of
view. So by being overly inclusive | think we take
care of that a little bit better unless there are
specific exanples later we woul d want to exclude. So |
woul d favor staying with a definition, not this
definition but sonme definition.

DR SHAPIRO Bill?

MR COLDAKER | think, you know, we have heard
what the problemis here and the dynamics of it. |
thi nk probably | would | ean nore towards your
direction, Alta. | think ny fear always is that if you
have -- and this is nore fromthe practical side.

I f you have sonething that |acks definition,
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it may cover a lot of things you want to cover in the
future, no doubt about that, but | think having people
respect it and havi ng peopl e understand what they are
trying to do, you are nuch better off starting with a
narrow definition and allowing it to expand as the --
whoever is in charge believes it should expand to cover
t hi ngs.

That nodel allows things to be taken in
incrementally. |If you leave it the other way you do
create a bureaucratic pattern there because then you
basically do not have any direction and no one really
knows what is covered and what is not covered with
specificity.

DR SHAPIRO Ckay. Larry, excuse ne, | am
sorry.

DR MIKE Just contrary to what Bill said.
| thought that we had struggled with this before in
this report and what we had deci ded that you have a
definition of research but you are going to | eave the
agency that interprets that, the choice of excluding
categories of things, and we even tal ked about
currently the individuals can decide that they are not
doi ng research so they do not even take it so we have
built in mechanisns in there that deal with those kinds

of situations.
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And | would favor what Arturo was sayi ng that
-- | mean, no matter what we do, nobody is ever going
to be satisfied with the definition that we put down
but it is supposed to just sort of show general
di recti on about what we say shoul d be included and then
you | eave it up to the process to narrow the field and
then do exclusions in whatever neans you can so that
you reduce the regul atory burden.

DR SHAPI RO Let me suggest sonething. W
are not going to resolve this here right now but what
we wWill dois we will devel op sonme snmall finite nunber
of alternatives here and then circulate them around and
see what people would like to focus in on because
otherwise | do not think we wll get to it in our
di scussi on here.

W are also at the tinme of adjournnent.

(Wher eupon, at 12:02 p.m, a luncheon recess

was taken.)

* * * * %
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AFTERNOON SESSI ON

DR SHAPIRO Col |l eagues, | would like those
of you in the roomto please assenble so we can get
this afternoon's neeting under way.

Col l eagues, | would like to begin this
afternoon's neeting. Thank you all very much for
com ng back very close to 1:30 at | east and
appreci ate that.

W have public coment this afternoon. Dr.
Eri ca Frank, who wants to speak to the conmm ssion

Dr. Frank?

| think there is a single page of testinony.
| do not think we had reproduced yet, have we? You
will all get copies of this shortly.

DR MESLIN | think it is being done.

DR SHAPIRO | think it is being done as we
speak and thank you very nuch for being here today. W
very much appreciate it and wel cone.

Qur rules are five m nutes.

PUBLI C_COVMENT

DR FRANK: Thank you. | can do one page in
five mnutes without a problem

DR SHAPIRO That is all right.

DR FRANK: | am here speaking today as a

board nenber of the Anerican Coll ege of Preventive
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Medi ci ne and as a board nenber of Physicians for Soci al
Responsi bility, and the boards of both organizations
have reviewed the comments that | am going to be naking
and have approved them and you will be getting copies
of these as well.

There are really two areas that | wanted to
address. First, though, | wanted to thank you all for
the review that you all did. W believe that this is a
very thoughtful and conprehensive review and we woul d
like to thank you for it.

But there are two issues about which we renain
concerned and they are about what happens next.

The first of these issues is the inmm nent
sunsetting of the NBAC. Is that how you all pronounce
your nane?

DR SHAPI RO That is good enough.

DR FRANK: Thank you.

The second issue is you all's mssion if you
were to continue as we believe that you should into the
future.

The first issue concerns the sunsetting of the
comm ssion. W believe, of course, that inportant
chal | engi ng and new bi oethical issues will continue to
arise in the United States in essential perpetuity and

we believe that there should be a federal agency that
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is charged with their oversight. And this agency
shoul d go beyond the charge of the OHRP' s Nati onal
Human Research Protections Advisory Conmttee to

i nclude the inportant and nul titudi nous nonresearch
rel at ed bi oet hi cal issues. So we hope that that will
be enact ed.

Regar di ng sunsetting, the AVA requested the
per manent establishnent of such a broad entity at the
Decenber 2000 neeting, and | will not read you the
resolutions but this was a resolution that the Anerican
Col | ege of Preventive Medicine and the Association of
Public Health Physicians put it and it was passed
wi t hout rmuch di ssent at the AVA So many
organi zations hope that you all wll continue in sone
formin the future and not just with issues related to
I ssues but with issues that are broader than research.

The second issue is the mssion of such an
organi zation were you to continue and we believe that
there are four major principles that should be
consi dered, adopted and pronul gated by such a per manent
body.

The first two principles apply to all of
medi ci ne.

The first one is volunteerism that

participation in research and treatnent should be
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voluntary and we would Iike to go beyond that sinple
concept to expand that the concept of volunteerismis
of course very broad and extends beyond subjects in a
control | ed experinent.

Vol unteerismspecifically to us al so neans
I nfornmed consent about reversibility. The effects of
nost experinental drugs can be neasured in hours and
days and generally only affect individual subjects
consum ng the drug but sone interventions such as
altering the human genone may reverberate throughout
our species' future. W hope that a future comm ssion
woul d specifically consider the ethics of involuntary,
i rreversi bl e changes being i nposed on future
generati ons.

The second principle that we hope woul d be
considered that applies to all of nmedicine is the
precautionary principle and this is a fundanental
principle that is used by physicians for social
responsibility in nmuch of our advocacy and work, and is
al so adopted by the Anerican Col |l ege of Preventive
Medi ci ne for the purposes of this statenent.

W hope that the precautionary principle wll
al ways be exercised and this nmeans that when it is the
best avail abl e assessnent given the current evidence or

| ack thereof that the potential for harmhas a
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reasonabl e chance of exceeding the potential for good,
that concern for harmw || always take precedence, and
the process, research or treatnment will not take place.

The third and fourth principles, the final
principles that we hope that you all will consider
adopting for future -- for a future m ssion would apply
to work funded by taxpayer funds. And again | suppose
| nmust even apol ogi ze, these principles nust all seem
rather rudinentary to this group but we hope that our
endorsenent of themw | be useful to you and
supportive of your work.

These last two principles are the greatest net
soci etal good that were determ nable that research,
preventive nmeasures and treatnents that have the
greatest ratio of benefits to costs for the greatest
nunber of Anmericans should receive the greatest portion
of taxpayer dollars, that there would be a deliberate
and rational approach to determ ning what -- where
fundi ng shoul d go.

And the | ast concept and one that | amsure
that you all have spent enornous anounts of tine
considering is that of equity, which is that
participation -- that subjects participating in
t axpayer funded research shoul d receive equival ent

opportunities and protections regardless of their
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personal characteristics. And, in particular, that
subj ect protections for federally funded donestic
research should al so be applied in federally funded
nondonesti c research

Agai n we thank you for your work and we hope
that these comments are useful to you all

DR SHAPI RO Thank you very much. Let's just
see if there are any questions fromany nenbers of the
comm ssion on any of these issues that you raised.

Ata?

PROFESSOR CHARO I n any way do you see
anyt hi ng we have done to date as deviating fromthese
principles that you are advocati ng?

DR FRANK: No. W hope that these concepts
are useful to you in advocating for being able to

conti nue your good work.

DR SHAPIRO | amsorry. |Is there another
question? | have another question but let's see if
there are other questions first.

Yes?

DR LEVINSON: Just that you said that you
t hought the m ssion of this group or its follow ng
group shoul d be broadened beyond research. Do you have
any specific exanples which you think it should

consi der ?
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DR FRANK: Well, just that there are many
areas in nedicine that have -- and you all can
certainly describe those better than could | that have
I mportant bioethical inplications and ny understandi ng
is that all that has been institutionalized in terns of
a group to follow you all is a group addressing
research. And there are areas around practice, in
particular | guess that is the nost obvious corollary
to research, around practice of nedicine, as well as
funding that would affect both research and practi ce,
that to ny understanding that there is not a plan to
institutionalize a commssion to regulate or to
recommend -- to make recommendati ons around those
ar eas.

DR LEVI NSON: Thank you.

DR SHAPIRO Could I just ask you a question
regarding this statenment around equity and trying to
understand what is neant that subjects should receive
equi val ent opportunities regardless of their personal
characteristics. You also have in there protections.
| aminterested in the opportunities part. Wat -- |
just want to clarify what you have in m nd.

DR FRANK: It is an extrapolation fromthe
efforts that have taken place recently to nake sure

that wonen and the elderly and children and fol ks with
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various sexual orientations all have the opportunity to
be i ncl uded.

DR SHAPIRO | see. Gkay. Thank you very
much. | just wanted to nmake sure | understood that.
Any ot her questions?

Vell, et me thank you very nmuch for com ng
today. W very nuch appreciate you taking the tine and
your col |l eagues for hel ping to prepare the statenent so
pl ease pass our thanks on to them

DR FRANK: Thank you.

DR SHAPI RO Thank you very nuch.

I's there anyone el se here today who wi shes to
speak to the comm ssion?

Ckay. Thank you very nuch.

Let's then return to our work. W had been
consi dering issues that canme up in Chapter 2 and the
first issue that we di scussed was really surroundi ng
Recommendation 2.4, which sone interpreted as a
definition of research, others found other difficulties
with that.

And | would Iike now-- | want to in just a
nonment go on to other issues because we do have to now
t ake advantage of your comments you nmade and articul ate
sonething a little different.

As | understood the comments, and as | think
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about 2.4 or what m ght be one or two reconmendati ons
that mght swirl around what is currently 2.4, the
challenge is not so nuch define the definition of
research. That is probably a very hard thing to do as
everybody indicated this norning. But to try to define
what it is that ought to be subject to third party
oversi ght because there is all kinds of research sort
of not relevant here so it is really human subjects
research that requires third party oversight and it is
the intersection of those two concepts that needs sone
attention and we will give it to it along the |ines
that you tal ked about this norning.

And it may be that we need the conpani on
recommendation to go with 2.4 or at |east sonewhere in
here which really calls upon NOHRO al so to think about
a great deal nore procedural flexibility than has been
exhibited up to now having to do with such issues of
what the presunption should be regardi ng noni nvasi ve
soci al science research and so on

And we will attenpt to construct sonething
along that line and we will pass -- | do not know if we
wll do it before we | eave here in the next day or so
but we will certainly do it in the next few days and
pass it on and see how the conmm ssioners react to that.

So let's now consider other issues that cone
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to mnd in Chapter 2.

Any ot her issues anybody would like to raise?

Bett e?

DI SCUSSI ON OF DRAFT REPORT: CHAPTER 2 (Cont.)

M5. KRAMER  Looking a the text on
identifiable --

DR SHAPI RO  Yes.

M5. KRAMER It is on page -- begins on page
42. In an earlier draft, actually the draft that is
dat ed Novenber 22nd, 2000, there was -- there was text

included in that section that has since been dropped
and it relates primarily to the use of coded data. And
| wonder -- | do not renenber why it was that it was
dropped. | was curious why it was dropped and | have
the sheet in front of ne and it -- there is sone of the
| anguage that relates to again one of these problem --
one of these probl em protocols.

One of the protocols at the twin registry at
VCU that they are having -- that has becone a probl em

It says when the coded data -- this is the Novenber 22

| anguage.

"When the coded data are used by recipient
I nvestigators, the recipient investigators are not

engaged in research invol ving human partici pants.”
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Exanples are -- and it goes on to give
exanpl es. They have -- they have gotten the -- in the
twin registry they have, they received -- their
research -- researcher A recorded the material and

coded it, and then sent it all on to them So they are
recei ving coded data which by our definitionis

I dentifiable and they have got to go out and do the
requisite things. It turns out that researcher Ais
the Swedish Twin Registry. Al the information cones
from Sweden and yet they are subject to -- they are

subject to the sane rul es.

| |1 ooked back at this | anguage and it | ooked
| i ke a reasonable interpretation of this | anguage woul d
have elimnated that need and | do not know -- | m ght
be reading it wong but | wondered why this particular

| anguage was dropped fromthe current draft.

DR SHAPIRO | have a nenory about this but,
| do not know, Marjorie, do you want to respond to that
first?

DR SPEERS. | believe that the reason it was
dropped is that basically the comm ssion or
comm ssioners thought that if data are coded data are
Identifiable and that at the sane tine that they are
identifiable there is arange in identifiability and

that that should be handled by the IRB. So that in
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this particular situation where these data are
Identifiable an I RB woul d probably very quickly review
sonething like that because the potential to identify
individuals in this situation that you are descri bing
where the identifiers are in Sweden and not here, and
there are probably country [ aws that woul d even protect
agai nst the release of that identifiable information,
woul d make the review of that project a fairly sinple
revi ew because you could assune that there are adequate
confidentiality protections in place.

But | think that the conm ssioners were
unconf ortabl e sayi ng coded data are identifiable but
there are sone situations in which they can be treated
as if they were not identifiable. That is ny
recol |l ection of the discussion.

DR SHAPIRO | think that is correct. That
was specifically discussed. | nean, not this exanple
obvi ously but that issue.

Eric?

DR CASSELL: This nust have been di scussed
and | just do not know about it. Suppose we set up an
experiment where there are four -- we set it up so
there are four participants on a data stream W set
it up so that the data is com ng out and bei ng averaged

fromthe four of themall together. They are al
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exposed to the same stinulus but they are at risk. Are
they not research participants even though the data
t hat cones out cannot be connected to thenf

DR SHAPIRO | need a description of the
experinment again. | did not quite get it.

DR CASSELL: Well, | nean, there is -- it
seens to ne two things are being tal ked about. If data
I's being used which can be identified then that is
human subj ect research no natter where the -- when the
data was collected or not. That is |ike the human

bi ol ogi cal material. But suppose we set up this
experinment so that a data streamis provided that
averages the data com ng off these people's skin

gal vinonetry, for exanple. And they are all exposed to
the sane thing. W do not know whose is what. It is
only going to be one thing and yet they are put at

ri sk, are they not research subject participants?

DR SHAPIRO Ata?

DR CASSELL: Well, they are put at risk
because they m ght be enbarrassed by the questions they
are being asked to produce this or by the fact that
needl es are inplanted to get this gal vinonetry or
what ever.

PROFESSOR CHARO. Eric, | think that there are

two things here, both of which have al ready been
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handled in different places, | think. The first is
Bette's exanpl e, which was handl ed under the HBM
report, and the problemw th the sentence in the
Novenber 22nd version is that it contradicted the HBM
report. And unless we were going to redo the HBM
report we needed to take it out because we had
contenplated this dilemma and had proposed a sol ution

Your exanple, Eric, seens to be one in which
you are actually sticking needles in people' s hands.

DR CASSELL: | cannot hear that. Say it
agai n.

PROFESSOR CHARO It sounds to nme like in your
exanpl e you are sticking needles in people's hands.
That sounds to ne |ike they are human subjects and you
woul d have to consent them

DR CASSELL: | do not understand that.

PROFESSOR CHARO Wl |, nmaybe | do not
under stand your exanple. D dn't you say you were going
to stick needles in people' s hands?

DR CASSELL: Yes, let's do it that way.
Let's get our data that way by putting needles in them

PROFESSOR CHARO  Don't you usually have to
get consent from sonebody before you stick a needle in
t hei r hand?

DR CASSELL: Yes, they are participants. The
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poi nt -- whether a study is human research shoul d not
be sinply the data. The data -- if -- what the point
of this really is, is that only data al one can be human
subj ect research if that data is identifiable.

PROFESSOR CHARO. That is correct. That is
the HBMreport, isn't it?

DR CASSELL: That is right. That is exactly
right. |If the decision point for whether a study is
human research shoul d be whether the data are
Identifiable. No, it is whether the subject is
identifiable. And if there is a human subject, even if
the data is collected in a way the subject m ght be put
at risk while the data is being collected, that is not
the HBMreport. |In the HBMreport that is all |ong
gone. W are now tal king about tissue. Mst of our
partici pants, we hope, are not just tissues though
doctors have been known to treat people that way.

DR SHAPIRO. | think that is right.

O her comments regarding issues in Chapter 27

| amsorry, Alta, excuse ne.
PROFESSOR CHARO | amsorry. It is just a
m nor point.
DR SHAPIRO To ny left is always -- | do not

see SO easy.
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PROFESSOR CHARO | |ike to sit on people's
left.

DR SHAPIRO To say nothing as to ny right.

(Laughter.)

PROFESSOR CHARO It is just a mnor point and
It comes up on page 11 in which we discuss
accountability. Along with the notion of
accountability it would be nice to use this opportunity
to enphasi ze a rel ated concept of responsibility. No
place in one and two do we get a chance to enphasi ze
that we think that the primary responsibility lies in
the hands of the investigators and the review boards to
mai ntain an ethical stance in their research

And that is sonething that we have heard from
peopl e around the table as well as people in the field
as being inportant because it decreases the chance this
IS seen as a top down governnental program and
I ncreases the chance that it is seen as sonethi ng which
I s about professional self-regulation suppl enented by
gover nnment oversi ght.

So this |ooked to ne |ike a spot where one
m ght do that.

DR SHAPI RO Ckay. Thank you very nuch.
That is helpful and I think we should do sonething in

t hat area
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Q her issues?

Again, | want to -- those of you who through
e-nmai |l or otherw se have provi ded suggestions regardi ng
text, those are all being incorporated in. Many of
Berni e's suggestions and so on. Qher people have nmade
suggestions. W are incorporating themin the text.

In the next text you wll see -- in the next version
you see will have all those inside.

Ckay. | do not want to rush us and | do not
want to delay us so again | want to ask if there is any
ot her issues that arise.

DR MESLIN | guess --

DR SHAPI RO  Yes?

DR MESLIN:  Just for the record, there is a
docunent that is being handed out. This was to have
been inserted during the public coment period. It is
a neno comment fromBill Freeman that was asked to be
presented at public comment so at least it is in your
hands to be read by you.

DR SHAPIRO Let ne raise a question for
t hose who know nore about the Ofice of Governnent
Ethics than I know. At |east one conmm ssioner has
rai sed the issue, | do not now renenber who it is, that
this may not be a very good anal ogy to use because,

after all, the suggestion was it is not clear the
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benefits outweigh the costs in establishing this
of fice.

| amjust |ooking for information from people
who know nore about it than | do as to whether this is
-- | mean, our reconmendations do not depend on that
office. W are doing it for other reasons, not because
that office is a huge success but because we feel there
are other reasons to |ocate the office as an
i ndependent unit but | just -- so this is a snal
subquestion as to whether people who know about this
think that that has been a very useful thing in the
federal governnent or whether on balance it is, you
know, nore trouble than it is worth.

Has anybody here -- Bill, do you have any
experience in that?

MR OLDAKER. W th the OGE when you are
tal ki ng about financial matters, | guess, and
di scl osure by various governnment enployees, | think
actually, it has been very useful in that it has
centralized the responsibility, which was very
di spersed before and it basically was agency oriented,
and set up standards so that people could (a) disclose
but (b) on the other side so that the public had a
place to go to, to nake a determnation and to get

i nformation.
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And so it served both sides. It served for
t he governnent officials. It gave themkind of a
touchstone to know what they had to do when they filed
their reports. Now many of the agencies like the State
Depart ment have stricter rules and people -- they have
to also go through that, their ethics officer at that
agency, and file a report, the publicly discl osed
report with the Ofice of Governnent Ethics.

| think it has worked as well as any system
like this can work but it -- one of the things is it is
creating an efficiency in the governnent where,
historically, there are great inefficiencies in alot of
this regulation. That is because in this area there
are great inefficiencies because there are so nmany
regul at ors.

And as far as the cost, ny guess is there is a
cost of regulation in that people have to nore
t horoughly conply with the regul ations. They may not
have in the past so there probably is sone cost that
goes along with it.

DR SHAPIRO Well, cost is fine as long as
there are benefits that are associated with it.

MR OLDAKER R ght.

DR SHAPIRO | did not nean to do this with

zero cost.
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Anyt hing el se to conme up in Chapter?

DR BRITO Harol d?

DR SHAPIRO Yes, | amsorry, Arturo.

DR BRITO | had a concern about just a
sinpl e sentence in one of the paragraphs in Chapter 2
that refers to OHRP. Wiat | think would be useful is
sone distinction about what NOHRO -- how NOHRO or
however we are going to say it -- it would be different
-- what the role would differ fromOHRP and | think
that is inportant because the reader -- it al nost cones
across that they have -- they maintain simlar roles
and that is not the intention | do not think, right.
So just sone -- just nake sure we have sone | anguage in
there. | amnot sure what that |anguage woul d be.

DR SHAPIRO (kay. Any other comments or
suggesti ons?

Ckay. Sort of a going, going, gone thing. W
wi |l cone back to this when we have sone new | anguage

on the issues that have been of concern.

Let's now go to Chapter 3. Let ne begin by
asking -- | should have done this before. | apol ogi ze,
Marjorie -- asking you if you have anything you want to
say about Chapter 3.

DI SCUSSI ON OF DRAFT REPORT: CHAPTER 3

DR SPEERS: | think there are -- | mean, ny
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comments are based on, you know, what were perceived
fromthe public comments on the draft. There are two
recommendations in this chapter that | would [ike us to
consi der .

One is Recommendation 3.2, which relates to
the standard for determning mnimal risk. And the
I ssue that came up in the public cooments with regard
to that was whether the standards shoul d be the general
popul ati on or the heal thy popul ati on, or whether the
standard shoul d fluctuate based on the popul ati on that
I's being targeted for the study.

So | think that you should -- there should be
some di scussi on about what standards you want if you
want a standard.

Ber ni e brought up a good comment related to
mnimal risk which was, in effect, we say we have --
that we are proposing an absol ute standard but, in
fact, it is relative, relative in the opposite
direction. That is to say, we set it as the general
popul ati on and then, if individuals who are vul nerabl e
are going to participate in the research, then we have
to judge it again and determne if it is still a
mnimal risk study or not and that that is a --
potentially a relative standard because it nmay be nore

than mnimal risk if vul nerable popul ations are



11
12
13
14
15
16
17
18
19
20
21
22
23
24

25

161

involved. So |I think there should be some di scussion
about that recommendati on.

The ot her recommendation is what was the old
3.10 or the new 3.11 and it relates -- it is the issue
of among those individuals who are vulnerable, if the
study involves nore than minimal risk, if the research
conponents involve nore than mnimal risk, and
i ndi vidual s are unable to give consent, then we
recomrend that that type of research go to a national
review board or a specially accredited |RB for review
and, hopefully, that sone gui dance would be -- would
follow after that type of research had been revi ewed
and we were famliar with it or the national board was
famliar with it.

In that recommendati on when we break that down
and | ook at the particular conmments that we received on
it, virtually all of those comments deal with the
recommendati on of sone type of national review or
addi tional, review and anong those comments, | think
agai n, they broke out into two categories. Those who
are not opposed to additional review or national review
but have concerns that there wll be unnecessary del ay
and then those who are opposed to it who feel that
| ocal I RBs should review that type of research.

| think that may be revisiting sone of the
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di scussion or issues that canme up when you were working
on the Capacity Report. But of the recommendati ons,
the old 3.10, the new 3.11 received -- one of them--
was one of the three recommendations to receive the
nost comments so | would |like to have some di scussion
on that recomendati on.

DR SHAPIRO Ckay. Wll, let's go to -- of
course, there may be other issues that will cone up
here but let's go to Recommendation 3.2, which has to
do with defining mnimal risk or giving sone way to
think about mnimal risk. Wll, | amnot going to
repeat what Marjorie said, just ask people how they
feel about the current status of 3.2.

DR CASSELL: Then we will go back to 3.17?

DR SHAPIRO OCh, yes. W wll go back to --
we definitely have to do 3.1 because | do not think it
I s adequate the way it stands. That definitely has to

be changed in ny view Let's just goto 3.2 first and

then we will go to 3.1. | guess thereis a new 3.1 --
DR MESLIN: He neant 3.1.
DR SPEERS: He said 3.1.
DR SHAPIRO O 3.1. Any one of the others
we will go back to.

DR SPEERS. Do you want to just go in order?
DR SHAPIRO No, let's take the two that you
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focused on first because a | ot of public coments cane
in on those. So let's do 3.2. Wuld people |like to
make changes?

Steve?

MR HOLTZMAN:  Well, | guess the question |
have about 3.2 is whether we are in agreenent on what
we want versus whether we are getting hung up and if
that is true are we just getting hung up on uses of
rel ati ve versus absolute. So ny sense of what we were
trying to do and I think we agreed to is look at the
general population, if it is nore risky than it would
be for the general population, it is nore than m ninma
risk.

And if it is less risky but it is less risky
only because of the condition of the individual
i nvol ved, e.g. who gets involved -- sonmeone who is
normal often gets stuck with needles and that -- that
IS not a good enough reason so that is what Bernie's
concern was.

And then we woul d al so then have roomin that
to deal with the kind of thing Freeman is tal king about
whi ch says that given that you are already in that
person's body for a procedure it is not -- it is nore -
- you are contextualized and that -- you are

contextualized and it is still relative to the general
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popul ation. If it is the general popul ation who has

al ready got their abdonen opened it up, it is no

additional risk to just take a little bit nore sanple.
I think that is what we said. Wether you use

rel ative or absolute, is there any di sagreenent with

t hat ?

DR SHAPI RO That was the way | thought about
it and | think the relative or absolute we ought to put
aside. (Qbviously absolute is not the right way to
descri be that because we do allow for changes so that
Issue we will have to take care of but | do not think

we di sagree on that issue. Let's not get held up on

t hat . But it is ny understanding that is what 3.2
does.

MR HOLTZMAN: That is how | read 3. 2.

DR SHAPIRO Yes, right. |If it does not say
that then we have a probl em

Yes?

PROFESSOR CHARO  Yes. Would you prefer
comments about the actual |anguage to be done at the
tabl e or handed in?

DR SHAPIRO No, if it is not a substantive
I ssue why don't you just -- you know, use your
judgnent, Alta. | nean, whatever you would |ike but, |

mean, | think if it can be handled sinply as a matter
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of sinple | anguage and not a matter of substance then
we -- if you just hand it in, that is a lot easier for
us to handl e.

PROFESSOR CHARO. Well, it is a dramatic
rewite but it is not ained at trying to change the
substance. It is just arewite.

DR SHAPIRO Ckay. Wll, why don't you --

PROFESSOR CHARO | will just hand it in.

DR SHAPIRO -- hand it in and we can share
It wth everybody but it would be hard for us to deal
with it at the table --

PROFESSOR CHARO. That is fine.

DR SHAPIRO -- in any effective way since we
do not have copies yet.

DR COX: | think this illustration, though
of the absolute versus relative, is a really excellent
illustration of why having the central office mght be
useful because no matter how nmuch you wite things down
when that cones up, the central office can nake sort of
statenents about this. W are not going to be able to
put every single one of these in our report. This one
we can put in because it was from public conment but
these will come up all the tine.

DR SHAPIRO R ght. GCkay.

Any ot her comments on 3.2? | think, Marjorie,
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you found out that we had a substantive agreenment on
what we are trying to get acconplished here and we w ||
| ook at the alternative | anguage.

DR COX: Wiich is good news.

DR SHAPIRO Ckay. Wiy don't we go then to

3.11 and then we will cone back and deal with other

Issues. Turn to 3.11. | do not know which page it is
on. | amactually working on the -- 3.11 is changed in
a nunber of ways. |In fact, | have been going through -

- going back and forth with Marjorie and Eric over the
| ast four or five days. W have had a nunber of
different versions of it and I would like to pass
around for your consideration a sonewhat different

ver sion and maybe give you a few mnutes to just read
that. This is 3.11.

And it is -- the version that is com ng around
is not meant to change what | understood to be the
substantive nature of this but just clarified it for ne
I n a nunber of ways.

For one thing the original version, at |east
that | was working with, put the decision on whether
certain conponents were greater than mninmal risk and I
have changed that in here to say if any conponent is
nore than mnimal risk regardl ess of which conponent it

came from whether it was in the research only
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conmponent or the clinical only conponent, the issue was
I f any conponent is nore than mnimal risk this stuff
starts happeni ng.

That was really -- and the other was just
clarifying |l anguage. That was really the only
substantive change | believe that | nade.

There are other issues we may want to di scuss
in a few nonents on 3.11 but that is the only way this
was changed. It was really just to sinplify it and
clarify an issue.

PROFESSOR CHARO It actually works very well.

DR MIKE There is no section 3 in the
revi sed version.

DR SHAPIRO There is no section 3 and let ne
remnd nyself what section 3 was.

M5. KRAMER  That was a version that was two
ver si ons ago.

DR MIKE | amlooking at the one that is --

M5. KRAMER  Right, but then there was
anot her.

(Si mul t aneous di scussi on.)

PROFESSOR CAPRON:  |Is this the sane as the e-
mai | ?

(Si mul t aneous di scussion.)
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DR SHAPIRO That one, that is right. Again
there was only one substantive change | nmade in
redrafting this. It is not a-- it could be the sane.

(Si mul t aneous di scussion.)

DR SHAPI RO The one substantive change |
made was to focus on any conponent about mninmal risk
or not. Everything else is just sone, | thought,
| anguage that nmade it sonewhat clearer or it may or nay
not be true but that is how | thought about it.

DR SPEERS. There are three -- unfortunately,
now there are three versions of 3.11. There is the
3.11 that is in your briefing book. There is an edited
version of 3.11 that was sent out by e-mail and it is -
- if you are using this handout with the table form

that is in there, and then there is the one that Harold

has -- that we just passed out now for Harol d.
PROFESSOR CAPRON.  (One nore denonstration that
this comm ssion cannot get by w thout schol ar and

bi bl i cal herneneutics. | nean soneone --

DR SHAPIRO | amglad you are here with us,
Al ex.

(Laughter.)

PROFESSOR CAPRON:  And JimChildress is the
cl osest one we have and he is not here.

DR SHAPIRO W will put himon the phone if
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we can get him

PROFESSOR CHARO | would like to put in an
endorsenent for the latest version of 3.11 that was
just distributed at the table. It seens to be clear,
chronological in its review process, and it nakes it
very easy to understand what are we supposed to do and
when. And for the people who are criticizing it, |
suspect they are exactly the sane peopl e that
criticized the capacity report, and I would like to
urge us not to revisit the capacity report but to
continue to endorse its conclusions there and here.

DR SHAPIRO Well, the particular issue that
Marjorie and | think Alta is also referring to now has
to do wth, | think, when research involves nore than
m ni mal risk, what happens and when it has to, in fact,
go to sonet hing beyond the |local IRB, which is nore
than m nimal risk, unable to give consent category.

Steve?

MR HOLTZMAN:  And just for clarification
wi thout revisiting the capacity report, are children
clearly unable to give informed consent in the sense of
what has just been handed out? And if so, then it is
not sinply revisiting the capacity report, it is rather
agreeing not to revisit the capacity report. W are

al so agreeing to the extension of the logic of the
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capacity report.

PROFESSOR CHARO:  Qops.

DR SHAPIRO Well, | think there is a whole
series of issues with children which, in fact, are not
dealt with in this report, which this is only one.
That has to be dealt with over tine.

Yes, Larry?

DR MIKE Just a mnor point. In your
revision, maybe it was just a short cut but 2(b) does
not say anything about as long as there -- a legally
aut hori zed representative has approved just to be

consi stent between --

DR SHAPIRO | see. It would need that plus
a review

DR MIKE: Yes.

DR SHAPIRO | understand what you are
sayi ng.

PROFESSOR CHARO A question?

DR SHAPI RO Yes.

PROFESSOR CHARO | thought | renenbered but |
could be wong, | thought | renmenbered an earlier
di scussion in which there was an agreenent to not have

this report cover special concerns about children.
DR SHAPIRO That is correct.
PROFESSOR CHARO  Because it was going to take
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a full scale report in and of itself.

DR SHAPIRO That is correct. | think there
Is sonething in the report that says that.

PROFESSOR CHARO. So that would be -- this
woul d be a nonent then in the text to reiterate again,
perhaps for clarity, that the report is not handling
t he question of research with children and focusing
only on adult inconpetence.

DR SHAPI RO  Bernie?

DR LO Yes. | appreciate the desire not to
revisit the capacity report. M concern is the exanple
given in the text of research on kids with | eukem a.

It is probably one of the big success stories of human
research and if we are not going to deal with children,
| et' s change the exanple because | think it is so
counter intuitive to what many of all stripes would say
is the type of research that we do not want to send to
a national review body because we do not see what is to
be gained and it is going to sl ow down research in an
area that has already proven to be of incredible
benefit to kids who, when no research was bei ng done,
were dooned to a death sentence.

So | think that, you know, there is this
tensi on between not wanting to let things slip by that

review but if you do not do the research, the people
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who you do not do research on will never get the
benefits of knowi ng what works and what does not. And
peds is a good exanple where a | ot of investigators,
against a |lot of odds, said, "Let's do research.”
Peopl e said, "You cannot and you are torturing the
kid," and nowit is a curable disease in 90 sone
percent of cancers.

So let's at | east change the exanpl e.

DR SHAPIRO | think that is absolutely
right.

Q her comments? Al ex?

PROFESSOR CAPRON:  What happens in the
category between A and B? There seens to be a | acuna
there. You have on the one hand those who are able and

those who are clearly unable. Wat about those who are

possi bly --

PROFESSOR CHARO  Uncl early unabl e.

PROFESSOR CAPRON:  May be unabl e.

DR SHAPIRO No, that bothered ne, too.

PROFESSOR CAPRON. After all, we went at great
|l engths in the capacity report to address that naybe
category, and one of the first issues to be decided is

where a particular subject or group of subjects falls
as to that research and the whol e notion of capacity

related to a particular type of intervention with a
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particul ar set of risks.

PROFESSOR BACKLAR: Particularly the issue of
peopl e who do have capacity at point -- tenporal point
A but may, in fact, |ose capacity during the progress
of the research.

DR SHAPIRO | amglad you raised that point
because when | reread it this norning that bothered ne
quite a bit also.

PROFESSOR CAPRON: Do we want to see this as
three categories or just as two, in which case it is
the adverb "clearly" that we do not want here.

DR SHAPI RO Maybe or sonet hi ng.

St eve?

MR HOLTZMAN.  You know, if we go back to
where this starts in the report, we are trying to get
away fromthe classification of individual groups and
we are going to give a conceptual basis for
vul nerability. So, not surprisingly, the first draft
of this tal ked about what you could and could not do
with respect to people who were vul nerable, right,
where vul nerable has to do with whether or not their
consent can be genui ne.

So now having noved off of that, because it
seened to throw the net potentially too w dely,

guestion mark, are we now getting ourselves into these
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deep waters, which we were trying to find a way out of
by trying to give a conceptual franmework for
vul nerabi lity?

| amasking first if that is what is happening
to us here and then we can figure -- if not, they do
not have to pilot out of it.

DR SHAPIRO Wl |, speaking for nyself, | did
not think about it that way. That is not the process
that ny own thinking went through. | cannot speak for
anyone el se.

But | wanted -- as | |looked at this, |
recogni zed the problemthat Al ex raised and we have to
resolve that. But it seened to nme we wanted sone
I ndi cation of how we thought this m ght be handl ed and
that is as far as ny thinking went.

PROFESSOR BACKLAR: But it does not seemto ne
that we are identifying popul ations here. W are still
i dentifying individuals and that is the whole point of
t he devel opnent of that nodel of vulnerability, that we
are | ooking at individual vulnerability, not popul ation
vulnerability. And so | think that the issue is not --

DR SHAPI RO Al ex?

PROFESSOR BACKLAR: -- not the one that you
t hought .

DR SHAPI RO Excuse ne, | amsorry.
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PROFESSOR BACKLAR:  But --

PROFESSOR CAPRON: CGo ahead.

DR SHAPIRO | did not -- | thought you were
through. | amsorry.

PROFESSOR BACKLAR: But | think the point that
Al ex made before is extrenely inportant and we have to
find sone way out of it and it may be that taking a --
It is not just that -- even taking clearly away that
you are saying unable to get consent. W are naking
that a category and we nmay have i ndividual s who can
gi ve consent now but not |ater.

DR SHAPI RO Al ex?

PROFESSOR CAPRON: It seens to ne that when we
are thinking of this as an I RB process, the IRB is not
| ooki ng at individuals. They are |ooking at a group of
prospective participants about whom sone things are
known. This is research on the kind of condition which
may interfere wth individuals being able to consent
now or at sone point during the research process.

But the IRB is not neeting Bob and Sue and Ted
and Alice, and making judgnments. Sonebody may make
j udgnent s about them but the question as to whether or
not the research should get admnistrative review or
|l ocal IRB review or |ocal IRB review and sonething nore

i's not sonmet hing which is going to depend upon
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know edge of any individual.
And so we have got to be clear that we are in
a way tal king about a group of people who have

potential vulnerabilities, right? |Is that not correct?

So when you get down to getting consent from
any one person, soneone who is in that category nmay be
j udged by soneone, probably better not just the
resear cher herself but sonebody else as well as this
person actually is able to evaluate all the risks here
and nake a consent that would be valid and even if it

Is nore than m nimal research they could consent to it.

Thi s person cannot do that and, therefore,
sone of these other things have to be triggered. The
IRB will have conme before all that. | nean, they are
going to have to deci de about that process and whet her
it wll be adequate. So | ama little concerned that
we not think that we have avoided this problemby --
well, we are not tal king about vulnerabilities in the
old way. Well, we are not tal king about in the old way
wi th everybody in nmental institutions, every prisoner,
every child. O course, we are not talking about

children at all. But | nean everybody in huge groups.
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But if you are doing this kind of research

with --
PROFESSOR BACKLAR:  People with Al zhei nmer's.
PROFESSOR CAPRON:  -- people with Al zheiner's
you are going to be -- you are going to have to say yes
as it -- there are potential vulnerabilities here. W

are going to have to have sone process for saying is it
mninmal risk or nore than mninmal risk and then, within
that, can this individual consent but the IRB is not
going to be involved with that process. They are going
to have to have nade their decisions before you get to
t hat point.

DR SHAPI RO A couple of people want to speak
but first there is Larry and then Eric.

DR MIKE Just |ooking again at this
recomendati on, what Steve said just struck a note,
which is that this is a section about vulnerabilities,
tal ki ng about socially vul nerable, economcally
vul nerabl e, and yet this recommendation is really not
about all of those people even though it is listed as
dealing with vul nerabilities.

This is nore about people with inpaired
capacity so | amlooking at this and | say if |I had no
vulnerability -- if I were a Protestant Wiite nale in

Anerica, mddle-class, et cetera, this could apply to
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me if | had no capacity to consent. So this is really
not -- and so | amthinking we have al ready addressed
this issue in the capacity report. So why do we need
this in this report?

DR SHAPIRO Ckay. | want to |let other
peopl e speak. | have ny own answer to this but let's

get other people to speak. Eric, then Steve, then

Davi d.

DR CASSELL: | have sone feeling about that
but | also -- again this may have been argued out to
death but | -- the dividing of research into the parts

that have greater than and the parts that are really
quite safe. It is either research or it is not and ny
concern i s sonebody designs a study and in that study
they are about to give a drug which, in and of itself,
Is not risky but to find out whether the drug does any
nore they do things that do have greater than m nina
ri sk as the exanple given but you are right about

| eavi ng behi nd chil dhood | eukem a.

Now if it is the proper way to do that study,
it is part of the study. There would not be
conceivably, if that is the proper way to do the study,
any study in which only the drug is given. And there
woul d not be a study in which only the risky part was

done. The study is the study.
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W woul d |ike investigators to cone away
under standi ng that they nust be very careful about
their studies but we want themto understand if they do
not nodify their study in order to neet a mnimal risk
standard, to nodify their study only to the extent that

it provides -- it does the job it was neant to do.
This sort of inplies that you can do that, that you can
nove your study around a little bit. | see no
advantage of it at this tine.

DR SHAPI RO  Steve?

MR HOLTZMAN. Two things. The first to
Larry. | think if we ook at the list of
vul nerabilities, we do have capacity related cognitive
di sabilities.

DR MIKE No, | understand. Wat | am
saying is this applies to all vulnerabilities.

MR HOLTZMAN.  Ri ght.

DR MIKE: Wich really does apply to the
capacity.

MR HOLTZMAN: So, Al ex, speaking about how
you were framng it, so suppose ny population, | go to
the IRB, | want to performa study, which is nore than
mnimal risk on patients with A zheiner's. If |
i nclude, as an exclusion criteria for the subjects, all

right, or inclusion/exclusion, I will only include
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t hose capabl e of consenting, then | would not need the
national review Wereas if | throw the bucket nore
wi dely then | would and then the way it would play
itself out if the local IRB then approved it because |
excl uded those unable to consent, if | then canme upon
that individual | would not include them

PROFESSOR CAPRON:. O the IRB mght say to you
we want an i ndependent nmechanismto screen people and
make sure they are in category A or in category B.

MR HOLTZMAN: Ckay. That is the way it would
play out. Ckay.

DR SHAPIRO kay. Trish, you are on the
list.

Davi d?

DR COX: Yes. It is in this mddle ground
bet ween those people that clearly can consent and those
that cannot. So it is a point of clarification for
nysel f because as | was thinking about that
operationally along the lines that Steve was just doing
it, so for me -- this is just a personal thing -- if I
was i n doubt, okay, of whether a person could or could
not, I would like to err on the side that they could
not .

Now i s there a consensus anong the conm ssion

about where we are on that because if people -- if
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there is a consensus about that then it is really

strai ght forward what you do with the people in the
mddle. |If there is not a consensus about it, then how
we deal with it is going to be extrenely difficult.

DR SHAPIRO Well, | want -- Trish wants to
speak on this issue. It is ny ow sense that it was
unfortunate to use words like “clearly” unable. It
created a class unnecessarily fromthe way | | ook at
this. |If you take out the word "clearly" | understand
this a lot better and | do not know why they used that
word. They used that word -- now that | think about
it.

PROFESSOR BACKLAR  Everyone wants to say

may be.

DR SHAPI RO Yes.

( Si mul t aneous di scussion.)

DR COX: That was -- yes, that was sort of ny
poi nt because unl ess sonebody can really do it, | would

like to be under the presunption --

DR SHAPIRO But | have a series of coments
| want to make on this but I want to let Trish be
first.

PROFESSOR BACKLAR: It is actually not
terribly inportant except that | think that it is

i mportant to understand that we can still use these
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types of vulnerability, and that woul d cover those who
can consent and those who may not, because they are
vul nerabl e to cognitive difficulties.

DR SHAPIRO | think | want to raise a
general issue here which has bothered ne every tine |
have read through this section on vulnerabilities. |
nmean, | do |ike the new nodel, if | could call it that,
and so on but -- and we all agree and have said and we
have heard in public coments again today that, you
know, all groups should be included. W do not want --
we want to give people equitable access to trials, et
cetera, et cetera, for all the reasons that we
under st and.

However, it is true that there are -- sone
peopl e have sort of brought up one way or another here
-- incentives not to do that because as soon as you get
to that you have got another barrier to overcone. And
| do not know any way around that.

Now to give exanples |ike you are studying --
| guess the exanple given here was Al zheiner's
patients. That is already a group which one has to
obvi ously be very thoughtful and careful with. But
supposi ngly you are not selecting any particul ar target
group like that but you are trying to test a drug on

the population in general. You are very likely to get
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a vul nerabl e person in there especially with our new
definition of vulnerable. R ght? You can be
vul nerable as Larry said for a large variety of
reasons.

And any tinme that vulnerability comes in under
-- especially if you are unable to give consent and so
on, you stand a chance of having to get a higher
hurdle. | do not know what to do about this issue in
ny own mnd frankly. The fact that you do have that
I ncentive. There is every incentive for soneone who
comes up with a study and sonebody who cones through as
a possible potential participant. You |look at that and
say this vulnerability sort of caused ne sone
difficulty but we get sone other participants here.

Alta?

PROFESSOR CHARO. Well, first, | think that
there is a legitimte difference -- | think there is a
l egitimate reason to differentiate between the nmany
ki nds of factors that we have identified as maki ng sone
peopl e vul nerabl e and the specific phenonenon of
i mpai red deci si on maki ng because inpaired decision
making is at the essence of being able to protect
yoursel f. The whol e notion of autonony and being abl e
to, you know, refuse and to consent, a lot of this is

about the ability of a person to say | can protect
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nyself by saying no. It is at the core of it.
Certainly other aspects of people's
rel ati onshi ps can nmake that difficult to do. | can be
In a situation where it is difficult to exercise
autonony. That is why we are calling those situations
ones that raise concerns about vulnerability but none
of themare essential as the actual intrinsic inability
to nake a deci sion. | do think that you can
di stinguish these things and treat them separately.
Second, the ones that have to do with capacity
to make decisions are the only ones that raise the
I ssue of secondary surrogate decision makers, which is
anot her reason to separate this out. So it does seem
to ne that we can start by separating them and then
next, yes, we can pick up people with a variety of
vul nerabilities but I think the concern we have
primarily is research that is recruiting a popul ation
that we can predict will be vul nerable in the context
of this research
Al right. It is not that all research runs
the risk of picking up sonmebody who turns out to
vul nerable. It is that sone research is designed
deliberately to work with a popul ation which for this
research protocol is sonmewhat vul nerable. Right?

Therefore, what we mght want to say is
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sonet hing as sinple as when a research protoco
proposes to study a population that is made up of

vul nerabl e individuals for that research, vulnerable
in that context, then the protocol nust be revi ewed by
the entire IRB before it is approved. W do not want
to give it a fast pass. It needs to get a conplete

|l ook and that is all that has to be said there.

There is no issue about secondary deci sion
makers and the Iimts of their discretion and the need
to go to national boards or any of that.

Next, totally separately what Harold drafted
with the word "clearly" deleted, right, and just saying
abl e and unabl e, | think, would no | onger be about
vul nerabl e individuals but it would be specifically
about individuals with inpaired -- you know, i npaired
capacity to nake decisions and it would cross reference
to the capacity report for further details about howto
assess the capacity of the individuals, et cetera, et
cetera.

But that way | think we can tease apart these
procedural sequel ae of certain kinds of prelimnary
findi ngs about the nature of the vulnerability.

DR SHAPI RO  Steve and then Al ex.

MR HOLTZMAN. There were two different

el enents in what you said. One had to do with the
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teasing apart of cognitive capacity versus other kinds
of vulnerabilities which inpair your autonony.

PROFESSOR CHARO  Right .

MR HOLTZMAN. The other was the second hal f
of what you did, about howto split it apart and the
ki nds of studies. | agree with the second.

| amwondering if you really want to nake that
first distinction limting this to cognitive capacity -
- cognitive inmpairment -- because | took the essence of
this analysis of vulnerabilities to be basically saying
that what we care about is genuine inforned consent.
There are many ways in which it can cone to be the case
that a group of persons or a person who failed to be
able to give genuine informed consent, only one of
which is cognitive inability. Therefore, you need to
ascertain whether -- what, if any, and which
vulnerabilities are in play intrinsically in the study
and then ask whether the right kinds of protections
have been put in place to ensure that the consent can
be i nf or ned.

| think that may be generalizable, Alta. | do
not think you are going to want this watershed.

PROFESSOR CHARO May | try to answer?

DR SHAPI RO Yes.

PROFESSOR CHARO | think actually we coul d
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split it differently. W could say research that is
aimed at people's vulnerabilities, period, and do not
distinguish. It has to go to the full IRB. And then
anot her one that says research that involves people,
who cannot consent for thensel ves because of

I nconpet ence, has this set of special rules about
secondary deci si on makers because that is only about
secondary deci si on nmakers. But | do not think that
the issue of vulnerability is entirely about inforned
consent. | think it goes beyond that.

MR HOLTZMAN: To what ?

PROFESSOR CHARO Wl |, for exanple, if | were
doi ng research on a population that is made up entirely
of African Anmericans, they are perfectly conpetent,
perfectly capabl e of exercising informed consent, all
right, but it may not be apparent to each person who is
being recruited that this research is being ained
exclusively at the African Anmerican popul ation. And
because of the kinds of concerns we have identified
bef ore, about the way in which groups that have
hi storically been discrimnated agai nst can be targeted
for research that will further stigmatize that group.
Al right. | think it is appropriate for an IRB to ask
the researcher why are you targeting African Anericans

in this research. |s there sone reason for it?
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It is not that any individual there is unable
to exercise informed consent. It is that the structure
of the protocol has a justice problem See the
vulnerability to me is not only about the ability to
make i ndi vi dual decisions for yourself. It is about
the justice of the selection of the subjects. Wy are
you pi cking these people and not others? How are you
distributing risks across the population? And that is
harder to pick up at an individualized |evel. And it
has nothing to do wth the individual vulnerability of
t hose people. R ght?

DR CASSELL: Yes, it does.

DR SHAPIRO Alex and then Eric.

PROFESSOR CAPRON: | find nyself in agreenent
w th both of you.

(Laughter.)

PROFESSOR CAPRON:  And it is not, | think,
because | amof two m nds but because | think you
actually are not that far apart.

Your exanple, as you gave it, Alta, to ne took
on wei ght as an inportant exanpl e because you said the
I ndi vi dual subjects would not be in a position, in
bei ng asked to participate, to know a very rel evant
fact, which is that they were not chosen solely as

i ndi vidual s but as African American individual s.
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And because of the risks to the popul ation,
what makes this group vul nerable is being selected that
way, the IRB ought to look at it and ought to ask that
guesti on.

The safeguards that they would put in place
woul d be either redesign the study because you do not
really need to | ook at African Anericans or Jews or
what ever other group. You could | ook nore broadly and
you will avoid the stigma aspect.

Do your research in a way that does not take -
- does not lead to stigmatizing results. Go to sone
formof community consultation to say the results are

i mportant enough that even if they involve stignma, our

group needs to know. | nean, they are about to do sone
drug now on -- a heart nedication for African
Anericans, | read the other day in the newspaper

because the existing treatnents do not work as well as
they should as they do with White people.

| do not know what the story here is but
sonmeone mght say that is a good reason. W al r eady
know that this group has a di sease now and we are
| ooking for a specific treatnent for the disease. 1In
ot her words, they m ght have an argunent.

There are any nunber of things dependi ng on

what the vulnerability is. The inportant thing is that
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it got IRBreview, full IRB review, not adm nistrative

| RB review and that the protections were put in. They

do not have to have secondary proxy consent because the
question of vulnerability is not nental capacity.

PROFESSOR CHARO  Ri ght .

PROFESSOR CAPRON:  So | do not -- | think we
can do this all within a single recommendati on and what
we can pull out maybe for commentary is a description
of which kinds of suitable safeguards are appropriate
dependi ng upon what you are responding to. This is
anot her step towards maki ng our recommendati ons ained -
- to indicate what objective we are aimng to rather
than in the reconmendation itself going into trying in
subpart (a), subpart (b), subpart (c) to spell out if
It isthis, we do that. Just in the text we say
exanpl es of things because then we can be illustrative
rather than trying to be definitive if we had covered
all the bases. And | think that can be done in a
si ngl e reconmendati on

If I may throw one other formof vulnerability
on the table, one of the main concerns is, are all
patients who are recruited for research on their
di sease vul nerable for which a safeguard i s having
soneone different than their own doctor do the

recruiting, it would seemto nme that that is an issue.
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And coul d you add on any econom c necessity on
a patient -- in a patient who has sone difficulty
getting treatnment, the opportunity to have free
research to themis enornously attractive to ne to the
poi nt where | may not exercise the kind of self-
protection that sonmeone w thout that particular
vul nerability, econom c and nedical vulnerability,
woul d exercise in nmaking a judgnment about the risks of
t he research.

And it seens to ne again we ought to give that
as an illustration and what renedies there are for
t hat .

DR SHAPIRO Eric?

DR CASSELL: Wll, there nmay very well be
justice issues in such a thing and they m ght have to
be dealt with as justice issues but it is really a
matter of infornmed consent. Al ex said that people
entering that study are not in a position to know t hat
only X, Y, Z. Once they are not in the position to
know, they are not fully inforned.

DR. DUMAS: They are not what?

CASSELL: Fully inforned.
DUVAS:. That is right.

3% D

CASSELL: They cannot mnake i nforned
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consent .

DR SHAPI RO Rnhet augh?

DR DUVAS: | amhaving a lot of difficult
with the -- | amhaving a lot of trouble with the
concept of vulnerability. It places the onus on the

subj ects for sonething that sounds to nme Iike having to
do with the way that the researcher goes about his or
her busi ness.

For exanple, if the person is not in the
position to know sone things about the research, then
It seens to ne that the problemis not the
vul nerability of the subject. It has to do with the
approach of the researcher. |[If they do not know
certain things about the research, then they have not
been fully inforned.

The other thing that bothers ne about this is
the possibility of the danger that groups m ght be
| abel ed vul nerabl e and, therefore, excluded from
research that they really would need or could profit
frombeing involved in. So | just struggle with that -

- you know, with that concept.

DR SHAPIRO | think --

DR DUVAS: | wish it had another word.
DR SHAPIRC well --

DR.

DUVAS: They are supposed to be inforned
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and no matter what their soci oeconom ¢ background is.

DR SHAPIRO Yes. Sure. No, | think we
agree on that.

Ber ni e?

DR LO Well, vulnerability is sort of
capacity. It depends on, not just the individual but
the circunstances, and so to use the exanples we have
been throwi ng around, vulnerability does not depend on
the sort of cognitive state of the individual or their
et hni ¢ background. It depends on what they are told,
what steps are taken to mtigate the fact that, you
know, you are getting care in the clinic that is also
trying to recruit you

And so, | nean, | think we need to say that
nore explicitly and to sort of nmake sure it does not
seemto be a quality residing solely in individual
subj ect s.

DR DUMAS: Then | think we ought to use the -
- we ought to talk about the situation and not about
t he subj ect.

DR SHAPIRO  Arturo?

DR LO  Wul nerabl e situation.

DR DUVAS: Yes.

DR BRITO Between this proposed

reconmendation and | do not nean your version -- given
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the ol der version of this proposed recomendati on and
the way we deal with the recommendation, | think, it is
the next one, 3.12, with defining vul nerable -- or

deal ing with vul nerabl e popul ati ons and the anal yti cal
approach. The anal ytical approach to vulnerability
deals with individuals but what -- this is really
dealing with groups of individuals and tal ki ng about
prospective participants. So | think this is where
sonme of the conplexity lies. It is alnost

contradi ctory when you are tal king about groups in one
end fromthe end of the conponents of the research and
then you get into the part about how to define sonebody
who is vul nerabl e when you tal k about i ndividuals.

And, | think, at least is where sone of the confusion
conplexity lies.

So | think what we need to do is sonehow nmake
the transition fromthe groups to the individuals,
starting with the conponents, and whether or not we
define sonmeone as mnimal risk or not, but | could
foresee sone difficulty with, well, you are sitting on
an |RB and they go, | do not know how to apply this
because this may be a group of individuals that | do
not consider to be vul nerable but we are placing this
group at greater than mninmal risk, but then you get to

the individuals within that group, how do you define
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when sonebody is vulnerable within that group. There
are sone -- sonething here and just based on what --
sonet hi ng that Rhetaugh just said, it just nmakes it a
little nore conpl ex.

DR SHAPIRO | think there are two things you
have to al ways renenber about these things so we do not
make a hard problem even harder, that is what we are
trying to figure out here is what level of reviewis
required. W are not trying to say go ahead, do not go
ahead, do it, do not do it, right. It is what |evel of
reviewis required. That is all this is trying to dea
with, not that it is dealt with appropriately.

DR BRITO Ckay.

DR SHAPI RO W have to nake sone changes but
that is all that is required and then --

DR BRITO Wen we deal with vulnerability --

DR SHAPIRO -- it is always true that if you
want extra protection for vulnerabilities of any kind
defined in any situation or any situational context,
there is going to be an incentive not to go there for
the research. | do not know how you get around that.

Even t hough we believe in justice and
sel ection of participants and so on and we sonmehow have
to learn or find a way and learn to deal with this

issue or to live with it but I do not know that as |ong
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as you say peopl e are vul nerabl e, however defi ned,
require extra protections or extra review or extra
anyt hi ng than you have a resulting, you know, extra
hurdle to go over, whichis -- | nmean, it is fine as
far as | am concerned but you cannot wal k away from
that issue. That is there.

DR BRITO Can | --

DR SHAPI RO.  Sure.

DR BRITO | agree with that. The confusion
Is that if sonmebody -- sonebody that cannot give
I nformed consent for whatever reason is by definition
vul ner abl e.

DR, SHAPIRO Right.

DR BRITO So when we get to the anal yti cal
approach to vulnerability we are dealing with
i ndividuals. Here we are giving recommendati ons on how
to deal with --

DR SHAPIRO | understand that. | agree with
that part of it. | agree.

Alta, and then who el se? Bernie and Steve?

Ckay.

Alta, Bernie, Steve.

PROFESSOR CHARO | think that there are -- in
reaction to Rhetaugh's comments, | think that there

really are different causes for people being in a
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vul nerabl e situation. One set of causes has to do with
an intrinsic characteristic and here | think very
specifically about things that nmake peopl e i nconpetent
to nake their own decisions and that includes age and
nmental capacity.

| think nost of us would agree that sonebody
who is in a conma, for exanple, is going to be
intrinsically vulnerable in any research setting.

| also think that as you said they raise very
speci al issues about surrogate decision making and it
Is actually leading nme to consider that we m ght want
to drop any reference here to inconpetent adults as
well and clean this -- streamine this report even one
nore step and say that it applies to conpetent adults
only because of the special issues that are rai sed when
you have surrogate deci sion making.

W& have got a report on capacity. W need a
report on children. Fetuses and enbryos are anot her
very special case and that is why they are not being
covered. And, therefore, when people cannot neke the
decision for thenselves, it is handl ed el sewhere. This
report is about peopl e nmaking decisions for thensel ves.

When they can nake deci sions for thensel ves,
it is a situational phenonenon. R ght? And so

sonmebody who is in economc straits, sonmebody who is in
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a patient-doctor relationship, can becone vulnerable in
a research context because of that relationship.

And then | think it actually is easier to
I mpl ement Al ex' s suggestion about trying to conme up
with a way to express in lists the various ways we have
observed over tine perfectly conpetent people
nonet hel ess becom ng vul nerable in a research setting.

Institutionalized persons who have | ost the habit of
acting autononously, even though they have absol utely
no nmental inpairnment, but the institutional setting has
a profound behavioral effect that renders them
vul nerabl e in many research settings, da, da, da. And
that mght sinplify this as well as destigmatize it.

DR SHAPIRO. W have a | ot of people who want
to speak now. Al right, Rhetaugh, then we will go to
Ber ni e next.

DR DUMAS: | would feel a lot nore
confortable if we focused our commentary on the need
for added protections because that is what | think we
are tal king about. And we woul d describe the
situations where it is likely that added protections
woul d be needed and that woul d take into consideration
t he groups, whatever we call it in vulnerability, but
it would not | abel the subjects as vul nerabl e people

but rather we woul d tal k about the kind of conditions
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that warrant special protections. Conditions |ike
those that Alta just described where people are in the
subordi nate position to others and do not feel the
freedomto say no and ot her exanpl es.

DR SHAPI RO  Bernie?

DR LO Sonebody said that we need to keep in
m nd sort of the purpose of this discussion and it
seens to nme one purpose is as a filter. Sort of what
| evel of IRB review or super |IRB review do you need.
And surely that is one of the ways we give added
protection to say you cannot do this on admnistrative
revi ew.

But in addition to that sort of filtering, it
seens to nme you are also highlighting certain
situations of certain populations in certain situations
where you want to give the IRBs and investigators
particul ar guidance. So it is not just a sort of
setting up barriers. | think we also have to | ook at
the other side and say now having called attention to
the fact that if you are using patients in nursing
hones or patients in the clinic where the -- all the
I nvestigators are also the doctors that not only have
we called attention to this fact and said you cannot do
this with adm nistrative revi ew.

But we also want to try and devel op sone
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guidelines or criteria so that if you followed these
certain criteria we are going to lay out, you can then
say, okay, you can now go through I RB review by just
sayi ng we have done A, B, C, D and E, as the guidelines
say, so we have addressed as best we can those factors
that create the vulnerability and we have done it to
the extent that standard practice is saying nowit is
okay to go ahead and do the research.

| would actually argue without going into a
super sort of national and regional |evel of IRB review
but I think we also want to hold out the idea that, by
I dentifying situations, we can then focus attention on
how you respond to or address or aneliorate the
situation or the vulnerability.

There are a | ot of standard things. You know,
you wait until a patient recovers. You have sone other
person do the consent process, whatever. | nean, there
are a nunber of things that if you do themall you nay
be able to say, okay, we recognize the vulnerability

and we have dealt with it so nowlet's go on and do the

research

Harol d's poi nt about providing an incentive to
sort of |leave -- to sort of exclude people as subjects
who are in need of having the research done, | think we

should just flat out address it as we did in the HBM
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report. W said, you know, we nmay appear to be
creating an incentive to strip identifiers, all
identifiers off all these sanples just so you can, you
know, push it through the system Do not do that
because it underm nes the science.

| think we just have to say there are certain
questions, if you are going to study certain questions,
the questions really apply to people with
vul nerabilities of the type Alta addressed. You know,
people with denentia are the ones who need the denentia
drug. People with severe depression need the
depression drugs. You know, it does not nmake sense if
you are interested in the question to try and doctor
the protocol to | eave out the people who are really the
target audi ence for your research question.

W just have to say that and say that, you
know, your scientific integrity has to play sone role
here that you do not do a study that has no
significance scientifically just because you can get it
t hrough the | RBs.

DR SHAPIRO Let ne just pose a slightly
different situation, Bernie. | think I understand what
you say. | was -- | understand the issue well if you
are targeting people with denentia. That is what you

want a drug for, people who are suffering fromthat
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problem What | was trying to think through in nmy head
Is what if you just take a sinple thing, a pain killer
or sonething, sonething which is -- and you are going
to have to try this out in a population. And the
guestion is in those kinds of studies where you just

m ght have -- turn out to have a few vul nerabl e people
just by the way you choose your sanple, and the way the
sanpl e wal ks in the door, or whatever it happens, how
do you deal with that situation because you want your
results to apply to as broad a group of people as
possi bl e?

And it is that situation | was trying to think
t hrough in ny head where the vul nerabl e people are not
those you are targeting with a particul ar di sease
probl em but they are just participating along with
everybody el se in a study.

DR LO Doesn't that depend trenendously on
the nature of the research question?

DR SHAPI RO,  Sure.

DR LO | nean, | do not know a priori why
there may be a reason to say that nursing hone patients
respond differently to pain killers than to people who
are wal king around in the comunity.

DR SHAPIRO R ght.

DR DUVAS: They are nore vulnerable to begin
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W t h.

DR LO Right, but I nean the real concerns |
have are they are ol der, they have inpaired renal
function, maybe nore of a risk for A bleeding, al
those things. But it seens to ne those questions you
can answer by taking a geriatric population in the
community so to the extent you are able to address the
pertinent questions --

DR SHAPI RO A good point.

DR LO -- nowyou start to get this genomcs
thing and say, well, in fact, there are biol ogical
di fferences the way different people netabolize drugs
or respond to drugs.

PROFESSOR CAPRON:  They have the nursing hone
gene.

DR LO Well, then you start to get problens
with, for exanple, African Anericans do not respond to
hypert ensi on nedi ci nes the way Caucasi ans do. So then
you do have to --

DR SHAPI RO | understand.

DR LO -- if you are really serious about
It, you have to target a particular -- but then there
Is a conpelling scientific reason to do so. To go back
to Rhetaugh's point, if in your consent process you

say, you know, we are recruiting African Anericans in
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the study, the reason we are doing this is because the
treatments we have devel oped -- that have been

devel oped really do not work as well for African
Anericans as for Caucasians. Al the studies have been
done in Caucasians, we think it is inportant to do
this.

So if you informthem vyou take away the
vul nerability, the people then have a choice as to
whet her -- you know, they say, "I accept that or that
Is a bunch of hooey and I amnot going to do the
study. "

DR SHAPIRO kay. Steve, you are on the
list. | do not knowif you still have concerns you are
weighing. So is Eric and so is Larry.

MR HOLTZMAN: Yes. | guess the one thing I
would like to say is | amnot as worried about being as
PC as maybe | should be here on the concepts of
vul nerability because at |least the way | read this
nodel, if one | ooks on page 58, it is trying to
actually say that vulnerability is contextual or
situationally bound. It could happen to anyone.

Right? It just so happens the way in general the world
Is configured at the nonment there are certain groups
where there should be a presunption that they nmay be

vul nerabl e in these ways.
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So in that sense | take this as a guidance to
| RBs to basically say, given the nature of the proposed
design, are any of the foll ow ng contextual
vul nerabilities -- you should see if they are in play
and that you shoul d have a hei ght ened awar eness t hat
the follow ng kinds of popul ations are here, that they
may or nmay not be in play and ask whet her your
protocol s have addressed them appropriately.

| think that is the gist of what we said here,
which again | think is a broader nodel where -- and
then it is just now you can go through your algorithns
and what do you do if they are in play or not.

DR SHAPIRO  FEric?

DR CASSELL: | think | have gotten lost. |
|l ook at this and I think, well, I amtrying to think of
research in sick people that does not deal with a
vul nerabl e population. [|f they were not vul nerable, we
woul d not be doing research on them And part of the
t hi ng about the research on a popul ati on of sick people
Is then getting consent. Everything that m ght put
themat risk should be -- they should be told about the
things that are putting themat risk.

If they -- and that up to now we have said
that handl es the issue of their vulnerability. If

there is a question of capacity that is a separate
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issue and, in fact, that is dealt with here in another
report.

But people are vulnerable. That is the -- |
cannot see how separating themout as a specia
popul ation is going to do anything but further
conplicate a situation which is already conplicated.

It does not nake for greater protection. The
protection in research risk should al ways be there.
Everybody is potentially vul nerable and that is why we
have risks spelled out in detail so that people know
what they are saying when they can and that is why we
al so rai se questions about the capacity of persons to
gi ve consent when sonething mght, in fact, cloud their
j udgnent .

DR SHAPI RO Larry?

DR MIKE \Well, we started -- the reason we
went along this path is we had this crazy quilt of
federal regulations saying this is a vul nerable
popul ation, this is a vulnerable population, this is a
vul nerabl e popul ation so we are going to an anal yti cal
approach. So let's renmenber that that is the reason
W were not addressing the whol e i ssue about whet her
anybody in research is a vul nerable person. | think we
all accept that and there are the other ways in which

to deal with them
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Having said that, | still want to return to
3.11 and 3.12 because | think 3.11 and 3.12 are
I nappropriate in this discussion in this chapter
because they are now, all of a sudden, taking out one
particular type of vulnerability that affects your
capacity to consent, which we have dealt with before in
the capacity report. Ganted it was [imted to people
with nmental illness but it seens to ne that if you | ook
at this -- again |l wll say it -- it does not
necessarily apply just to vul nerable popul ations. It
applies to people with inpaired capacity and one can
talk about it in the text and say that we -- in one
particular kind of vulnerability which affects the
basi ¢ decision to consent or not, we have dealt there
Wi th a special situation and reconmend that certain
speci al procedures |ike a national body, et cetera.

But | do not think it rises to the level of a
recommendati on when we are talking in a generic term
about the anal ytical approach to vulnerability.

DR SHAPIRO Ata?

PROFESSOR CHARO Now that we are actually
| ooking at this chart and there is an opportunity to
make comments about what is on it as well as what is
not on it and howit is constructed --

DR SHAPIRO Do you want to give the page
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nunber so everybody can fol |l ow?

PROFESSOR CHARO  Page 58, Chapter 3, Table
3.2.

| think returning to Alex's coment, and |
think it is consistent with what | am hearing fromthe
rest of the table, okay, what we would like to bring
out is the idea that there are certain groups of people
who, in certain situations, will be vul nerable and not
in others. Patients could be considered vul nerable
when it cones to being recruited by their doctor but
not vul nerable when it conmes to being recruited by a Pl

Ph. D. because the relational confusion is gone. R ght?

A non- Engl i sh speaki ng adult m ght be
consi dered when being recruited in English but not
vul nerabl e when being recruited in his or her native
| anguage.

And | think that is the goal of this table,
although it is clearly not enmerging well enough yet for
everybody to receive the nessage that way w thout the
probl em of stigmatization of the group qua group.
Right? And that is one problem

The second is the very choice of what
constitutes the groups on the list. | find the

presence of pregnant wonen here to be infuriating
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beyond description. There is no justification for it
inny mnd. |f your concern is about patients during
energency situations and | have no idea where that
differential came frombut that is the one that truly
annoyed ne. And social, yes. WlIl, the only

vul nerability they have is the fact that people view
them as vul nerable, unduly differential and inconpetent
to nmake decisions for thensel ves. Wher eas we happen
to mss people who are institutionalized, people who
are poor and people who are patients.

So to sone extent there is a problemin
ourselves in the sense of what groups are we
identifying for an analysis that yields an
under st andi ng of what nakes them vul nerable in which
situations, the very choice of groups. And notice, by
the way, that there is nothing here on race. The only
vaguel y ethnic thing is | anguages because we are scared
to say it or because we do not know what to say but
since the whole notion of vulnerability grew |l argely
out of race-based and religion-based experinmentation it
seens |ike we cannot afford to not confront it.

And so | amfinding nyself --

MR HOLTZMAN: You are not being fair.

PROFESSOR CHARO -- less than fully

sati sfied.
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MR HOLTZMAN: The groups were sel ected
because those are the groups specified in subparts B
t hr ough D.

PROFESSOR CHARO HI V positive injection drug
users are not specified there. Children with | ow
I ncomes and serious nedical conditions are not
specified there. | nean, so this goes beyond those
groups. R ght?

(Si mul t aneous di scussion.)

DR DUVMAS: You said that there are sone
condi tions under which a particular group nay be
vul nerabl e or may not be vulnerable. | think you are
going after the wong thing if we do that because the
groups are the groups. | think we need to tal k about
the situations --

PROFESSOR CHARO  Ri ght. So you want --

DR DUVAS. -- people are inadequate at sone
nmoments or whatever and tal k about the conditions.

PROFESSOR CHARO  So you want to tal k about
the situation so we would say situation one, physician
recruitment. Physicians can recruit their own
patients. Situation two, |anguage. People should not
recruit subjects in a | anguage other than subject’'s own
| anguage. Right?

DR DUVAS: It says that. Wen physicians
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recruit their own -- no, there are conditions under
whi ch added protections are needed. One situation is
where the sub -- the physician is recruiting their own
subj ects and the protections then can be described or
in a situation where the subjects that are being
recruited do not speak English. They need added
protection. What other protections do they need?
PROFESSOR CHARO Right. But you said let's

focus on the situation and not on the groups so | am

saying --

(Si mul t aneous di scussi on.)

PROFESSOR CHARO -- focus on physician
recruiters, focus on --

DR SHAPI RO Ckay.

(Si mul t aneous di scussi on.)

DR SHAPIRO W got the point.

DR CASSELL: A point of clarification.

DR SHAPI RO Yes.

DR CASSELL: Just a sinple English point. W
are using the word -- this is what | neant. W are now
usi ng the word "vul nerable"” in the same way we used to

say "open to coercion." |Is that correct?

DR SHAPIRO | think so, yes.

PROFESSOR CAPRON: | npaired autonony. Their
aut onony i s inpaired.
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DR CASSELL: So vulnerable in that sense, not
vul nerabl e in a physical sense, the way we usually use
the word "vulnerable.” This is the old thing about
prisoners -- excuse ne. This is that sane category
that years ago was called that, is that correct?

DR SHAPIRO | think so

DR CASSELL: ay. That is helpful to ne.
VW mght even put that in sonewhere for people who have
trouble with the word "vul nerable.”

DR SHAPIRO. There were a | ot of hands up
here a few mnutes ago but this -- | think this issue
is really central here and we are going to have to just
take a step back and think this through and see what
fits best here. | do not think we can get it all right
now but those have been very hel pful coments and we
will have to work on that so | amgoing to suggest that
we take --

PROFESSOR CAPRON:  Is vulnerability to fatigue
a category?

DR SHAPI RO  Yes. For that reason we are
going to take a break for 15 m nutes now and then get
t oget her and conti nue ot her aspects of Chapter 3.

(Whereupon, at 3:04 p.m, a break was taken.)

DR SHAPI RO  Col | eagues, could we reconvene?

Let ne talk for a nonent about how we w || proceed.
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Ve will -- Alta, | cannot conpete with this
conversation

How we wi || proceed, first of all in a nore
gl obal sense. W have a neeting scheduled in April
That is roughly a nonth fromnow. It is, in fact,
however going to be very difficult to get all these
changes nmade within that period of tinme and it does not
give us nuch time to go back and forth as we want to
ask the conm ssion questions and get sone feedback on
it.

If it were possible to schedule a neeting
early in May sone tine, and we will have to circul ate
anongst the nenbers to see what is possible, that woul d
in nmy mnd be preferable because we woul d have a nore
productive neeting. And | do not want to go | onger
than that because then we run into |ogistical problens
of getting this conpleted and done. So that is really
a matter of a few weeks but that is critical given the
work that has to be done on rewiting parts of this.

Now -- so we will circulate you |later tonorrow

or sonetime very soon about whether it is possible to

identify sonme early May dates. |[If that proves too
difficult because of, you know, 15 schedules -- it is
always difficult to find a date -- or 20 schedul es,

then we do our best to go to the April neeting and get
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as far as we can in that context. Al t hough that woul d
be ny second choice, it is certainly better than going
any farther out.

So that our two choices will be -- we will not
resolve it right this mnute because we will have to
check with everyone's schedule -- either to neet in the
April dates we had been keeping, which I think as |
said this norning were 18 and 19 or sonething |ike that
-- 17 and 18, excuse ne -- and whether we can find a
day in early May, which | think is slightly preferable
but it may turn out to be not feasible given
everybody's conmtnents.

So we will go along that route and we wil |
certainly be in touch on that issue.

Wth respect to the rest of the tinme we have
this afternoon, | think I would like to go through the
recomrendations in Chapter 3.1 just so that one by one
we can highlight what concerns people m ght have and to
the extent that they have any so that we w ||l know what
I ssues we have to contend with and how we can deal wth
t hem

So let's try to start. | guess Eric wanted to
say sonething about 3.1 a long tinme ago but anyone, of
course, the floor is open for everyone.

Tri sh, you have your hand high in the air.
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PROFESSOR BACKLAR: | just wanted to say that
| think that Alta's suggestion -- can you hear ne?

DR SHAPIRO. | can hear you, yes.

PROFESSOR BACKLAR. Ckay. -- was a very good
one and that we should think about that very seriously.

I did not know that we had cone to any agreenent about

it, that this report should | ook at conpetent
partici pants.

DR SHAPIRO That is an issue | want to think
t hrough because | think while it has sone very
attractive conponents because it obviously sinplifies a
whol e series of issues, | really want -- | want to
think it through a little nore carefully before going
t here.

PROFESSOR BACKLAR:  But could we have a chance

to discuss it?

DR SHAPIRO (nh, yes.

PROFESSOR BACKLAR: Before we | eave tonorrow.

DR SHAPI RO  Absolutely.

PROFESSOR BACKLAR:  Ckay.

DR SHAPIRO  Absolutely. |If we do not get to
It this afternoon, we will put it first in the agenda
t onor r ow.

kay. Let's nowtalk about -- if anybody
wants to raise any issues just going through these one
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by one. FEric?

DR CASSELL: This is 3.17?

DR SHAPIRO 3.1, yes.

DR CASSELL: Not 3 -- okay. | amsorry.

DR SHAPI RO  Ckay.

(Si mul t aneous di scussi on.)

DR SHAPIRO Eric does not want anything
ri ght now.

Ata?

PROFESSOR CHARO On 3.1, two things that
occurred to ne looking at it. The first is probably
the easier one which is that it contains two different
i deas that m ght be better broken out. The first is in
the first sentence about uniform-- consistent analysis
of risks and harns of benefits and the second has to do
wi th a conponent analysis, which people nmay choose yes
or no to adopt as the consistent analysis they are
going to apply.

DR SHAPI RO Yes.

PROFESSOR CHARO Wth regard to that first
sentence on the analysis of risks and harnms shoul d be
consistent, | would prefer if it specifically said and
shoul d i ncl ude nonphysi cal harns and benefits.

| had a discussion at |unch about the

possibility, and this would be one place one could do
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that, of an explicit acknow edgenent that nonphysical -
- or that noninvasive research we expect wll generally
not pose significant risks of harm although | RBs woul d
certainly be |Iooking for the circunstances where it
does because of sensitive issues, sensitive
popul ati ons, what ever.

But that in this way we can strongly signa
that there is a deep hope that while we are going to be
| ooki ng at bot h physi cal and nonphysi cal harns and
benefits and physical and nonphysical ki nds of
I nterventions in research, that we al so expect
categorically that you nmay be able to nove through
certain areas of noninvasive research rather rapidly.

DR SHAPIRO Eric?

DR CASSELL: | found ny pl ace again.

| would like to hear sone nore discussion of
t he advantage of breaking research into conponents
because | can think of disadvantages. Either the
research is what it is or it is not, and breaking it
I nto conponents woul d have to be justified, | think.

DR SHAPIRO Ckay. | think -- | do not know
who wants to answer that. Eric, do you want to answer
that or do you want ne to answer it?

DR MESLIN. | think you can

DR SHAPIRO Ckay. The notion was that we
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are trying to distinguish between research that offers
sone potential benefit directly to the individual

I nvol ved and research that is not. And if you classify
every -- it is sonmetines, | think, a little msleading
to classify the whole project as offering a potenti al
benefit when, in fact, only one small conponent of it
does and you might have quite risky conmponents that are
only research oriented and that you do not want to
really think of this as just offering -- the entire
protocol offering a direct benefit just because sone
smal | section of it does.

So | did not want to drag -- to use the now
di sgraced term "t herapeutic/ nont herapeutic research.”
| did not want to create -- speaking for nyself -- the
whol e thing is therapeutic just because sone small
portion had sone potential benefit.

DR CASSELL: Well, | amtrying to think of
sonme research that is directed towards the therapy in
whi ch the benefit is not in one snmall conponent of the
therapy while the risks are in nmany of the
interventions to find out whether that therapy has been
useful. 1In which case -- but the thing is a package.
You could not do the one w thout the other.

Now i f you had -- if you could say where one

part could be done without the other, that is a
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di fferent issue but then we wonder why --

DR SHAPIRO That is a different issue, |
agr ee.

DR CASSELL: -- put together in the first
pl ace.

DR SHAPI RO Agreed.

Alta?

PROFESSOR CHARO. Wl I, of course, there is
al ways a risk your exanple is not the right one but
here is one that occurs to ne. You are -- | am going
to take a bionedi cal exanple. You are testing two
different drugs for the treatnent of m!ld depression.
Right? So perfectly conpetent people and the research
does offer the prospect of sonme personal benefit

because you are testing two drugs, right, against one

anot her.

Al ongside this the Pl proposes to do a variety
of biopsies -- not biopsies here but let's say bone
marrow sanpl es, tissue sanpl es.

MR HOLTZMAN.  CSF.

PROFESSOR CHARO:  Say what ?

MR, HOLTZMAN.  CSF.

PROFESSOR CHARO CSF. In order to create a
dat abase that will be of sone use in the future. It
has not got any use now for this particul ar protocol.
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It is not about evaluating the drugs and the outcone
but you are going to be trying to collect infornmation
for the future.

Wul dn't you want to |l ook at that part of it
separately and ask are the risks reasonable for that
part of it?

DR CASSELL: Well, ny experience is receding
into the past but ny nore active coll eagues m ght point
out that is just bad research. That is sinply bad
research. They are doing two different things under
the guise of one study and if they are out to get a
dat abase about the spinal fluid and they are out to
hook that to a therapeutic thing, | think a lot of IRBs
woul d have trouble wth that one out --breaking up into

conponents. Wiy are they doing that in the first

pl ace? The research as a whol e does not stand
t oget her.

If, on the other hand, they say we need spi nal
fluid to find out what happens to this or that agent in

the spinal fluid and as long as we are there, instead
of just taking 10, let's take 15 m of spinal fluid,
once again we would say but that is not part of your
research even though, in fact, the risk is taking place
I n another part of it.

So | think as a whole you are criticizing the
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whol e piece of research. | do not see the point of
breaki ng that into two.

DR. SHAPIRO Qther comrents or questions
about this?

PROFESSOR CHARO  Eric, | will be happy to
yield that that exanple was a poor exanple but | know
this has cone up repeatedly in ny own IRB. | know that
there are exanples out there. | would not want to
abandon this until we could actually conme up with sone
concrete exanples as Bernie often points out.

DR CASSELL: Well, | would like to hear the
concrete exanples. | nean, this -- put themon e-mail
and let's see the concrete exanpl es and see how t hey
hang together and if they are persuasive | ameasy. |
am so conpliant.

DR SHAPIRO Al right.

St eve?

MR HOLTZMAN.  Well, here is a real exanple of
a protocol, and again you could argue it is actually
two different pieces of research put together, and it
I s becom ng very standard where if you are doing a drug
trial you will also want to collect a DNA sanple such
that you are able then hopefully to correlate a
pol ynor phi smw th drug response.

Ckay. So it 1is not going to be hel pful --
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that piece of research, the correlation -- the
phar macogenom ¢ nmarker research is not going to be
beneficial to that patient, right, but the only way you
can do that research is in conjunction with your drug
trial because those are the only subjects.

Now agai n you could say there are two
di fferent pieces of research going on

DR CASSELL: No, | say that is one piece of
research that part of which is beneficial -- directly
beneficial to the patient but the inportant part of the
research is why are those patients responding to the
drug and that is what your genetic analysis, | take it,
IS neant to answer.

MR HOLTZMAN: Right.

DR CASSELL: It is not a separate piece of
research

MR HOLTZMAN:  No, but again |I amnot sure why
you say it is -- whichis nore inportant. W are
trying to get that drug registered. W are doing a
Phase Il trial and we are collecting and | think what
this is saying is with respect to the drug trial, it is
a cancer drug, right, what we ought to be doing is
maki ng an adj udication on a different standard than

with respect to the collection of that genetic sanple.
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Now i n that case we woul d probably say that

second piece of the protocol is mnimal risk, al

right, and, therefore, it works. GCkay. And that is
the -- then the conponent analysis works in that case.
You are | ooking for a case where -- and we had one in
the text, didn't we, where judged as a whole it would
be yes, whereas judged conmponent it was no. And maybe
we ought to review that case and see whet her that

el uci dates matters for you.

DR SHAPIRO | agree it is a question of
bei ng convinced. | agree with the -- so we have to
provi de a persuasi ve exanple. | agree.

O her conments with respect to 3.17?

DR LG 3.17

DR SHAPIRO 3. 1.

Again if you have particul ar | anguage changes
t hose ought to just be handed directly to Marjorie.

Al ex?

PROFESSOR CAPRON: | apologize. You will tel
me quickly if | am addressing sonething that has been
resol ved but the whole division in the |ast few
sent ences between the conponents designed solely to
answer one and conponents designed to answer the
research questions struck nme as an odd division. Have

you just resolved that?
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Because what it suggested was that if you are
trying to answer the research question and offering the
prospect of direct benefit to participants, you could
only permt that when you judge the risks and benefits
as reasonable in relationship to those associated with
accepted practice.

Wiy the benefits to society fall out there is
just not clear to ne? |In other words, if you have an
i ntervention which you woul d al | ow because of its
benefits to society, even though it -- the risk and
benefits are not reasonable in relationship to those of
accepted practice because the benefits to society are
so great, why do you forget about those benefits to
society if you are now offering a prospect of direct
benefit to participants? It ought to be easier to
approve. Does that nake sense?

| could not -- and conversely in the previous
sentence when it says conponents designed solely to
answer the research question and offer no prospect of
direct benefit should be permtted when the | RB judges
the risks are reasonable in relationship to the
potential benefits to society but is there no limt if
you | ook at it the other way. |Is there no limt on the
rel ati onshi p between the risks and the risks that

peopl e would ordinarily run in interactions with
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researchers? That is to say could a very great benefit
to society be enough to allow a research project which
woul d i npose extraordinary risks?

| nmean, the exanple | always think of is there
were a | ot of people apparently in the astronaut corps
ready to go to the noon when all we had was a way to
get up there and no way to get back. And the argunent
was the benefit of society, which was partly scientific
and partly patriotic of being the first to get to the
noon was thought by those people to be fine and NASA
said, "No, we cannot do that." And that was partly
prudential that the reaction against it will be
terrible but it was partly also ethical. It would not
be right to take advantage of people's willingness to
do sonmething to send themon a suicide mssion just so
that we can be first on the noon.

And so there is sone |[imt even when there are
great benefits to society -- potential benefits to
society. There is sone limt to what researchers and
| RBs ought to approve. So that it seenmed to ne the
bi furcation of those two -- it was odd to have one
el emrent only counted in one place and one el enent
counted on the other place. So that is -- that has not
been di scussed yet. Ckay. | hope you can address

t hat .
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DR, SHAPI RO  Yes.

Steve?

PROFESSOR CAPRON:  Uh-oh, | am worri ed.

MR HOLTZVMAN.  Well, you say it is odd but I
think that is the intent. So let's take what you just
said. Conponents designed to answer the research
question offering the prospect of direct benefit should
be permtted. That one. And you said, well, when
would it be the case, Alex, that if the research -- the
ri sks were unreasonable in relation to accepted

practice that a general benefit to society neverthel ess
| ets you go ahead? Wat woul d be an exanple of that?

PROFESSOR CHARO | have got one.

MR HOLTZNMAN: Pl ease.

DR SHAPIRO Go ahead.

PROFESSOR CHARO, Pain killers for mld
condi tions.

MR HOLTZMAN: Then it is not unreasonable in
relation to accepted practice. That is a classic
exanpl e.

PROFESSOR CHARO Wiay? If you have got

perfectly good pain killers on the market --

MR HOLTZMAN: It is not unreasonabl e because
the harmis essentially zippo. It is transitory.
PROFESSOR CHARO  You are the guy with the
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broken ankle. Are you telling nme that pain for six
weeks is not a harn?

MR HOLTZMAN: It is not unreasonable. |
nmean, this -- no, cone on. The risks are --

PROFESSOR CHARO  Right.

MR HOLTZMAN: -- risks and benefits are
reasonabl e.

PROFESSOR CHARO It may be that again it is a
matter of how clear these things have to be. |If you
are tal king about two cancer treatnents that are

standard and known to work and sonebody wants to

introduce a third that they are testing w thout, you
know -- without -- howto put this? You know, placebo
versus experinmental and you are never going to give

themthe standard armand the risk is now death. W
understand that that is -- but this is aimng at

preventing, right, that is why it is keyed to standard

practi ce.

MR HOLTZVMAN: Right.

PROFESSOR CHARO  But - -

PROFESSOR CAPRON.  Steve, |let ne cone at your
question in a slightly -- or get to an exanple.

MR HOLTZMAN: Start with an exanple.

PROFESSOR CAPRON:  What | amsaying is in the
previ ous sentence we have apparently all owed research



© 00 N oo g b~ w N P

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24

25

228

with no prospect of benefit to go ahead when it is of
benefit to society and we have not placed any apparent
limt on that. W have said sinply if -- when the
risks are reasonable in relationship to the potenti al
benefits of society. So, yes, there is --

MR HOLTZMAN: Right, thereis alimt.

PROFESSOR CAPRON:  There is sone risk but the
benefit to society outweighs that. Now we add -- we
say, oh, it turns out we can actually benefit the
subject. And according to this sentence that prospect
of the benefit to society drops out of the calculations
and now we only ask is this proportionate. And let ne
gi ve you an exanpl e.

Sonebody has a bad form of cancer. There are
not -- there is no cure now but there -- people with
this kind of cancer generally get palliation. The
accepted practice is palliative treatnment. |If they go
through this experinental thing there is sone prospect
that it mght cure thembut it is very, very snmall.
There is certainly prospect that enough will be | earned
that, five years fromnow we will do nuch better with
this kind of cancer than we do now, which wll be a
benefit to society. But the person is going to
accept a rmuch bigger risk if they gointo it than if

they get accepted treatnment, which is just palliative
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care.

| would say that would be a circunstance in
whi ch we woul d say a person could agree to do that.

MR HOLTZMAN.  But | think --

PROFESSOR CAPRON.  And it is a --

MR HOLTZMAN: | do not think so because |
think it is the way you just juggled the exanple. Al
right. Because if it is nmerely palliative is the
current practice and what you are going to do is only
live for three nonths, then the risk -- and you built
it into the risk/benefit. [If, in fact, you gave ne the
exanpl e where the palliative therapy, all right, was
going to give you a two year |ife expectancy and that
there was this new drug, all right, very, very, very
| ow probability of success at a cure, all right, you
are going to die if it does not in a nonth --

PROFESSOR CAPRON:  Right.

MR HOLTZMAN: Al right. -- but you are
going to have an enornous know edge that you learn for
society, you would not let it happen. So | think you
have built it in -- 1 think the way you --

DR CASSELL: That was --

MR HOLTZVAN:  What ?

DR CASSELL: That was the chil dhood | eukem a
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PROFESSOR CAPRON:  Exactly. That is bone
marr ow - -

DR CASSELL: If they died w thout treatnent
It took themlonger to die. Wth treatnent, they bled
to death. Wthout treatnent, they died of infection
and it took themlonger to die.

PROFESSOR CAPRON:  Yes. That is the story of
bone marrow, isn't it? Chenotherapy, yes.

MR HOLTZMAN: But | think that is being built
into the risk reasonabl eness.

PROFESSOR CAPRON:  And | think the only reason
-- the only reason that was permtted was the sense we
are going to make progress on chil dhood | eukem a wth
this and it is obviously conplicated because the kids
were not the primary consenters but together -- well,
you know, it is --

MR HOLTZMAN: No, but actually -- but, Aex -

PROFESSOR CAPRON: But if you take -- but | am
saying if you take that el enent out of the story and
say that it was adult |eukem a that went through the
sanme process so you did have -- you would certainly say
t hose peopl e could nmake that choice. Al | am saying
Is it is odd since we apparently would allowit to go

forward with no benefit to the person only weighing the



© 00 N oo g b~ w N P

[EEY
o

11
12
13
14
15
16
17
18
19
20
21
22
23
24

25

231

benefit to society. Wy once we add in benefit to the
per son does benefit to society drop out of the good
side of the scale? It does not nmake any sense.

MR HOLTZMAN: The question is whether you | et
it influence the tipping of the scales. CQCbviously if
It has that, too, it is better. The question is
whet her that can tip the scale. So no one denies that
it would be nice to have that as well. WII you |et
that tip the scale? That is the question. | read the
sentence as saying leaving it out because it is not
allowed to tip the scale.

PROFESSOR CAPRON:  Well, | read it saying it
is not on either of the pans of the scale at all and it
just seens to ne odd. | nean, if | were doing research
that involves sone risk to people, I would say, oh, I
do not intend to benefit themat all because then all |
have to do is convince you that it is beneficial to
society and then you nake a judgnent. Once | admt
there is a benefit to society, as | read this sentence,
boom benefit to society -- benefit to the individual,
benefit to the society disappears and | have to win it
on benefit to the individual, which may be m nuscul e.
| nmean that nmay be a one in a 1,000 chance this person
Is going to benefit but | have not |ost the benefit to

society that was there before | clainmed the benefit --
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3

CASSELL: Just a quick --

3

SHAPI RO  Yes, FEric?

DR CASSELL: The way it is set up like
conmponents, | can see a situation where the therapeutic
conponent gets dropped out, you cannot do that. It is
too risky but all other research conponents are fine,
you can do themall. So the conponent that has nothing
to do with producing anything in the long run but is
absolutely no risk gets to go ahead but the therapeutic
part of it that has real risk gets stopped. | nean,

they are either one piece of research or they are not.

DR SHAPIRO Wll, putting -- holding on that
particul ar issue and just | ooking at the sentences
here, | agree that the first of these sentences, which
only bal ances risks to the individual against benefits
to society without limt is troublesone. | nean,
think that is ny own reaction to that. That is
troubl esone and needs to be rethought in sone way.

Now t he second sentence i s sonething which I
think is -- nowthat | have thought through but that is
a question whether on the second conponent wants to --
we want anything further in there? W get to what Al ex
was saying, is at |east you should be able to put in

t he scal es sonethi ng about the potential benefits to
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soci ety.

Now in this -- when we went through this
bef ore what we were always worried about was that
peopl e woul d punp up this potential benefit to society
and overwhel mall other considerations. You know, you
can claimit is just a claimand a big enough claim
seens to just put all other things --

PROFESSOR CAPRON:  And a | ot of research does
not pan out.

DR SHAPIRO Yes. And so that was at |east
nmy recollection of the notivation here and | am not yet
fully confortable with just what the right way of
dealing with that problemis.

Ata?

PROFESSOR CHARO Wl I, | am finding nyself
wondering if it is not exactly about conponents that
of fer the prospect of a benefit. It is conponents that
I nvol ve testing interventions for which there are
alternative interventions that are currently out there.

Al ex's exanple of there is nothing el se out there and
this intervention offers sonme snmall possibility of
benefit and isn't it silly for us to not al so consi der
the societal benefit, | think that part of what nakes
that exanple conpelling is that there really is no

alternative that is being foregone.
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And | think that what people had in mnd here
but perhaps did not express exactly that way is, the
situation where you are asking people to forego an
existing option with relatively well understood
advant ages and di sadvant ages, and instead to opt for
the experinental research intervention.

And the question is should that offer be
permtted on the basis that the research interventions,
ri sks as conpared to the standard options, are
reasonable in relation to the benefit society wll gain
fromhaving tested it or rather do we have to ask
initially is there sone reasonable relationship between
the risks of the research intervention and the risks or
di sadvant ages, whatever, of the standard options?

| think that this was trying to get at that
time and that is a slightly different way of phrasing
it and | think it is a somewhat narrower range of
things. And it is simlar to your question about the
pure research intervention and the astronauts in the
sense that we do have an instinct that it is
appropriate no matter how parentalistic it is to say
that there is some kind of absolute Ilimt to the anount
of risk we will allow people to take on even after
havi ng been -- even after having given infornmed consent

if there are standard options available to them
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regardl ess of the societal benefit.

| agree wth you instinctively that we do not
need to elimnate societal benefit fromthis but | have
been present at many di scussions where it has
t hreatened to swanp the discussion which should have
started with is this a reasonabl e increment of risk
over the standard options in |ight of the reasons why
the standard options are not the perfect choice for
this patient first and then also in light of what m ght
be | earned for the rest of society. That | ast thing
tends to swanp the discussions.

DR SHAPIRO Well, nmaybe sone approach -- |
have two things to -- we have two things to work out
here and | do not think we can work themall out here
this afternoon but one is what we identified as problem
with the first of these statenents that Al ex
identified, and I think that is a probl em because it
has no limt whatsoever. The second is an issue that |
guess the way Alta just phrased it was, you know,
shoul d you first try and resolve in your mnd whet her
it is reasonable and cone to sone kind of conclusion on
t hat .

And then say, well, are these other societal
benefits worth deviating fromthat and | guess it is

t he kind of operational thing you want to consider.
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And the problemwe have is to prevent the latter from
al ways overwhel mng any of the fornmer and | think that

-- | do not know just yet how to resolve that problem

Now t he question we will have to ask oursel ves
Is if we make the suggested change in the first of
these, that is get sone limt in there, and al so nake
t he change of sone kind and, second, what does that do
to the concept of conponents and | have not thought
t hat through yet.

Ber ni e?

DR LO This is a very interesting discussion
because we are now goi ng back to saying what are the
probl ens, what are the issues that we are trying to
address. It sounds |like we have identified probably
two different but related issues. One is this notion
that the alleged benefits to society may overwhel m any
risk to the individual using conventional analysis.

The second is, | think, Alta's exanple of
studi es that have as the control a standard therapy
that works fairly well and saying we are going to try
sonet hing that we think may work better but may be
wor se, how can we justify even asking you to consider
going of f standard therapy. That is sort of the

radi cal mastectony versus |unpectony plus radiation
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st udy.

So you want to be able to do those studies
because, in fact, the fact that standard nmay not be
that it is reasonable. But justifying that is sort of
trickier than Al ex's exanple and you do not have a | ot
to | ose because your prognosis is --

PROFESSOR CAPRON: But the justification if it
exists is benefit to society, isn't it?

PROFESSOR CHARO:  Not - -

DR LO | think your --

PROFESSOR CAPRON:  But you will know -- even
if it fails --

DR LO Right, you will --

PROFESSOR CAPRON:  -- you will learn
sonmething. | nean, take the current Parkinson's fetal
cell transplant thing. It failed, that is to say it
did not help and it seens to have hurt sonme of the

peopl e but you learned a lot in that process. And ergo
the fact that there was -- if you were only | ooking at
it on the individual basis you would sort of say --
wel I, you woul d al ways just stick with the standard.
Just do whatever the best clinical judgnent says is
right for this person. Al of research in the end says
benefit to society.

DR LO | agree with your point that it does
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not nake sense to throw out the benefit to society.

PROFESSOR CAPRON:  Yes.

DR LO But | guess | am concerned now t hat
we had an answer in terns of our conponent analysis but
| do not think we were clear on what the probl emwas
and now you are saying these are the problens, is our
conponent analysis that we so carefully laid out the
sol ution?

Because | think when | think of exanples that
have conme up, and you can think of bone marrow
transplant in people with netastatic breast cancer and
things like that, the way it has been dealt with is not
to sort of analyze the risks and benefits differently,
It istosay let's really nmake sure you are choosi ng
peopl e who do not have -- who have as little to | ose as
possi bl e because they are not doing -- they are
unlikely to do well with standard therapy. Let's
really nmake sure that the consent process is robust, X
Y, Z. So it is not so nuch wei ghing the conponents.

It is putting in added protection.

So |l guess | ama little concerned and you
have sort of taken a sort of conceptual innovation that
seens nifty but may not fit the problens with it right
NOW.

DR SHAPIRO That is correct.
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Ata?

PROFESSOR CHARO Two things. First, wth
regard to your radical nastectony/| unpectony/radiation
exanple, | think the justification for that when done
in my opinion nost appropriately did not start with
value to society. It started with the fact that
radi cal mastectony posed a problemfor sone wonen.

They were very unhappy at the price they had to pay for
| ongevity and were very interested in | ooking at
al ternatives.

And that had to be the starting point and in
all of these areas of research ideally what you do is
you start with popul ati ons that have sone reason to
find the standard option particularly unsatisfactory.
And work with themfirst because that is where you are
tal ki ng about a risk/benefit balance with the new
intervention that is nost favorable at the individual
| evel, and that has to be inportant to this.

If you start with a societal analysis it takes
away the incentive to sone extent to distinguish within
potential recruits those for whomthere is a
particularly good reason to try out the research
I ntervention and those for whomthere is very little
reason for it.

Wait, wait, wait, let ne just -- before |
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forget, let me just nention that -- oh, CGod, it is
slipping away. Oh, the conponent analysis. Let ne
just throw out one nore exanple for us to think about
as we go through this.

The Beaver Dam Wsconsin Eye Study. It is one
of these |ongstandi ng studi es where they have had a
popul ati on they have been working with for over a
decade, longer, 20 years maybe, and they keep goi ng
back over and over the same popul ation to keep studying
t hi ngs because they have got this nice collection of
I nformation and there were parts of that study that
I nvol ved gi ving peopl e eye exans and gi ving peopl e
various kinds of interventions but they repeatedly go
back to that population nowto just do perfectly
nont her apeuti c research. Just data gathering of one
sort or another.

And a question that arises is whether or not
t hese shoul d be viewed separately or they should be
viewed as part of the overall risk/benefit bal ance of
all of the levels of participation. So it is an area
in which we have certainly decided to take it conponent
by conponent and each conponent has been eval uated on
Its own.

DR CASSELL: Can | set the record straight?

DR SHAPI RO  Yes.
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DR CASSELL: Lunpectony started with Criel in
the develand Ainic in the '50s before there were
persons in nedicine -- | mean, when people were just
patients and also a British surgeon, no radiation at
that tine, so it was already on the table as a
t herapeutic option when the NIH picked it up.

DR SHAPI RO Sonebody here had -- Al ex?

PROFESSOR CAPRON: | was going to al so conment

on the design of those studies but | think | agree with

Eric's point. | think that the conponent analysis,
which in away is not unique to us -- | nmean, this is
t he point Bob Levi ne has been bearing down on for a

long time -- is helpful and I do not think we have to
abandon it sinply because we have gotten to a point in
saying we have to be careful that you find a neans of

expressing the balancing that is going to have to go

on. And | agree with Steve that -- you know, | think
there is tipping and there is -- and there is inproper
ti pping or overwei ghting with sonet hi ng.

W are not going to -- this is not a
regulation that is going to solve that. | think we
sinply have to say that it is inportant to separate

t hem
As to the first, the prospect of benefit to

soci ety can weigh but there is sone outer limt. As to
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t he second, when you are focusing on benefit to the

I ndi vidual, the natural reference point is what they
woul d face if they were not doing this, what the
benefits and risks of accepted treatnent are, but the
benefit to society can also count here as a reason for
allowi ng that conponent. | nean, it -- and | think
that -- | was not asking for anything very radical. |
just thought both of those aspects should be refl ected
somewhere in this | anguage.

DR SHAPIRO. And | agree with that.

Marj ori e?

DR SPEERS. | have a very sinplistic view of
this nodel and how this nodel works. Maybe | am w ong
and | know you wll tell nme if | am

(Laughter.)

PROFESSOR CAPRON.  Keep it a secret then.

DR SPEERS. W have a study and that study,
the whol e of the study, the whole study in a sense is
designed to yield know edge that should be of benefit
to society. Nowin that study we are going to break it
down into two kinds of conponents. And so if we take a
drug study or to just generically say we have a drug
study, we are going to give a drug and we are going to
have sonme way of neasuring the outcone of that drug.

Now t he drug conponent and that outcone
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neasur e conponent are the two conponents that make up
that study. As we say here, both of those conponents
are designed to answer the research question in a
sense. | nean, that is why we are giving -- they are
intimately tied together, which neans if one -- this
goes back to Eric's point.

I f one conponent does not pass the ethical
test to be init, you do not proceed with the other
because they are tied. You cannot give the drug if the
outcone neasure is not acceptable. You would not
nmeasure the outcone if you could not give the drug so
they are intimately tied together.

What this nodel says is that the way that you
eval uate those two conponents is that the outcone
measure is neasured in terns of any risks that
associated with that outcone neasure, a blood test, a
scan, a biopsy or whatever, a psychol ogical test,
what ever, and that is evaluated in relation to the
potential know edge to society. Know edge that wll
gain the potential benefit to society.

The drug on the other hand in and of itself
shoul d be eval uat ed agai nst accepted practice. The
drug -- the risks and potential benefits of that drug
shoul d be eval uated according to what are the risks and

potential benefits of accepted practice.
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PROFESSOR CAPRON:  But, in fact --

DR SPEERS. And it is the tying -- but it is
the tying of those two together --

PROFESSOR CAPRON:  But suppose that the
out cone neasures you are doing involve no risks. You
know, you are taking urine sanples or sonething and
that is all the outcone neasure you have. It does not
i nvol ve any risk collecting urine sanples.

So you woul d say, well, obviously that makes
It but the drug itself is -- as in the exanple | gave -
- is a good deal riskier than the current treatnent,
which is palliative. It would fail on that ground and
yet -- so it -- when you | ook at the conponent that
I nvol ves "the benefit", which is the drug, which if it
woul d work -- a one in 1,000 chance it will work it
will help the people so it falls in that second
category. You would have to reject it.

It does -- | nean, in other words, the
conponent anal ysis says that when you are giving a
benefit all you care about is the benefit to the
i ndi vidual. Wereas, you are giving the drug
I ndependent of the urinalysis, you are giving the drug
to see if it makes a difference.

| nmean, suppose the drug were penicillin. You

do not have to do any analysis. The person stops
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havi ng pneunonia. | nean, before penicillin, you cone
up wth penicillin, you give it to soneone, the outcone
analysis is that they live instead of dying of
pneunoni a, and so you woul d not have a second

conmponent. The only conponent you woul d have woul d be
the one that is potentially beneficial and it turned
out to be dramatically beneficial. And yet it should
be evaluated in part because if it does work it wll
have benefit not just for this individual but for

soci ety.

DR CASSELL: And, Marjorie, your own exanple
said the drug has benefit. Wll, how do you know it
has benefit if you do not have an outcone neasure? And
I f the outcone neasure is in a different conponent | do

not quite understand how you separate those two --

incidentally, penicillin has never been studied in that
setting. It never was studied.

PROFESSOR CAPRON:  Never studi ed.

DR CASSELL: Never studied. It was --

( Si mul t aneous di scussion.)

PROFESSOR CAPRON:  Yes, right, that is what |
meant. It was just -- it was given and the effects
were so dramatic that --

MR HOLTZVMAN: Maybe -- | think by choosing

t he outcone nmeasure where it was intrinsically tied to
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the drug, | do not think that is a good exanpl e,
Marjorie, so let ne try one.

W have a new anticancer drug. It is of an
absolute new class. It is an inhibitor of the
prot eozone pat hway. One of the things we are | ooking
for as a society is drugs that attack totally new
pat hways. This is a real |ive case. Ckay.

So we want to go into -- as is typical in
cancer Phase |I's, we are actually dealing with cancer
patients. W are designing the studies that in
addition to | ooking to whether the people will respond
to the drug, which you are just going to do by inaging
and seei ng whet her you see tunor shrinkage, you could
I magi ne you would also like to be going back in and
t aki ng repeated bi opsies or whatever to then do studies
about whether you can correl ate shrinkage w th changes
in transcriptional profiles of different genes so that
you coul d devel op a narker.

Ckay. The way this works -- if you take the
drug study, all right, because we focus on the
alternative to the individual, we do not go into
patients who are drug naive, who have never seen an
anticancer drug. W have to go to patients who are
refractory to the common practices. It does not matter

how nmuch there nmay be a benefit in getting a new cl ass
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of cancer drugs to society, we are -- it is only
ethical for us to go to the refractory patients. And

t he conponent anal ysis says focus on that point. Again
we coul d cone back to how we el aborated on it.

Wth respect to those additional studies that
| want to do to | ook for changes in transcriptions of
genes, okay, this would say you have got to | ook at
that separately and probably the conclusion is if you
di d i magi ng, noninvasive imging, that is cool. Al
right. But if you are actually going to be invasively
t aki ng sanples --

DR COX: Biopsy.

MR HOLTZVMAN:. Biopsies, which is not
intrinsic to nmeasuring whether you are getting the drug
outcone, all right, then you have got to neasure it

agai nst the overall benefit to society versus the risk

and if | imagine that -- | was tal king now brain
tunors, and | am going back in, | probably ain't going
to get there because of the risks. So | think that

Is a better exanple.

Now t he question is we coul d take that exanple
and ask why would we -- how woul d we anal yze it
differently wth a nonconponent analysis and al so what
you were suggesting, Al ex, to the changes of the ways

that he is thinking, how does it work with it?
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PROFESSOR CAPRON:  May | nodi fy your exanpl e
just in this one way? Suppose you had a --

MR HOLTZMAN: It is a real exanple. Modify

PROFESSOR CAPRON:  Yes. Suppose it a very
strong case that the drug that you were devel opi ng,
this new pathway drug, will work |ess well where
pati ents have al ready been beaten up by other drugs. |
nmean, just for whatever reason. So that you wanted to
be able to go with patients who were nore naive. O
put it this way: That you would | earn nuch faster.

The others may respond but it is -- you have got a

conplication overlay. You are tal king about a five
year programw th 200 patients. Wereas your naive
patients you believe you could do it in a one year

programw th 20 patients.

MR HOLTZMAN:  You cannot do it.

PROFESSOR CAPRON:  Now t here woul d be -- when
you say you cannot do it --

MR HOLTZMAN. | cannot do it in the U S,

PROFESSOR CAPRON:  Well, but --

(Laughter.)

PROFESSOR CAPRON:  What | woul d ask woul d be
If there were an argunent that the -- you have nodel ed

this so well that actually we firmly believe that to be
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the case, that we could either expose 20 patients and
know in a year if this works, and if it does work we
have a treatnent which will be of benefit to everybody,
i ncluding the other 180 that woul d have been in the
study and nmany nore. |If it does not work we al so know
we should drop this Iine of research and go back to the
drawi ng boards and what ever.

MR HOLTZMAN. Cannot do it.

PROFESSOR CAPRON: Who says you cannot do it?

The FDA?

MR HOLTZMAN: Pretty nuch.

PROFESSOR CAPRON:.  Any IRB in the country?

MR HOLTZMAN: Basically the whol e history of
research and the ethics in the U S. of which you have
been a nmj or part.

(Laughter.)

PROFESSOR CAPRON:  The whol e question of
treating cancer research -- | nmean, you are saying this
as though it is witten sonmewhere and | want to know
where it is witten that you cannot do it. But | --

DR CASSELL: W have no evidence that it is
going to work. That is why.

MR, HOLTZMAN. Again, it takes -- you know,
Alex, if you go to the point at which we have done

i ncredi ble conputer nodeling, and | say it is going to
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work, it is a different gig.

PROFESSOR CAPRON:  No, what | amsaying is
that there is every reason to believe fromthe studies
that you have done that getting usable results out of
pati ents who have gone through ot her chenot herapeutic
agents wll be much, nuch harder, that the data wll be
dirtier.

MR HOLTZMAN: That is right. So --

PROFESSOR CAPRON.  And, therefore, you are
going to expose a lot nore people to get a satisfactory

MR HOLTZMAN: Right.

PROFESSOR CAPRON.  -- and with enough power in
your statistical --

MR HOLTZMAN. So but here are these people,
these real live people, these 10 peopl e who have
cancer.

PROFESSOR CAPRON:  Right .

MR HOLTZMAN: Al right. Standard reginen
says give themtaxol. Al right.

PROFESSOR CAPRON:  |If it does not work, give
t hem X

MR HOLTZMAN. Right. Three of those people
will respond to taxol. Al right. You are saying

those are going to forego taxol for this potenti al
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benefit for society. That is --

PROFESSOR CAPRON:  That is the issue.

MR HOLTZMAN: That is the issue.

PROFESSOR CAPRON:  Coul d they consent to do
t hat ?

MR HOLTZMAN: Right now | do not know whet her
they could consent to do that. Gkay. But we woul d not
be approved certainly by the FDA and the NIH woul d not.

DR CASSELL: You would not approve it either.

You are asking people to forego effective treatnent on
the chance that these guys and their m ce have done so
wel |, but do not take the effective treatnment for --

MR HOLTZMAN: No, it was even worse. |t was
on the -- maybe they work in the mce but it was
because you could nore rapidly | earn whether that which

worked in the mce actually works in hunmans.

PROFESSOR CAPRON:  No, | was saying that when
you -- you took the group of mce or whatever and gave
themtaxol first and then tried your other thing --

MR HOLTZMAN: | under st and.
PROFESSOR CAPRON:  -- you could not get --
MR, HOLTZMAN. | understand what you are
sayi ng.
PROFESSOR CAPRON:  If the results are that it
only -- if the existing treatnent now only works in
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five percent instead of 30 percent of patients and 95
percent are not helped -- | nean, at sone point it
seens to nme -- | agree with you.

MR HOLTZMAN: Al ex, you and | have actually
had this discussion. W have another drug which we
bel i eve woul d be very effective in M5 all right,
revol utionizing the treatnent of M5, which we believe
wi Il work nmuch better in interferon naive patients.
Interferon is standard of care for MS patients even
though it does not work in everyone. 1In the US we
have to do it in people who are refractory or rel apsing

off of interferon. Wen you say why? That is the

interpretation. Unlike | have got a new pain killer
exanple, right, where all | am asking people to do is
have a little bit of headache an extra two hours.

PROFESSOR CAPRON:  What if they turn out to be
refractory to your experinental treatnment? Can you
then put themon interferon? | nmean, M5 is not going
to be instantly |lethal for people.

MR HOLTZMAN: It has to do with what is going
to be the potential effects. You are asking the
question is it --

PROFESSOR CAPRON:  No, we are not sitting as
an | RB.

DR SHAPIRO Thereis a -- | want to turn to
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Bernie in a second but there is an issue of whether an
established treatnent exists and if it -- whatever that
treatnent is -- cures a snall enough proportion, it is
| i ke zero, and so if you get close to that what you are
tal king about is whether there is a reasonabl e existing
therapy or not. | think that was the difference in the
two exanpl es you have.

But anyhow, Ber ni e?

DR LO | guess | amtrying to sort of get a
sense of where we stand now. W have had a very
I nteresting discussion for a while on sonething we have
worked on for a long tinme. | amjust concerned that
when this gets issued -- if this gets issued in this
format, if we cannot understand it and do not quite see
what it is all about, | think the people who read it
are going to have trouble. | amjust trying to get a
sense of do we think this is sonething that can be
pat ched and fi xed and just needs to be nore clearly
expl ai ned or sonehow are we off on a fal se track?
nmean, | amjust not sure where we are.

DR SHAPIRO | have a view of that but let's
have Bill and then Alta.

MR OLDAKER: Bernie, | amnot sure but one
thing I do not understand -- nmaybe it is just ny own

| ack of experience -- howcan it ever be ethical to --
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cite ne an exanple of how it can be ethical where you
woul d give sone sort of invasive treatnent to soneone
where they had no possibility of benefitting fromit
but there was a risk to them How could that ever be
ethical? | amtal king about not --

PROFESSOR CAPRON: That is Phase | trials and

Phase Il trials.
MR OLDAKER. No, you cited the -- | nean,
there was a chance it mght have worked. It mght have

had sone benefit. Therefore, there was sone --

PROFESSOR CAPRON:  No, but I amtal king about
ordinary drug trials, not a cancer drug but an ordinary
drug trial where you use normal volunteers. The only
one ri sk.

MR. OLDAKER: But there is sone possibility
that they could benefit.

PROFESSOR CAPRON:  Normal vol unt eers cannot
benefit by definition. They do not have the disease.
You do not want people with the disease.

MR OLDAKER Ckay. Al right.

PROFESSOR CAPRON: W do it all the tinme.

MR OLDAKER: But what is the risk?

PROFESSOR CAPRON:  Sone risk that it will turn
out surprisingly to be toxic or have sone other -- |

nmean, any tinme you are intervened with you are taking
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sonme risk. W only do it, | suppose, where there is
sonme good judgnent that the preclinical data says that
the risk is very small. There is a big argunent,

Bar ouche Brody takes the view that we should not do
this graduated, slowy graduated up till we get to the
-- we ought to start at what we think is probably the
maxi mal dose and if it does not hurt people, go up, and
if it does, go down because the other nethod is
statistically nore problenmatic.

DR SHAPIRO Ata?

PROFESSOR CAPRON: | nean, that is a separate
argunent. Yes, we take sonme nornmal volunteers in
research and we expose themto risk and we think it is
acceptable if the risk has been well vetted and they
know what it is, and they are nornmal, conpetent people
who can say yes or no.

DR SHAPIRO Alta?

PROFESSOR CHARO  You know, | said sonething
before that | would like to retract because in the
course of this discussion, Bernie, which, with you, |
find at this point now getting confusing about what we
are trying to acconplish. | think actually I now
remenber accurately the history here and it is nothing
t hat has been di scussed so far to ny know edge,

although | did step out when I was kind of |osing ny
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concentration

I think | remenber now that this was about a
situation which I kept tal king about on e-mail in which
you have clinical interventions that are acconpani ed by
a pure research conponent that is piggy-backed on them

And the reaction was, well, then the clinical
Intervention really is just -- it is about regul ar
medi cal practice, which neans if it is, you know,
what ever the clinical intervention is, whether it is
standard or conparable to standard then that is fine,
and now let's |l ook at the research intervention
separately.

Larry began responding on e-mail that he did
not see what the role of the IRB was then in evaluating
ordinary nedical practice. The response to that was,
well, it is being kind of rolled into sonething that
has a research conponent.

And we have seen a lot of these at Wsconsin
where you will go out and you will do -- | do not know
-- a variety of standard interventions having to do
with preventive care for heart di sease, the prevention
of heart disease. And it -- they roll in a pure
research task having to do with interviews about things
whi ch are not going to be used for the preventive care

but they want to use this popul ation that they have got
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t here.

It happened at like health fairs in rural
areas where they would do bl ood pressure screening and
chol esterol screening and these other things and then
they would throw in a research intervention and they
woul d get very annoyed with us, at the I RB, when we
woul d say you have to justify the research intervention
and they would go but all these benefits we are giving
these people. W are screening themfor this. W are
screening themfor that. And we were |like, yes, but
that is separate. That is nedical care and the piggy-
backed research has to be handl ed separately.

And | think that actually -- if | am
reconstructing this correctly -- nmay be the origin of
this separation into having one thing to not societal
benefits but purely to whether it is ordinary practice
or not.

So | have a feeling that we need to naybe back
away fromthis | anguage which is trying to roll too
many things up together too efficiently. It is trying
to put -- pack too many things in there at once and
tal k about the situations. Let's talk about the
situation in which you are doing research that is just
research with no benefit and then let's tal k about a

situation in which you are doing research where it is a
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clinical care situation with a piggy-backed research
I ntervention.

Now let's tal k separately about a situation
where you are doing research on a potentially
beneficial intervention and then let's finally talk
about research that involves nultiple conponents that
are bei ng packaged together and that nmay be an easier
way for us to handle it because we will be able to
think about it situationally instead of trying to find
| anguage that we can then -- fromwhich we can then

derive the situations on the application of the rules.

DR CASSELL: | amgoing to Wchita, anong
other things, to tal k about NBAC. To paraphrase an old
joke I amgoing to say, "I amfrom NBAC, we are here to
make t hings sinpler.”

(Laughter.)

PROFESSOR CAPRON: Do you carry a good life
I nsurance policy, Eric?

DR COX: Send us a tape.

DR SHAPIRO That is right.

Ckay. | think -- | nean as | | ook at
Recommendation 3.1, | amgoing to have to think nore
carefully about the inplications of all this. | amnot

sure but | am convi nced about the point that Al ex
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started out with here, nanely that there has to be sone
limt on the first of these and that societal benefits
are never totally irrel evant.

Now t he bal anci ng of these and the wei ghi ng of
these is an i ssue we have to confront in the text
because we are worried about a particul ar probl emand
nmy intuition tells nme that the structure really hangs
together if you deal with it appropriately but | have
tothink it all through. | amnot -- | would not say
that absolutely yet but | just have not thought it
through so let's just | eave that right now.

| think we did -- but let ne just ask is there
anything further on the next recomrendation, which is
3.2?

What about 3. 3?

Arturo?

DR BRITO The proposed -- | think it is the
proposed 3.3. Concerning the words "conpetent” in
here. This goes back to -- | amnot sure it is tinme to
deal with this but it is just what | -- | will nention
this now This goes back to Alta's suggestion earlier
about nmaking this report deal w th conpetent
participants or not. And whether we decide to or not,
it is going to change the -- sone of the inplications

of the way this is witten now, which |I have nentioned
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before but | just want to nake that clear now.

DR SHAPFIRO W will address that issue as a
general issue tonorrow, the first thing tonorrow, and I
understand it will have inplications on a nunber of
spot s dependi ng on what we deci de.

DR BRITO (kay. And again --

DR SHAPIRO And here is one of them |
think you are right.

DR BRITO |, by and large, like this
proposed recomendati on better than the forner one,
t hough, with that questi onabl e excepti on.

DR SHAPIRO O her comments on 3. 37

PROFESSOR CAPRON:  You al so had anot her
comrent about this should require versus should
require.

DR BRITO R ght, and | agreed with the

change in there.

PROFESSOR CAPRON:  Ckay.

DR BRITO Even though I think it is nore
than just a sinple editorial change, | think it is --
that is the substance.

DR SHAPIRO W may have to reflect sone nore
on the text wwth respect to that.
O her conment s?

Ckay. What about 3.4? It isreally 3.4 and
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3.5 nowwith these proposals. Are there any questions
about that? Ckay. 3.67

PROFESSOR CAPRON: What happened in |ight of
our discussion earlier? Are we dealing with this or
not? A loss of capacity?

DR SHAPIRO Well, | think that is -- we are
going to have to cone back to this tonorrow. | do not
consider this fully dealt with because the other issue
which we are going to have to start in the norning is
going to inpact in various spots here dependi ng on what
we decide. So | just want to do that in the norning
when we are thinking as clearly as possible and al so

gi ve us sone chance during the evening to think it

t hr ough.

PROFESSOR CAPRON: W are on 3.6 then?

DR SHAPIRO 3.6, yes.

PROFESSOR CAPRON: | have a question

DR SHAPIRO Alex and then Ata.

PROFESSOR CAPRON:  This goes to the existing
regul ati ons but you can help nme because it is in our

reconmendati on. W say that there should be

regul ations permtting the wai ver of informed consent
process involving the use of existing identifiable data
if all of the following five criteria are nmet. And the

second of these is the waiver will not adversely affect
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the rights of the participants.

Now what does that nean?

PROFESSOR CHARO: Ch, God, Al ex.

PROFESSOR CAPRON: | nean, why do we say it if
it is --

PROFESSOR CHARO W went around this so many
tinmes with the HBM M best recollection is that we
decided that there are places in state |aw and
potentially in federally |law that give people specific
rights wwth regard to specific kinds of information.

For exanple, if the patient privacy act were -
- regul ati ons were ever issued, patients would have
been given federal rights with regard to their nedical
records in certain ways and so this --

PROFESSOR CAPRON: Vel |, okay.

PROFESSOR CHARO. -- would not be usable if
t hey had el sewhere been guaranteed certain rights.

PROFESSOR CAPRON:  That is what -- |
understand that. Then what we nean is the waiver is
not prohi bited under other guarantees of rights. |
nmean, to say the waiver will not adversely affect the
rights -- what does that -- it is --

MR HOLTZMAN. | think that is a great idea.

PROFESSOR CAPRON: Do you see what | am

sayi ng?
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MR HOLTZMAN: Because if we are addressing

anything in five --

PROFESSOR CAPRON:  Yes.

MR HOLTZMAN: -- it is those other kinds of

ri ghts.

PROFESSCOR CAPRON:  Exactly.

(Si mul t aneous di scussi on.)

DR SPEERS. WII you say it again,
PROFESSOR CAPRON:  The wai ver

prohi bited by guarantees of rights.

PROFESSOR CHARO  Ri ght,
f ederal | aw.

PROFESSOR CAPRON:  Yes.

PROFESSOR CHARG | nt er nat i onal

Al ex?

i'sS not otherw se

either state or

PROFESSCR CAPRON:  The | aw.

PROFESSOR CHARO | nt er nati onal .

PROFESSOR CAPRON:  Yes.

| aw.

PROFESSOR CHARO O her points on 3.6, Harol d?

DR SHAPIRO O course.
Tri sh.

PROFESSOR CHARO  Two t hi ngs.

a tactical nove, it mght be better if

Yes, Alta, and then

First, just as

I nst ead of

saying that NOHRO is going to do this and NOHRO i s

going to do that, that we say that,

requi rements shoul d be waived or,

you know,

you know, consent

it should
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be possible to wai ve consent requirenents if the
followng criteria are nmet because if NOHRO does not
exist | still want to see if we can send a signal.
That is tactical on --

PROFESSOR CAPRON:.  Federal regul ations shoul d.

PROFESSOR CHARO. Whatever. But nore
substantively on 3.6, when | read this | feared that
this was then going to suggest that this is the only
situation in which consent waivers would be permtted
and | did not expect that was the intent of the way it
reads. It has that flavor and so | wanted to just nake
sure that we clarify that we believe that consent can
be waived in a variety of circunstances and one of
t hose circunstances, which has been poorly understood
until now, is this one. R ght? Because otherw se by
inmplication we are repealing all other consent waivers
for all other situations.

PROFESSOR CAPRON: | nvol ving the use of
existing identifiable data?

PROFESSOR CHARO  No, invol ving ot her
situations that do not have to deal with using data or
tissue.

PROFESSOR CAPRON: Wl |, but that -- this to
nme can be read to say where you are doi ng studies

i nvol ving X you can waive if the following criteria are
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nmet. Were you are doing a study that observes people
I n public spaces or sonething you do not worry about
I nformed consent it does not fit this because it is not
I denti fiabl e dat a.

PROFESSOR CHARO If | amthe only person who
Is at all msled by this then | happily w thdraw the
coment. | --

DR SHAPIRO | think it does refer only to
this, Alta. That does not nean to say as we go through

the text and tal k about it we cannot give sone

I ndi cation along these lines and so | think we should
try to do so. Just because a case -- we are never the
only ones. Watever we think, we are never the first

or the last persons to think that way so | think we
shoul d take sonme cogni zance of that.

Trish?

PROFESSOR BACKLAR: | just want to say that in
case we do not end up doing this on conpetent people
back at 3.4 -- maybe | am m ssing sonething but | do

not know why one has participants either do not have or

have | ost the capacity. | would have thought do not
covers it adequate. | do not know why you cannot | ust
say or |ost.

PROFESSOR CAPRON: Never have or have lost. |

nmean, we do not need to say it.
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DR SHAPIRO Yes, that is right.

(Si mul t aneous di scussi on.)

PROFESSOR CAPRON: It is at this time that it
Is rel evant.

PROFESSOR BACKLAR:  Yes.

DR SHAPIRO | agree with that. | agree.

(Si mul t aneous di scussi on.)

DR SHAPIRO Anything el se on 3.67

MR HOLTZMAN: Again, perhaps it could be | ost
In the course of the study.

(Si mul t aneous di scussi on.)

PROFESSOR BACKLAR: It is not very clear

MR HOLTZMAN: | amjust thinking you m ght
want to think about that. You know, you can think
about actually the text -- the consent is a process.

PROFESSOR BACKLAR: And that would | ook after
consent --

(Si mul t aneous di scussi on.)

DR MIKE It is going back to the capacity
report where we dealt with people who gave up consent
early on and then | ater on --

DR SHAPIRO Any other comments on 3.67 On
this -- | do not know which way you are foll ow ng
al ong. Sone of these nunbers change as we go through

dependi ng on what you are follow ng al ong but the short
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recommendation 3.7, which | think is now 3.8 in the
draft chapter, which talks just about reducing threats
of privacy and breaches of confidentiality.

(Si mul t aneous di scussion.)

DR SHAPIRO | amsorry. | did not hear you.

PROFESSOR CHARO It is a typo.

DR SHAPI RO Ckay. Again if you are
| ooki ng through the chapter we are really on 3.8 now if
that is the -- working along or 3.9 in the listing.
Excuse ne. It is the other way around.

PROFESSOR CAPRON:  Right. 3.9 in the chapter
used to be --

DR SHAPI RO Any conments or questions? Yes,
Ber ni e?

DR LO A mnor point. El sewhere we sort of
make the reconmendation to be sure to issue gui dance

and here we are just saying should exam ne an opti on.
Is that -- are we trying to signal sonething here or do
we want to nake it nore consistent?

DR SHAPIRO This is exam ne options for
strengt hening confidentiality protections.

DR LO Oher places we tend to say shoul d
| ssue gui dance regarding --

DR SHAPIRO M/ viewis we were not trying to

say anything there and we perhaps shoul d rmake it
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consi stent but maybe this -- | am m staken on that.

DR LO Because issuing guidance is a little
strong here.

DR SPEERS:. Just the history on this was
originally it would have to issue guidance and then
foll owi ng di scussi on anbng conm ssi oners we weakened it
to looking at -- to exam ne options because this issue
of providing confidentiality protections is fairly
conplicated with mandatory |aws that require reporting
and how certificates of confidentiality would play into
this and so on. So that is why the words were changed.

DR SHAPI RO How do peopl e feel about that?
This is not a huge point but how do people feel about
it?

| do not know how you feel, Bernie. | would
actually prefer -- | do not renmenber the history of all
this and | do not renenber the discussion but |
actually prefer the guidance. So unless there is
objection to that why don't we just nmake it consistent.

kay. We now have a series of --

PROFESSOR CAPRON:  Can | then ask how - -

DR SHAPI RO Yes.

PROFESSOR CAPRON:  -- will 3.8 and 3.9 differ?

PROFESSOR CHARO Wiich 3.8 and 3.9 are you

tal ki ng about ?
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PROFESSOR CAPRON.  The ones in the report on
page 47 with the revised version because we wll then
say shoul d i ssue gui dance on 3.8 regardi ng how
I nvestigators can reduce threats to privacy or breach
of confidentiality and shoul d i ssue gui dance for
strengt hening confidentiality protections in research

| nmean, is there a difference between reducing threats
to privacy and strengthening protection? | mean, don't
you reduce threats by strengthening the protections?
Can't we then collapse this into one idea if that is
all we are saying?

DR LO | think the new 3.8, which is two
lines is a lot easier to read than the new 3.9. Wy
don't we put 3.9 in the text saying to issue gui dance
that we realize these are difficult issues here, blah,
bl ah, bl ah, rather than nmaking it a whole
reconmendat i on.

PROFESSOR CAPRON: I n other words, take 3.9
and turn it into commentary on 3. 87

DR LO Right.

PROFESSOR CAPRON:.  Yes, one way you reduce the
threats is to --

DR LO (Not at mcrophone.) To study
confidentiality --

DR SHAPIRO It seens very reasonable to ne.
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PROFESSOR CAPRON:  The only way that 3.9 goes
beyond is that one option the office could cone up with
woul d be either regulations or |legislation that would
actually extend | egal protections agai nst unauthorized
rel eases and that would be nore than sinply gui dance.
In other words, there would be |egislation saying that
where you are studying X, Y, Z, this protection is
built in and extend the confidentiality -- the scope of
certificates of confidentiality to new areas of
research or sonet hi ng.

Now that can still be in comrentary but you
woul d have to realize -- it would seemto ne that that
goes beyond what 3.8 deals with which is only within
the existing regulations telling IRBs and investigators
how t hey can reduce threats to confidentiality in the
way they conduct research within existing rules.

There is a slight nuance and difference. |
just thought we could fold themin together but that is
different than elimnating one |ine.

DR SHAPIRO kay. Let's try sone options
here. | think that is -- | amnot sure which way to go
but | think sonme change is appropriate here.

Now t he next section of this chapter is the
whol e set of issues that deal with vulnerabilities and

it starts a long section. | do not know how long it is
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but it is |ong.

And all the recommendati ons, save the | ast
one, in this chapter deal wth that and it is not clear
tonme that it is useful for us to discuss that at this
stage until we have resol ved sone of the other issues
but | amcertainly happy to take any questi ons,
observations that you nay have at this stage that woul d
hel p us with our discussion tonorrow norning regardi ng
whet her we are going to deal only with -- the report
may or nmay not deal only wth the conpetent patients or
not. That discussion still has to cone. So that is
how it appears to ne but | amglad to take any ot her
observati ons now.

PROFESSOR CHARO. Because | found what is now

Recommendation 3.10 in the draft to read -- | found it
be kind of internally sonmewhat contradictory. | would
want to -- | would like to suggest that we have a

positive statenent that just neans all of this. Either
here or el sewhere. And the positive statenent woul d be
that research should take place with broad popul ati ons
that represent a range of people in society unless
there is a special need to work wwth a specific
subpopul ati on

So that we can get on the table first and

forenost the notion of inclusion, justification that
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for research results to be generalizable to the general
popul ation they generally have to be derived froma
sanpl e of the general population so that to nmaxim ze
soci etal benefit one must design the research to be
i ncl usi ve.

Then we say -- then we nove into the
di scussion that started earlier and we wll continue
tonmorrow, when you are doing your research there wll
be certain situations that create vulnerabilities.
Here are sone of the situations and here are sone of
the solutions. Wen you are designing projects with
subpopul ations, right, those subpopul ati ons shoul d not
be used unless the research question is one that is
rel evant to that subpopul ation particularly and that
takes care of the problemof the targeted vul nerable
gr oups.

| think it creates a sonewhat cleaner |ine of
di stinctions than we now have where we seemto be
gi ving on one hand but taking away with the other in
t he sane rec.

DR SHAPIRO Al ex?

PROFESSOR CAPRON:  Yes. | had nmarked the | ast
two sentences here as raising that question. | wanted
togo -- | think it was Bernie's exanple, though

bef ore about the nursing hone patients and if you
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assune that nursing hone patients are geriatric
patients but they are geriatric patients who are
frequently cognitively inpaired and certainly
institutionally inpaired and they are dependent upon
the institution in various ways, would it be a
contradiction of the |last sentence to exclude themif
the question is a new drug which you want to be able to
use in the adult popul ation, including people over age
65 or 70, but where you do not have any reason to think
that nursing hone patients as opposed to ot her
geriatric patients have different netabolism

So you woul d say they do not make good
subj ects because their ability to give autononous
choice is situationally and perhaps cognitively
limted. | just do not know if that sentence says, no,
that woul d be di sproportionately excluding people with
vul nerabilities fromresearch and the only reason woul d
be because they are vulnerable. | nean, there is not a
separate reason. It is the very thing that nade you be
worried about them

DR SHAPIRO It seens to ne -- | nean --

PROFESSOR CAPRON: | cannot answer an exanpl e.

DR SHAPIRO R ght, | do not have an exanple
either but this issue has conme up a nunber of tines now

in various contexts today and at least it appears to ne
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that you woul d not want to di sproportionately exclude
themif there was sonething -- you believed there was
sonething to be learned by including them That is if
you believed in the exanpl e you gave.

PROFESSOR CAPRON.  That is what | am sayi ng.
In my exanple there is nothing to be | earned by
i ncluding them They are --

DR SHAPIRO | think they should not use them
in that case. That is ny view.

PROFESSOR CAPRON: Because they are
vul ner abl e.

DR SHAPI RO Because they are vul nerable and
we do not need to. There is no benefit to themor to
us.

PROFESSOR CAPRON.  They -- if the drug works
out it can be prescribed to themwith no limtation.

DR SHAPIRO That is right. That is ny
view. | think we have a different view fromthe Wst
Coast, the M dwest or wherever it is Wsconsin.

PROFESSOR CAPRON:  Nort hwest .

PROFESSOR CHARO. Wsconsin? It is in the
G eat Lakes region.

DR SHAPIRO G eat Lakes region.

PROFESSOR CHARO. W do not call it the

Mdwest if we are from New York. W call it the Geat
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Lakes region. Kansas is in the Mdwest. Onhio is
in the Mdwest.

DR SHAPI RO M dwest al ways seens to be
father west than wherever you are.

(Laughter.)

PROFESSOR CHARO. Harold, | am confortable
with this exanple only because of the cognitive
I mpai rnments but if we were tal ki ng about conpetent
peopl e who are in an institutionalized setting | would
want to approach it slightly differently.

Now part of it is because we often have junped
to the conclusion in the past that there is no
di fferences anong peopl e and have excl uded | arge
nunbers of people and wonen is the cl assic exanple.
And, of course, we have now cone to understand that
that assunption was not well founded. |In sone cases
there are real differences and in sone cases there are

not, and we did not have enough data to really know
when -- which is which and when i s when.

But nore -- probably nore honestly it is
because | think | share with Rhetaugh the instinct that
nmore harmthan good is comng fromthis kind of blanket
exclusionary policy and that it -- it has invited an
attitude of ignoring people and it does not serve their

interests in the long run.
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1 Now, of course, part of that is because |

2 guess in sone cases you do find real differences. |

3 woul d be happy to talk about it further but let's just
4 say | do not worry so nuch about the nursing hone

S residents or the prisoners but I amjust waiting for
6 the next groups on the list to be naned.

7 PROFESSOR CAPRON:  Pregnant wonen. Pregnant
8 wonen.

9 (Laughter.)

10 PROFESSOR CHARO O even the nonpregnant

11 wonren. The might get pregnant sone tine in their
12 |ifetine wonen. Right. The do not speak standard

13 English people. The people who have a strong suntan

14 people. | nean, it is just everybody is on the list.
15 DR DUVAS.: Red heads.
16 PROFESSOR CHARO Wl |, red heads, no, they

17 are not vulnerable. They are just |ucky.

18 DR SHAPIRO Al right.

19 (Si nul t aneous di scussion.)

20 DR. SHAPIRO Bernie?

21 PROFESSOR CAPRON:  Left-handed peopl e.

22 DR SHAPI RO Bernie?

23 DR. DUMAS. Yes, because people automatically

24 assune that they are fiery and they are inpulsive --

25 (Laughter.)
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DR SHAPI RO  Bernie?

PROFESSOR CAPRON: | have an N of one in ny
house that fits that.

DR SHAPI RO  Bernie?

DR LO Wwll, I nean, Alta, | can see where
you are headed but | nean nursing hones and prisons are
total institutions and there is a history of real
abuse. The problemw th nursing hone patients is not
that they have been under studied, they have been roped
In as gui nea pigs when, you know, there is no way they
could say no and their surrogates -- studi es have shown
their surrogates do not nake decisions on what is best
for them

So I think using the sane argunents we used in
the capacity report, these are situations where there
has been a history of abuse that called for, if not
regul ations, calls for regulations. And these continue
to be institutions where, you know, you can say incl ude
themin the research but the nature of nursing hones is
such now with care cut backs, funding cut backs that it
is going to be very hard to get neaningful, inforned
consent in that kind of environnent.

So you are bal ancing potential harns to other
peopl e who are sort of a little further down a slippery

sl ope versus real harns to people who are utterly
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dependent on an institution.

DR SHAPIRO Marjorie and then David, Steve.

DR MESLIN Larry.

DR SHAPIRO Larry is next. You are on the
l'i st here.

DR SPEERS: | was just going to give sone
exanpl es of the opposite situation where individuals
who are potentially vulnerable are included in research
because it is convenient to do so. In addition to the
Institutional setting, research that is done in free
clinics, for exanple. |f people want to study sexually
transmtted di seases, the easiest way to go do that is
to go to the STD clinics and study the individuals who
go to those clinics. But not everyone who has STDs
goes to free clinics but it is easier to do that. |If
you want to study unintended pregnancy, again going to
a reproductive health clinic, it is easier to do the
study there.

What happens is if you go to those kinds of
settings is you have people who are often of | ow
i ncone, of |ow educational attainment, they may be
mnorities, you have a lot of other factors that enter
into the study. So the risk is the -- may be the
opposite of individuals are being included

di sproportionately because of the ease of studying
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t hem

DR SHAPIRO Ckay. Larry noted to ne that he
has had his hand up for a long tine and | probably did
not see it right anay. | amgoing to go to Larry next.

DR MIKE | just want to reiterate this
| ssue about recommendations 10, 11 and 12. | really
think that the capacity part should be way back with 4
if we are going to have it at all because it is not
peculiar to vul nerabl e populations in general. It is
peculiar to the capacity of people.

And so if we leave it the way it is, 3.11
| ooks very weird. Al of a sudden we have to cone out
and say, oh, by the way, local reviewis okay or | ocal
|RB review is okay for people with vulnerable -- even

when they have greater than mninmumrisk. So it is

just that -- the |logic does not sound right to ne and
it just should be -- it is not about all vul nerable
popul ations. It is about the capacity issue and it
shoul d really go back by 3. 4.

DR SHAPI RO Ckay. David?

DR COX: So | amsitting here this afternoon
as a researcher thinking about how | amgoing to use
this stuff. Totally opaque. Because what is happening
Is the basic principles that we started off this

norni ng tal ki ng about, okay, we are not dealing wth.
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What we are doing is that we are getting into the real
nitty gritty of exceptional situations.

Now | do not nmean that these ultinmately are
going to cone out. GCkay. And they are the gray areas
that are going to be adjudicated but we are dealing
with the gray areas wthout sort of |aying out what the
mean hi ghway is for people.

Now maybe we are going to |lay the main hi ghway
out but I will say in this very issue of vul nerable
individuals is that the climate is really different,
folks, than it was ten years ago or even five years
ago. So we are not in the situation anynore where the
-- sure, there will be the outlier person that will go
and m suse nursing honmes or prisons. That is not the
situation we are in anynore. W are in a climte where

peopl e are not doi ng anyt hi ng because they are scared

to death.

So it is avery different clinmate and what we
cannot do, | think, is nake regul ations and rul es based
on ten years ago. W have to sort of -- and we cannot

even nmake them on today because by the tinme they get
I npl enented they will not be relevant either.

So the -- to |l ook at these basic principles
and the ones that -- if we start naking groups that --

we will never quit making groups and everyone w |
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spend all their tinme on the groups instead of | ooking
at, you know, who is really at risk. It wll be do
have the right groups or not?

So |l just -- | take this as an exanple of all
of these. These are all inportant issues but | think
that they are not nearly as inportant as |aying down
what the fundanmental principles are behind these
different things, which are in here. R ght. But for
us to really spend sone tine clarifying those.

DR SHAPIRO Wll, we certainly intend to do
the latter and | think, David, one of the attenpted
characteristics of these set of recommendati ons,
whet her successful or not, is to provide a nechani sm
where it could be much nore fl exible ongoing.

DR COX: | quite understand and | am keen on
that but what | amdoing is reflecting. | amputting
nyself in this different setting.

DR SHAPI RO | understand.

DR COX: And | think that as a user, these
di scussions that we are having are very, very subtle
points that are going to be totally m ssed by nost
users but they are going to be picked up i medi ately by
the people that are interested in using themfor not
necessarily good reasons.

DR SHAPI RO  Steve?
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MR HOLTZMAN. | amstruck that | think the
problemwe are running into in 3.9, | suppose it is now
new 3.10, is in fact we are trying to use a formulaic
kind of fornmulation if you will and it is casting the
net too wide and too narrowy all at once. And | think
consistent with where Alta was going and Davi d about
the principles, what is really at stake is if you go
back to your basic principles about beneficence
protection, what we -- the research environnent has
changed and there are still cases where we are worried
about institutional people being used as gui nea pigs
and it is also the case where we are worried about
peopl e being systematically excluded fromtrials and
then I o and behol d effectively the research takes pl ace
I n the mar ket pl ace because it is prescribed off |abel,
et cetera, et cetera.

So | amwondering if we just could not cone
out and say it here. R ght? That when you -- instead
of these safeguards -- you know, these safeguards
shoul d be incorporated, we then go generally
participants with vul nerabilities should not be
targeted and naybe that is where our problemstarts.

W maybe shoul d say, you know, what this neans
I's, you know, people should not be used as gui nea pigs

because it was just easier, cheaper, faster, all right.
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Hel p me out here, guys, with things? Principles of
justice, right. That principles of justice -- that if,
in fact, the goal was to have this applicable to a
popul ation it should be generally represented in the
study. And just start to spin themout there that way.

It mght work.

DR SHAPI RO Thank you

QG her conment s?

DR COX: Harold, I amquite keen on that
because | understood what Steve said and that -- |
mean, not that | have not understood these other points
but they have to be crystal clear because when peopl e
are working --

PROFESSOR CAPRON:. David, also, just for the
record, nore bionedical research with human beings is
going on today than ten years ago. It may be that high
class university investigators who are scrupul ous and
whose I RBs carefully look at this are nore inhibited
and feel antsy and we should not contribute to that.
That is to say we should give them clear gui dance so
that they do not just feel worried and think that they
can do not hi ng.

And maybe the real problemis contract
research in private doctors' offices but there is nore

of it going on than ever. So the notion that sonehow
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t here has been a huge inhibition of the research
process, | think, is wong. Maybe of good research,
maybe of -- you know, really path breaking research but
there is a lot of drug research goi ng on

DR COX: Indeed, Alex, but think of it in the
context of what this report is going to deal with. |t
Is primarily federally funded stuff. Hopefully, other
funded stuff, too.

PROFESSOR CAPRON: Well, | nean the whol e
point of this is to say --

DR COX: Hopefully that happens.

PROFESSOR CAPRON:  -- principle one is
ever ybody.

DR COX: Yes. But the -- and so there is no
question you want the rules out there. | think the

climate is fundanentally different now, though, than it
was five years ago in terns of the fact that people do
not nake jokes about this in public anynore.

And five years ago everybody made j okes about
this in public. It does not happen anynore in the
research conmunity. So now at cocktail parties people
tal k about how they are scared that they are going to
get shut down, not about how stupid it is. That is a
fundanental change. A fundanental change.

DR SHAPIRO Alta?
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PROFESSOR CHARO If | can just kind of go
back to this. M goal in what | was outlining before
was i ndeed to handle this nursing hone exanpl e by
saying first on the one hand that you need to have a
broad section and, second, if you are dealing with
subpopul ati ons where you are concentrating one kind of
person, you have to have a justification for it, which
woul d seemto invite having a couple of nursing hone
residents in your sanple but preclude having your
entire sanple be nmade up of nursing hone residents

unl ess you could provide justification for why this

research is peculiar to nursing hone residents. So
that was ny goal, although it does not -- it is not
clear that it acconplished -- | was acconplishing that

goal because of the response | got back.

I nust say, though, that even though | stil
feel like that mght work, | amanticipating an
addi tional problem-- sorry, guys -- that we mght or
m ght not want to at | east acknow edge and anti ci pat e,
and it is in conjunction with multicenter trials.
Because if you have, as we growi ngly increasingly do, a
sponsor who has work going on in six different
universities, one thing that may very well happen is
each university tends to have a particul ar popul ation

it is working with so that the entire popul ati on across
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all six together represents a cross-section but they
are chosen for specific reasons. This one is an urban
canpus and has this population and this one -- but your
doctor with the contract research, that is exactly what
IS going to happen.

He or she is going to wind up getting paid to
go in over and over to that nursing hone because this
doc is a geriatrician and keep recruiting those people
for study after study that is being plugged into a
variety of nmulticenter studies.

W need to know if we are confortable with
that because it is not that you are using themfor one
study en mass because they are easier, it is that what
wi Il happen is we will have a kind of bulkinized
research system | amsure we have all seen a little
bit of it in our owm institutions in which this has
been the way to handl e the diversification of the
subj ect population. It has been collaboration with
universities in very different settings.

And we need to decide if that is okay, you
know, because it will ook in the end very nuch like
what it is that disturbs you, Bernie, even though it is
not exactly the sanme situation. It will look in the
end a lot like it.

DR LO There is the additional issue, Ata,
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of the patient's doctor going back to the patient
popul ation and recruiting over and over again fromthe
PROFESSOR CHARO | conpletely agree with you
which is why | am saying, you know, reluctantly | added
to the list of problens.
PROFESSOR CAPRON: | f the reason for the | ast
sentence in the revised version, however it is also
| nappropriate to di sproportionately exclude persons
with vulnerabilities fromresearch unless there is sone
reason, the reason for that is that it is inappropriate
if you will end up with results that are inapplicable
to that population. That was the reason for saying,
yes, you nust very carefully recruit in that popul ation
and include themso that they do not | ose the benefit.
If the purpose of this is to buy into the
t herapeutic m sconception that they are getting gypped
fromnot being in the research, not the results of the
research, but the research then | reject it and |
woul d, frankly, say to the extent that you are dealing
with a popul ati on where the probability is much higher
that you are going to get people not giving autononous
consent but either by their nental capacity or their
situation being manipulated into this, then you should

find other people who are nedically equivalent to them
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SO0 you can generalize the results who do not have those
probl ens and you should not go to that popul ation. And
It 1s not discrimnation against themthat they do not
get the privilege of being research subjects.

| nmean -- and | will wite a dissenting
footnote if we say it the way it is here unless we nake
It clear that the reason is that you end up having to
do, as Steve said, off |abel research with the
popul ation after it is approved because you do not know
if it fits themor not. And that is a separate issue.

You resolve it drug by drug. Maybe anti -
bedsore nedications are different if bedsores devel op
at hone or in the institutions. Mybe you have to do
the research in both places.

DR SHAPI RO  Davi d?

DR COX: So, | nean, this issue --
particularly the one that Alta brought up -- is that
for purely scientific reasons often tines a particul ar
popul ation in these multistudy trials is the best
popul ation to deal with that conponent. You can get it
better for a whole variety of reasons. Not just
because it is easier to go back to the nursing hone but
It is pretty hard if for a scientific reason what you
wanted to do was | ook at a distinction between African

Aneri cans, Asians and Caucasians. It is pretty hard to
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get a stratified sanple of all those people in lowa. |
mean, it is not so easy. So if that is what is going
to be asked --

PROFESSOR CAPRON:  That is fine.

DR COX: -- then it makes no sense.

On the other hand that you do not want people
just going back in for contract research when there is
no reason to have it be nursing hone people and j ust
have it be because they are the easy people to get.

So | think that this is going to be very hard
to wite down in rules this way because |I can argue
bot h si des depending on the situation and there is no
way, | believe, that it is possible to incorporate that
into a reconmendati on

PROFESSOR CAPRON: W are dealing here with
vul nerabilities and institutionalized people are an
exanpl e of a vul nerabl e popul ati on.

DR COX:  Yes.

PROFESSOR CAPRON: W are not dealing here
with the need to have a nulti-ethnic popul ation so you
contract with the University of lowa and you al so
contract wth Cornell

DR COX: | understand. But ny only point is
you can deal with the vulnerabilities without having to

delineate the groups. That is all | am sayi ng.
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DR SHAPIRO On this particular issue, which
Is the |last sentence in whichever nunber it is, 3.10 --
| keep forgetting how these nunbers --

PROFESSOR CAPRON: It is 3.10 now.

DR SHAPIRO | mean, | agree with Alex's
analysis. | understand the point you are naking, Ata,
and | think that has been a problemin the past but as
| bal ance the problens and so on it is just conme down
on the side of the general presunption. But we can
tal k about this sone nore and see how the text | ooks
when we put it together.

Vell, | think we have taken our discussions as
far as we are going to take themthis afternoon so |et
me thank everyone for being here. W wll have sone
pretty inportant discussions tonorrow norning and, as |
said, we only have -- what tine do we start tonorrow,
Eric?

DR MESLIN  8:30.

PROFESSOR CHARO. Do we want it to be 8:007?

PROFESSOR CAPRON:  8:30 it says.

MR HOLTZMAN: It is usually 8:00 for the
second day.

PROFESSOR CHARO It usually is but the agenda
said 8:30 but 8:00 is fine.

DR SHAPI RO How do peopl e feel about neeting
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at 8:00 versus 8:307? Does anybody have any
preference?

PROFESSOR CAPRON:. W will acquiesce. Do we
have a preference?

DR SHAPIRO Let's try to neet as close to
8: 00 as we can because we are going to have to adjourn
sonmewhat earlier than indicated on the agenda given all
ki nds of issues so that we probably will be through
here sonetine between 11:00 and 11:30. So let's get
together as close to 8:00 as we can tonorrow norni ng.

Thank you all very nuch

(Whereupon, at 5:02 p.m, the proceedi ngs were

concl uded.)

* * * * %
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