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PROCEEDI NGS
CPENI NG RENARKS

R__ALTA CHARO J. D.

PROFESSOR CHARO Ckay. W are going to get
started. For the nenbers of the public who are
observing, just to clarify, ny name is Alta Charo and |
amnot the chair of the Comm ssion but | will be
opening up the neeting for Harold Shapiro, who will be
here by approxi mately 9:15 or 9: 30.

And so we would |ike to wel cone everybody to
what is now the 48th neeting of the National Bioethics
Advi sory Comni ssi on.

There are sonme small changes to the draft
agenda that | should |l et you know about.

W are going to begin with sonme opening
remarks fromEric Meslin and an Executive Director's
report, and that will be followed then by a series of
di scussions of certain points that Dr. Shapiro has
asked that we consi der because they will affect the
di scussion that will follow of the text and
recommendations that we are hoping to finalize at this
nmeeti ng.

So at this tinme, I will turn the m crophone

over to Dr. Meslin.

EXECUTI VE DI RECTOR S REPORT
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ERCM MSLIN Ph.D.

DR MESLIN  Thanks very nmuch and good
norni ng, everyone. | will keep this report relatively
short but | do have a piece of information that was not
i n the handout.

Qur reports to you, both fromne and the nore
| engthy | egislative report that Ell en Gadbois from our
staff prepared, are, as always, open for discussion.

The only itemthat | wanted to bring to your
attention fromthe report that | have distributed wth
respect to our international project is that report is
now up on the web. This is the report on the Ethical
and Policy Issues in International Research: dinica
Trials in Devel oping Countries. Both volunes of that
report are now on NBAC s website at ww. bi oet hi cs. gov
in both HTML and PDF versions for those of you who
foll ow such things.

W know that it has been difficult for sonme to
downl oad these so you sinply have to call our office
and you nmay get copi es.

The final published version fromthe GO wi ||
i kely be available towards the end of this nonth and
into early June, so as you are keeping track of NBAC
reports, please feel free to stay in touch with the
NBAC of fi ce.

And today the executive summary of the
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I nternational report should have been posted in the

Federal Register so that is another place for you to

get materials.

The other item!| wanted to bring to your
attention, which | only |earned of yesterday, is that
Conmi ssi oner Laurie Flynn has tendered her resignation
fromthe Comm ssion and al though she is not here | know
Dr. Shapiro woul d extend his thanks and appreciation to
her for her work on behalf of NBAC and all the hard
work that she has put in over the years. So she wll
obviously not be at this neeting, having witten to us
just a few days ago.

| do not have any other major itens to bring
to your attention that are not already listed on ny
report but | do again want to offer you the opportunity
to ask questions either of me or of Ellen Gadbois, who
produced, | think, as she always does, not only an
excell ent summary but in the case of this past
| egi sl ative update is an extrenely conprehensive one
that shoul d denonstrate without any difficulty
what soever that there is an awful |ot of interest on
behal f of Congress and others in a w de range of topics
relating to human research

So that is ny report. | am happy to answer
any questions that comm ssioners may have before we

nove on to the neat of the business.
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PROFESSOR CHARO Wl , if there are no
questions then et me go back then to the revised order
of discussion that Dr. Shapiro has asked us to pursue.

There is going to be an opportunity to make general
coment s about the report when he begins the discussion
about the text and all of the recommendations but he
has asked that we actually go over five itens that have
ki nd of substantive content that will affect the kinds
of recommendation | anguage that wll finally be adopted
today. So, if I can, | would like to just nove through
them sequentially in order to clarify the conm ssion's
position and nake it possible for staff to finalize the
| anguage here.

The first that he has asked us to turn our
attention to was sone possi bl e confusion about the
final views of the comm ssion concerning | RB
menbership. This cones up in Recommendation 5.9, which
tal ks about the need to have a quarter of the IRB
i nclude--a quarter of the IRB' s nenbership refl ect
peopl e who represent the prospective or potenti al
partici pants who are unaffiliated with the institution
conducting the research and who are not primarily
Identified as researchers thensel ves.

There was sone confusi on about whether the
view was that there needed to be representation from

each of these different classes of people or--that is
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each of these classes of people had to have a certain
set nunber of percentage of the I RB nenbership or

whet her as a whole a quarter of the nmenbership had to
be made up of people like this and any one person m ght
actually fulfill both of those roles. So, for exanple,
any one person mght represent the prospective
potential participants and be unaffiliated with the

i nstitution.

W had had sonme di scussion about this at the
| ast neeting. |t appeared that there was a general
confort with the idea that one person can fill multiple
roles, that overall the notion was that a quarter of
the IRB nenbership is not affiliated, not scientists,
and--or represent patient perspectives. | do recal
Tom Murray nmaki ng sone comments by tel ephone about his
wi sh for us to be perhaps even nore aggressive on this
and wanted to open this up for a kind of final
di scussi on and concl usi on.

Maybe | can suggest the follow ng, although I
had not actually intended to: Distributed at the table
wer e sone suggested revisions to the recomendati ons
and it had not been ny intent to ask everybody to go
t hrough t hem now because we may not need to go through
themat all since sone of them are based on substantive
views that we have not agreed upon but in this case

maybe it will help focus the discussion.
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There is--under suggested revisions to
Recommendations 5.9 there is a slight changing in the
word--a slight change in the wording, which is designed
totry to clarify that we sinply need to be sure that a
quarter of the |IRB nenbership consists of people who
have one or another of these characteristics that nake
t hem sonehow separate fromthe usual nenbership.

If you can take a | ook at that and see whet her
you are confortable with that | anguage as opposed to
the original |anguage which mght be read to require
sonething a little bit nore extensive, 5.9 of the
ori gi nal recommendati ons versus the suggested
revisions.

Bette? And you will need to hit this thing.

M5. KRAMER  Excuse ne. |s there any nmateri al
in the text prior to this reconmmendation that discusses
how t hese peopl e ought to be enrolled for the | RB?

PROFESSOR CHARO | wish | could tell you but
Chapter 5 had run out in the back so | do not have the
full text but if sonebody has got it.

DR SPEERS. What the text says is that--the
text defines three types of nenbers, those that are
unaffiliated--otherwi se unaffiliated with the
institution, those who are nonscientists, and those who
can represent the perspectives of participants, and in

each of the cases it suggests that at |east 25 percent
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of the nenbership be conprised of those types of

individuals. It says in the text that if an individual
can fulfill nore than one of those categories--so if a
person can be both unaffiliated and a nonscientist that

person can fulfill both of those nmenbership categories.

PROFESSOR BACKLAR  And representative--

PROFESSOR CHARO:  Tri sh?

PROFESSOR BACKLAR:  Excuse nme. And
representative of the participant.

DR SPEERS. Sure. | nean if a person net all
three of those categories then a person could neet--you
know, fulfill all those requirenents. |If a person
neets two of the three then they would fulfill two of
t hose three.

PROFESSOR BACKLAR:  Coul d you tell us what
page on the text--in the text? No, | brought the
recommendation--but in the text--1 was | ooking for the
expl anation in the text.

DR SPEERS. Yes. It starts--the text--the
rel evant text on this starts on page 30 and continues
over to page 34.

PROFESSOR CHARO I n the second to | ast
paragraph of 33, Trish, | think you will find the
i ntroduction of the 25 percent nunber.

Bett e?

M5. KRAMER. Well, the reason | asked the
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guestion--1 amnot sure we have ever had any di scussion
on the subject--is ny inpression is fromdifferent |IRB
peopl e that | have spoken to that it is not easy to

enlist people who fall into this category. That is why
| wondered if we had any discussion in the text as good

suggestions as to how it mght be done or--the 25

percent, | think, is a substantially higher nunber than
has generally been requested in the past. Is it not?
Sois it--1 guess | amtalking--questioning whether - -

the feasibility of it and howit is supposed to happen.

DR SPEERS. Right. The current regul ations
that state that an I RB shoul d be conprised of at |east
five nmenbers says that one of those five should be
unaffiliated, one of them should be a nonscientist. So
there is an inplied percentage of about 20 percent.

Wien this recommendation was witten and
included in the public draft version of the report, we
had 50 percent as the recommended percentage for
unaffiliated and for nonscientists. Wuat we received
in the public cormments was that 50 percent seened to be
too high and what was recommended was 20 or 25 percent.

DR MJRRAY: | still--

PROFESSOR CHARO  Larry?

DR MJRRAY: --believe--oh, | amsorry.

PROFESSOR CHARO That is all right. Tom and

then Larry.
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DR MJURRAY: | still believe that 50 percent
Is the right nunber but | amwlling to conprom se on
this. | think 25 percent is at least--it would be an
I mprovenent because you could have--in fact, the
Interpretation of the rule is that if an | RB consi sted
of 15 or 20 nenbers you still only needed on that was
unaffiliated, et cetera. So | would be willing to vote
for this resolution.

I like the original |anguage rather than the
revi sed | anguage. For one thing, the original |anguage
says that this accounts not only for the nmenbership but
al so for determ ning a quorum because it woul d be one
thing to have conmunity nenbers but then if they never
showed up it would effectively gut the neaning of the
resol ution.

And | have worked in institutions, | now run
an institution, it is difficult to get community
menbers. | understand that. It would be--you know, it
I's much easier to call on your own fol ks in-house but--
so, you know, | understand why adm nistrators woul d
bal k at this kind of challenge but ny viewis that it
ought to be done. They can be creative. They can
acconplish it.

PROFESSOR CHARO  Larry?

DR MIKE If | renenber the original opening

statenent on this, the issue was whet her peopl e can
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serve nore than one category. Neither of these address
It so why don't we just say it in there. There is just
not | anguage in there. So just add a sentence.

PROFESSOR CHARO:  Arturo?

DR BRITO \Wll, the original recommendation
does say that soneone is permtted to fulfill nore than
one nmenbership requirenment and | think the issue here
is that it gives the--no?

DR MIKE  Arturo, | amjust |ooking at the
current reconmmendations and Alta's recommendati ons.

DR BRITO Oh, | amsorry. | have the
previous one. | have the one in the text and then |
have the one fromAtlanta where it did say an
I ndi vi dual should be permtted to fulfill nore than one
menbership requirenment. And there I amnot sure why
we--it should be in there, right? Yes.

PROFESSOR CHARO O her comments? Rhet augh?

DR DUVAS: As | understand this
recommendati on, as the recommendation reads, the 25
percent is--says at |least a quarter so that does not
mean that we--sonme groups could not get a higher
percent, a proportion. And the other thing it says who
are affiliated with the institution, so forth and so--
or who are not primarily identified as researchers and
| read that to nean that it can be people who either

represent the participant or who are unaffiliated with
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the institution or who are not prinmarily identified.
So that neans that if you got sone in any one of those
categories you would have fulfilled this recommendati on
the way it is witten. And is that the way we nean it,
that a participant who represents--a person who
represents potential participants could satisfy the
ot her two?

PROFESSOR CHARO: D ane?

DR SCOTT-JONES. In the text on page 35 there
Is an "and"; in Alta's recommendation for changes there
Is an "are". So it is Alta's reconmendation that
changes the neaning of it and as it is witten on page
35 you would interpret that to nean that the person had

to neet all three of those because they are joined by

"and" not "or

DR DUVAS: That is right.

DR SCOTT-JONES: So you woul d have to be not
affiliated, not primarily a scientist and representing
t he perspective of the participant. You would need to
be all three of those.

DR MJRRAY: You would need to be all three to
be counted for all three categories. You could have
menbers who are counted for one of those categori es,
two of those categories or three of those categori es.

DR SCOIT-JONES: Then that shoul d be

explicitly in recomendation 5.9. What you are saying
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should be witten back in here.

PROFESSOR CHARO | amsorry. Can you clarify
what is it that you would |ike to have witten back in
exactly?

DR SCOTT-JONES: Wat was al ready di scussed
to clarify whether a person could serve all three of
t hose because the way 5.9 is witten | would interpret
that to nmean that the person needed to be all of those.

Then the | ast sentence says for each category IRB
menber shi p shoul d be at | east 25 percent, which could
be interpreted to nean that if those are nonoverl appi ng
in the persons you choose that could be 75 percent of
t he | RB.

PROFESSOR CHARO  And that, in fact, is
exactly the reason for the proposed revision because of
the way in which the mathematics worked out that it
could be read to require that the |IRB nenbership be
nore than 25 percent nmade up of these peopl e because of
the way the characteristics are laid out.

It seens to ne that we have got a coupl e of
very distinct things that we shoul d probably just
decide very cleanly and then go back and try to wite
the recommendation in a way that reflects them Ckay.

The first is Tom s suggestion that we nove
this nunber up to 50 percent, which is where it had

been. The coments that cane in showed a great deal of
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resi stance, partly for the reasons Bette outlined but
It 1s an opportunity for us to decide again because it
was put on the table whether we would like to go to 50

percent. So |let ne--

DR MJRRAY: | amsorry. | did not
rei ntroduce 50 percent. | said--1 nentioned it because
| had made that proposal --

PROFESSOR CHARO  So you woul d rat her not have
anybody address it?

DR MJRRAY: No, | amnot putting it up for-

PROFESSOR CHARO  Fine. kay.

DR MJRRAY: If we nove to the alternative
| anguage then | would feel differently but if we stick
with the | anguage in the formal draft of 5.9 adding a
clarifying sentence that people nmay--a single
i ndi vidual may fulfill--

PROFESSOR CHARO | suspect that we are not
going to wnd up with either the existing or the
proposed revisi on because both of them seemto have
identified problens so we are going to wind up with new
| anguage regardl ess.

Marj ori e?

DR SPEERS. | was just going to actually
suggest | anguage that could be added to this if you
would like a possibility. It could be an individual

shoul d be permtted to fulfill nore than one nenbership
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requirenent.

PROFESSOR CHARO  Yes, but that still does not
handl e the problem of the final sentence of the
exi sting recommendati on, which could have worked out to
requiring virtually half to three-quarters of the
menbership of the IRB to represent these categories
rather than the scientific disciplines.

Way don't we--1--let nme just ask to clarify
the point to be nade here and then we can go back and
try to get the witing down in the background and cone
back with it. GCkay?

Is it correct that it is people's viewthat
certainly an individual can fulfill one or nore of
t hese categories? kay.

Is it correct that it is people's viewthat
the goal here is that there should be a m ni num
menber ship of 25 percent that represents people who
have any--at |east one of these characteristics? 1Is
that correct.

DR DUVAS: That is confused in ny mnd and |
am anbi val ent about it. |If it is inportant to have
peopl e who are not participants and if it is inportant
to have people who are not researchers and if it is
i mportant to have people who are not primrily
identified--well, we said researchers--fromthe

institution, then | think we have to word it such that
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those three categories are represented if that is what
we are aimng to do.

PROFESSOR CHARO  So that what you would |ike
it to say is that all three categories mnmust be
represented and in toto a quarter of the nenbership
shoul d represent all three of these?

DR DUVAS.: Right.

PROFESSOR CHARO Tom i s shaki ng his head no.

Ton?

DR MJURRAY: Alta, you seemto be driving us
towards your alternative | anguage and I am not sure
that--1 amnot ready to go to your alternative
| anguage.

PROFESSOR CHARO | am not because ny
al ternative | anguage woul d not acconplish what | just
said to Rhetaugh

DR MJURRAY: Well, | think it would be very
close to that.

PROFESSOR CHARO  What woul d you- - what - -
substantively what woul d you- -

DR MJURRAY: | think the current |anguage of
5.9 is fine with the addition of a sentence al ong the
line that Marjorie proposed.

PROFESSOR CHARO, Larry?

DR MIKE |If | recall correctly our past

di scussions, the initial issue was whet her half shoul d
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be fromoutside the institution versus inside the
Institution, then we got into subcategories and
subcategories. | think that is still a sense if | read
the group correctly but it is alittle confusing now
when you | ook at that because you say 25, 25, 25. W
have | ost that separation between either scientists or
nonsci entists or institution versus noninstitution so |
think that needs to be recaptured. And | think we got
| ost in that when we--when sone of us got concerned
about the 50 percent and then we went to the 25

per cent .

PROFESSOR CHARO Let ne direct your attention
to the final sentence of 5.9 because the | anguage we
are going to be redrafting may look a lot |ike 5.9 but
the | ast sentence is the one that creates the
arithnetic issue--1 forget exactly who raised it now -
for each category | RB nenbership should be at |east 25
percent, which would suggest--1 think it was D ane who
said that if there is not perfect overlap it woul d nmean
that in the end you are requiring nore than 25 percent
of the nmenbership to represent people from each--you
know, in toto fromthese various categories.

s that what people want or would they like to
keep the overall requirenment for this group--this
category of people at the at |east 25 percent |evel and

not higher for the required m ni nun?
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D ane?

DR SCOTT-JONES: Couldn't we solve the
probl em by addi ng sone of Marjorie's proposed | anguage
to the |l ast sentence joined by "and". For each
category | RB nenbership should be at | east 25 percent
and individuals may serve one or nore of these
functions, or whatever it was that Marjorie said. Then
we have solved the problem But | think one thing to
avoi d i s having nenbers who fit 5.9 being all from
nunber one not affiliated and say being all from
anot her institution down the road. You certainly do
not want that.

PROFESSOR CHARO  Wiich is certainly what
Rhet augh was noting but the | anguage that you are--|
t hink we probably do need to go back and do the
| anguage i n the background because saying that they can
represent all three does not nean that they all
necessarily wll so you still can find yourself in a
situation where people do not have overl appi ng
credentials and you still have wound up with a required
m ni num that would functionally be 35 or 40 or 45
percent. So the question is whether or not you want
t hat .

DR DUVAS: Could I ask a question? Wuld we
be satisfied to have an IRB that woul d be conposed of

peopl e who are all fromwithin the sanme institution?
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No. Then | think that in the revised--in the next
revision we need to be very clear about the affiliation
with the institution and then state the other
characteristics because the way it is now a person can
be--can represent perspective participants and be from
the sanme institution

PROFESSOR CHARO. D ane?

DR SCOTT-JONES: Then why don't we say--why
don't we just renove nunber one and just say for
menbers who are not otherw se affiliated with the
institution and then let the conditions be two and
three. They could be nonscientists or representing the
perspective of the participant and all of them would be
nonaf fili ated.

DR DUVAS:. That takes care of ny concern.

DR SCOTT-JONES: Just renove nunber one.

PROFESSOR CHARO: Wuld it nake sense at this
point to try and all ow people to go back and redraft it
in time for the discussion |later on when we get to
Chapter 5 and when t he reconmendati on cones up and test
out | anguage and see if it matches what was just
di scussed and al | ow -

DR SPEERS:. That is fine.

PROFESSOR CHARO  Ckay. At this point | would
like to defer to Dr. Shapiro. W are up to the second

Itemthat you wanted to have us discuss, which was--I
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have | ost ny notes already. Which would be the
definition of research.

DR GREIDER Could | ask a question? |Is
there a list of these itens that we are supposed to be
di scussi ng? kay.

PROFESSOR CHARO | received it on e-mail | ast
night at 6:00 p. m

DR MJRRAY: | got ny e-mail but ACL woul d not
| et me open the docunent so sone of us are--

PROFESSOR CHARO Al right. | will continue
for a nonent while Dr. Shapiro is getting hinself
organi zed. At certain points in the text and in the
recommendati ons particularly around Recommendation 3.4
there is the discussion about what is going to be
covered by the oversight systemand what is not. And
it revolves around the definition of research and the
exi sting recommendation for 3.4 did not clarify with
much precision the way in which the decision should be

made about what shoul d be covered and what shoul d not.

There had been sone e-mail discussion
surroundi ng the questions about social science research
that had yi el ded sone observations about things that
soneti mes reduce concerns about research that m ght
yield the conclusion that oversight is not necessary.

And so one of the questions we were asked to
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answer was whether we would like to say sonething a tad
nore specific, not that necessarily invites |arge areas
of research to be noved outside the oversight system
but, in fact, rather to identify kind of the limts of
the things that shoul d be noved outside the oversight
system and nention sone of the factors that had been

di scussed on e-mail .

If we were to do that, Recomrendation 3.4
coul d be suppl enented by sone | anguage within the
recomendation that follows its suggestion that the
federal systemshould identify the research activities
that are not subject to oversight with sonething nore
specific that says things |ike such activities should
be generally limted to situations in which there is no
physical intervention, little or norisk to
participants, and a clear and easy opportunity for
people to refuse to participate. |In other words, it
sets the limts on what could be considered to be
out si de the system but al so send sone signals as to the
ki nds of factors that m ght be used for the
determ nation that would be nmade by the appropriate
of ficials.

So the question here was whet her peopl e wanted
to have this kind of specificity added at this point
and, if so, whether these would represent the right

kinds of things to use as Iimting factors which would
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limt the universe of things that could be excl uded
from oversi ght.

Arturo?

DR BRITO Yes. | definitely favor nore
specificity in this recormmendation and | really |ike
the ol d recommendati on--what used to be Recommendati on
2.4 where we outlined at | east three key features. And
| nmentioned this in an e-mail because | think here we
| ose a ot by not being nore specific and | do not
think those three key features are any nore than the
m ni nrum of what shoul d define the kind of research we
are nost concerned about in this report.

So | really--1 have not had a chance to think
about the one you just proposed now but | would Iike
nore specificity than what is currently in the text.

PROFESSOR CHARO Can you rem nd us of the
three key features?

DR BRITO Yes. MNunber one, the intent of
the activity is to generate know edge, facts, et
cetera. The second one is anticipated results would
have validity. And then the third is that it is a
systematic collection or analysis of data. | do not
think that that should be very controversial for
anybody that is defining what research is but | cannot
recall what the argunents agai nst that were right now

but--and I know that we had a general concern abut too
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much specificity in the recommendati ons and | agree
with that overall because | think that this proposed
federal office that takes place, | think that they
shoul d have some roomthere to work with but I do not
think this is nmuch nore than setting sone m ni num

gui del i nes.

Dl SCUSSI ON OF DRAFT REPORT:

PROLOGUE, CHAPTER 1, CHAPTER 2

DR SHAPI RO Thank you. Any other conments
now? We will conme back to this when we | ook at the
speci fic recommendati ons.

Yes, Larry?

DR MIKE | assune 3.4 and 3.5 are--we
originally started with a definition of research and a
definition of human subjects, and | assune that these
are the latest attenpts at that.

DR. SHAPIRO  Right.

DR MIKE | sort of agree with Arturo on 4.
| have no problens with 5. | think 4 is alittle bit
t 00 vague.
DR SHAPIRO Ckay. Well, let's come back to

this again as we go through the recommendati ons
systematically. There are then a nunber of itens that
we need--wanted to discuss just in general to help our
di scussions | think as we go through the

recommendat i ons because if you recall the--for those of
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you who got ny e-mail yesterday, | do not know who was
traveling and who was able to get the e-nmail or not but
| just want to go back to that for a nonent.

How many of you got ny e-mail from yesterday?

Everyone? Wo did not? Everybody has got it.

Well, as you say, the--ny m ni num objective
today is to conplete all these reconmmendations. | just
t hi nk we cannot | eave here w t hout havi ng done that and
so |l amjust trying to clear a little bit of discussion
away at the beginning and | amgoing to limt this
di scussion for the next 20 mnutes or so and then |
want to get back to the recommendati ons and go ahead.

If we do not discipline ourselves in that way we can be
talking a long tinme and | think we have to face up to
just deciding on the recomendati ons and getting them
out.

As | said in the e-mail yesterday, ny current
intentionis, if the conm ssion does not object, is to
actually conplete the recommendati ons today, put them
up on the web tonorrow, and to be foll owed pretty
quickly with a prol ogue and executive summary, which we
will talk about a little later on, and then the full
report will be sonewhat later. It seens to ne that
that is a schedule which we nore or | ess have to stick
toif we are going to conplete this report.

So the purpose of this initial discussion--I
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want to thank Alta for getting it started this norning-
-and for a nunber of other things which we will talk
about later but | just want to get this settled. There
is only a fewnore and they are really in the

nei ghbor hood of tone and tactical issues as opposed to
fundanmental issues so let ne just address two of them
toget her and then one separately.

One is a question of as we go through the
recommendat i ons how often we shoul d specify regul ation
as opposed to gui dance or whether we shoul d nake those
ki nds of distinctions as often as we do and whet her we
want to | eave sonehow nore | eeway or we want to point
out that sone of these things in our judgnent require
regul ati on as opposed to guidance. It isreally a
guestion of tone and I do not think we really have to
resol ve that right now but as we go through the
recommendations | think we should be conscious of the
I ssue as to whether in any particul ar recommendati on we
are requiring regulations or sinply, as Alta woul d put
it, having an aspirational view of this and whet her
they acconplish it by regul ation and the gui dance does
not really matter to us. It is a matter of whether it
gets acconplished or not. So we ought to just think
about that as we go through the recommendati ons.

There is a simlar kind of issue when it cones

to whether we are tal king about |egislation versus



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

25

governnent, that is whether you want the governnent to
do sonething or you want | egislation to do sonet hi ng.
It is really the very sane issue, that is it is a
guestion of tone and how broad or how specific we want
to be as we go through the recomendati ons.

W may want to say it requires |egislation or
we may want to--that is we may reconmend | egi sl ation,
excuse nme--or we nmay want to say the government shoul d
acconplish this and whether they do it by |egislation
or executive order or any other way does not really
matter to us. It is a question again of how we
visualize this and how inportant it is for us to be
narrower in the sense when we require |egislation as
opposed to when you say governnent neani ng however you
do it, get it done, that is what this report is
speaki ng to.

So I just want you to keep those issues in
mnd as we go through the recommendati ons and | think
we shoul d strive--unless we have specific reasons--for
sonme kind of consistency in this area, that is if we
deci de for the broader approach, nanely the governnent
shoul d--we recommend the governnment to do this, however
they do it, we should sort of stick to that approach
except where there is a specific reason that we want
|l egislation. Aternatively, if we go for the narrower

one, we ought to stick consistent with that. So it
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Is really a question of tone. It is not an
aspirational versus a specific, | guess is the way Alta
has tal ked about it, and | think we ought to just keep
that in mnd as we go ahead. That will be true both
for regul ation versus guidance. It is the sane issue
in a different guise and wth regul ati on bei ng narrower
and gui dance bei ng broader or less rigid, | suppose,
easier to change, and the same thing in |egislation

ver sus gover nnent .

Finally, there is the issue--what | call the
NOHRO i ssue or NOHRO i ssue, NOH RO that is whether
we specifically want--again it is really in the sane
noti on whet her we specifically want to identify an
I ndependent office of the type that is described in the
report right now and that is what we want or that we
want the governnent to acconplish those objectives,
however they decide to do it, whether as an i ndependent
office this way, that way, part of HHS, independent and
so on. Those argunents are laid out.

In that particular case, as you know from e-
mail of a few weeks ago, even nonths ago now, | rather
preferred the NOHRO version and ny reason for that was
really not very profound. It was sinply that as | was
talking to people around the country about this, having
a nane hel ped themfocus their attention. So it was

really not any substantive issue that | had in mnd
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that it had to be this way or had to be that way but it
was an easy way to talk to people about it and they
grasped--1 could judge fromthe response of public

comments we got that they really could grasp it that

way .
However, | have to say it is not a fundanent al

issue. | think there we will have the choice and

per haps we could discuss this right now | am saying--

going along with the current text roughly speaking,
setting up this office and then say in the text, by the
way, if you do not set up an independent office there
are other ways to acconplish this or we could go the
reverse way around. W could state it in a nore
general formand say in the text we think it is our
feeling that you mght want to really give nost carefu
consideration to this to sone--to a specific
alternative but do not have that in the
recomendations. | do not think in ny own mind that it
I's a fundanental issue whether we go one way or anot her
on that but | think maybe we should discuss it.

We have gone back and forth on it. D fferent
comm ssi oners have had different ideas about that so
why don't we just try to solve that. That will help us
an awful | ot when we get to the recommendations vi s-a-
vis the text.

Larry?
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DR MIKE Wll, | voiced ny vote for
returni ng back to objectives because, for exanple, if
you |l ook at 3.4 this thing that says we shoul d issue
regul ati ons and then i ssue gui dance through the
regul ations, and it seens to ne if we nmake it nore
generic and say this is what we need to acconplish the
text will cover that in a particular situation there is
al ready an office, you do not have to do regul ati ons,
you do not have to do guidance. | think to just be
clear. Oherwse, we will--if we do sonething |ike
Recommendation 3.4, every tine we | ook at anot her
reconmendati on we have got to be careful that we are

going to say a regul ation versus gui dance, et cetera,

et cetera.

DR LO This is Bernie on conference call.
Can | put ny hand up?

DR SHAPIRO Wo is this?

DR MJURRAY: Bernie.

DR SHAPI RO Bernie, yes.

| will be back to you in a second, Bernie.

DR LG  Ckay.

PROFESSOR OLDAKER: If our intent here is to
get the governnent to act in sone way, and that woul d
be ny intent, |ooking at the governnment is a very
anor phous thing. You have to be fairly specific if you

want to get anyone's attention to do anything and so if
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we do not specify either an organi zation that we think
shoul d be created, it will not be created as we state
but at least will center people's mnds to think about
it and to debate it. Simlarly, if we do not encourage
peopl e to think about |egislation, the governnent, as
thi s anorphous entity, will not really hear it as well.
I think you have to be fairly specific in what we want

done if we really want to get sonething done here.

| realize, you know, by doing that we are
setting up, you know, the report not to be fulfilled
entirely because it is inpossible ever to get anything
i f, you know, suggesting and then work through the
conplicated process that it has to go through

So | would feel fairly strongly because |
would like to see ultimately whatever we put down here
put forward in sone way that we be as specific as
possi ble and also to put forth where we think it should
be regul ati ons because that will center people's mnd
al so on the issue.

DR SHAPI RO Bernie?

DR LO | would actually like to sort of
argue the opposite, Bill, fromwhat--the opposite
position fromwhat | think Bill just said. | am

concerned that there is not really an office sort of
waiting to receive the report--do the report in the way

we would |ike and that if we | ook at what we are doing
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as basically enunciating, you know, principles and
Ideas, | think there is a very good |ikelihood that
nost of the inplenentation of the report will be done
probably through Greg Koski's office and possibly
t hrough sone organi zations internally at NI H

| nmean, that is the way a | ot of our
recomendat i ons have al ready been sort of picked up
fromprevious reports. So | think that although we may
have a goal ultimately of having a single federal
office in charge of everything, | just think that it is
fairly unrealistic of the risk I think we take of
witing it as if we really have as a primary purpose
the establishment of this other new office, as | have
tried to argue before, is that there are people who
bal k at the idea of creating yet another federal office
and | think it is not just sort of political reasons
but a lot of the scientists | talk to are al ready--and
| RB nenbers as well are already so concerned about what
they see as a proliferation of directives from CHRP and
previously from OPRR that they are very leery of any
nore sort of governnent oversight because they think it
coul d nake things worse. So | think our strongest way
to reach those people who are sort of the end users of
the report in sone respects is to try to bring them
back to the big picture principles which | think have a

| ot of agreenent--on which we can forge a | ot of
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agreenent even anong people who are not quite agreed on
how to i npl enment those principles.

Can | nake one procedural request? | am
havi ng trouble hearing. | amwondering if soneone
could try and turn up the volune on the speaker phone
com ng towards ne?

DR SHAPIRO W will try to do our best,
Bernie. | amsorry it is difficult. W wll try to
turn it up.

Alta?

PROFESSOR CHARO | always get nervous if | am
di sagreeing with Harold Shapiro but in this case | do
and | would like to add sonme comments that will follow
on Bernie's because | share his view | have several
reasons for preferring what has cone to be called on

sonme conversations the de-NOHRO fication of the report.

The first is that | think that this is a topic
that will be handled in a series of consecutively nore
and nore focused efforts and that this effort starts at
t he broadest base at an effort to nmake sonme comments
about certain kinds of ethical obligations to people
who are participants in research but not yet protected
by any system and al so sone ethical argunents about the
ki nd of protection they deserve in terns of how we

t hi nk about risks and how we thi nk about benefits and
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how we t hi nk about vulnerability, et cetera.

And that it is inportant to keep the focus at
that | evel and not to conflate this task with what |
woul d think of as being a tact that is nore associ at ed
with a law reform comm ssion or an admi nistrative | aw
group that is now going to take that and make cl oser
det erm nati ons about which things are best done through
adm ni strative action, which are done through
| egi sl ation, which are done through a specific office
versus anot her office.

So part of it had to do with ny instincts
about what the role of the comm ssion should be on a
topic as broad as this one as opposed to sone of the
narrower topics we have taken on where we quite
appropriately delved into a fair anmount of detail at
the regulatory |evel.

The second was ny instinct that in terns of
the way we present those argunents that the obligation
to protect subjects through various or participants
t hrough various nechanisns is not an obligation that is
hel d by a particular office. To say that NOHRO nust do
this and NOHRO nust do that as part of a recommendati on
that is really about how we think about risk or how we
t hi nk about vulnerability, | thought m ssed the
opportunity to nake the point that it is not an

obligation of the office, it is an obligation of the
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entire governnent.

There is a governnment obligation to provide
protection to citizens, even non-citizens who are
enrolled in research, and that that obligation cannot
be delegated. It is always held by the entire
governnent no matter how it chooses to fulfill it.

The third is that with regard to catching the
attention of people, | thought that the strong
recommendation at the very beginning that we think that
the best way to fulfill this obligation is to create a
single office and better yet to create a single office
that is independent |ike the Ofice of Governnent
Ethics allows us to continually say for all the other
recommendati ons that sinply say the federal governnent
shoul d do this or such and such a thing should be done
in the passive tense because we do not have a
particular actor allows us to continually drum beat in
t he acconpanying text the notion that we think the best
way to do that is by follow ng our very first
recommendation, which is to create this office, but it
does not tie up the actual recommendati on | anguage,
whi ch is about what we are supposed to be aimng for
with the neans of inplenentation. These things stand
separate and they can constantly be used in tandem

Final ly, dropping the | anguage of NOHRO al | ows

in the rewiting of the recommendati on because that, of



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

34

course, always requires sonme mnor editing of the

| anguage, it allows one to appropriately use the
passi ve tense sonetines and other tines to just make it
alittle nore general and that, in turn, allows one to
get away fromthe need to be very specific about NCHRO
does what. Does it issue a reg? Does it issue

gui dance? Does it convene a group?

And | shared Larry's instinct rather than Bil
A daker's about the wi sdomof trying to determ ne on
each of these recomendati ons whet her we shoul d be
| ooking for regulation or not.

First, one of the points | thought of the
report was to get away fromthe top down regul atory
approach to this area and by introducing the notion of
accreditation and certification and an enphasis on
education to allow for sone easing of top down
regul ati on because we woul d have strengthened the
grassroots bottomup |evel of protection by virtue of
the capabilities of the researchers and the IRBs to
handl e probl ens wi thout mcrodirection froma distant
regul ator whose ability to reformthe regs is limted
by the sl owness of the adm nistrative procedures
necessary.

And, second, because there are tines that
t hi ngs do not need to be done by regulation but really

can be done by guidance but | do not feel |ike our
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di scussi ons have necessarily tended towards anal yzi ng
each of these topics with an eye to that question so
amwary of making that judgnent at the |last m nute and
nore confortable with general |anguage sayi ng, you
know, risks should be analyzed this way and leave it to
t he next stage of detailing whether or not that is best
done through regulation or through a set of guidance
docunents that would be used in conjunction wth
accreditation and certification prograns.

Finally, although I know that there is a great
deal of congressional activity, you know, it is
probably inpossible to ever be accurate in one's
predi cti ons about what one wll and will not happen in
any session of Congress. Any nunber of events can skew
the focus of the Congress and | woul d want our
recommendati ons to make sense even if there were no
NOHRO to i nplenment them | would want very much for
anybody who is in any position in any nunber of
agencies to inplenment as nmany of them as possible and

in that sense would like themto be standing on their

own.
DR SHAPIRO  Eric?
DR CASSELL: Well, | do not think that the
two views are nutually exclusive. | think that if you
want sonething done in this, | amwth Bill d daker,

you have to say exactly what you think ought to be
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done. No one has given this nore thought than we have
So when we cone out with a conclusion about what we
specifically think it is after a long tine of
del i beration and we cannot expect that that is going to
happen at every stage.

On the other hand, there are the |arger
reasons why we are doing this, which we lay out in nore

abstract terns so | think that | happen to |ike NCHRO

but the specific thing--1 like it for the sane reason.
When you tell persons about this then they are focused
on sonething and then they can act on it but | think

that we ought want to nake specific recommendati ons and
back themup with the nore general reasons why we feel
t hat way.

DR SHAPI RO  Jinf®

DR CHLDRESS: | will join the de- NOHRO
fication group today and for the reasons that Alta and
sone others have nentioned so | respectfully disagree
with ny col |l eagues across the table.

DR SHAPI RO Thank you very much.

D ane?

DR SCOTT-JONES. | agree with what Jimjust
said but | also think that we could put sone of this
| anguage i n an appendi x for those people who want all
of these details about NOHRO because it just seens to

me that readi ng through these pages the report just
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sounds so bureaucratic. There is page after page of
acronym after acronymand | think our report should not
be focused in this manner. | think it would be fine to
have an appendi x with sonme of this detail init and |et
the text remain at a nore general |evel.

DR SHAPI RO Thank you

Carol ?

DR GREIDER So if | understood Ata
correctly, you were not suggesting that we do away with
the recommendation that there be such an office or sone
description of the office but rather just take the
constant referrals back to NOHRO out of the other
recommendations so if that is, you know, sort of your
I dea then | support that idea but | really think there
shoul d be a description of the office and a suggesti on.

DR SHAPIRO Ckay. Let nme nake a--Rhetaugh,
| amsorry. | apol ogize.

DR DUMAS: | just wanted to agree with
Carol's point. | like that.

DR SHAPIRO Ckay. Let ne then suggest the
followi ng by way of proceeding. We will turn our
attention probably in 15 mnutes or so directly to the
recomendati ons and that conmes up really in the second
recommendation, that is Recormendation 3.2 where the
I ssue cones up. W can | ook at sone alternative

| anguage here and deci de what we agree and we wl | just
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have to proceed through these recomendati ons.

I think that we should not talk ourselves into
maki ng this a huge issue of principle here because if
we decide to take NOHRO out of the recommendation it
will be referred to in text as a possibility which many
of us, perhaps not all of us, they ought to consider in
any case and it will be a reverse way around if we |et
it insolet's not think of it as huge principle here
but we will make our choices as we go through the
recommendat i ons.

My proposal now is we take a--probably no nore
than 15 or 20 mnutes to take any observati ons,
comments people want to nmake on the prol ogue and
chapters 1 and 2. W do not get to recomrendati ons
until chapter 3. 1In general, | do not want to spend a
|l ot of time today worrying about text itself, although,
as always, we are extrenely appreciative of any nmarked
up text that you can give us because it wll certainly
I nprove the report as we get down to it.

So while | would like to consider nore general
I ssues here and advice as to how we woul d structure
them restructure themand so on, and we wll take
maybe at the nost a half an hour on this and then we
will go to the recomendati ons t hensel ves and see where
t hat di scussi on takes us.

Ji n®?
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DR CH LDRESS. kay. So we are starting with
t he prol ogue t hen?

DR SHAPIRO Yes, starting with the prol ogue.

DR CH LDRESS: kay. It is great having this
material and | understand it wll be incorporated into
the executive summary, and | think it will make an
I mportant contribution to the report.

There were a few conceptual issues | thought
mght nmerit alittle attention today and | guess maybe
the overall one is it seens to ne that the prologue is
oriented al nost exclusively to harmwith little
attention to other rights that are inportant, that we
do not--informed consent, dignity and all those things
are really subordinate to the question of harm |
think that actually would distort the report as a whole
and | would |ike to see nore bal ance in this prol ogue
inrelation to basically what our nmandate asked us to
cover, nanely the rights, protection of rights and
wel fare of research subjects.

So let nme be alittle nore specific now and |
Will just run through it in order, and so that is ny
overall point and I will elaborate that.

Wiere we do have inforned consent on page 5 |
just think we have not stated it the way we want it to
be stated. Wen we say no one should be used in

research without his or her voluntary inforned consent,
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and that is not what we affirmin this report or any
other. There are cases in which we believe that
research subjects or participants can be used w t hout
their consent and I think we need to say that. W need
to say that--sonething |ike no one should be used in
research without his or her voluntary inforned consent
or the authorization of an appropriate surrogate or
whoever if that is what we believe, and | think we
could not defend our other reports if we did not
bel i eve sonething |ike that.

On page 8 is where we get into--begin to get
into the issues in the bold area that suggest again the
focus on harmal nost to the exclusion of the other
ki nds of concerns where we say a conprehensive and
ef fective oversight systemis essential to uniforny
protect participants from unnecessary harm

| think it will be a lot better to say to
uniformy protect rights and wel fare of participants
because we are concerned about both. W are concerned
about dignity, respect, inforned consent and the |ike

as well as protection fromharmand | think we ought to

say that.

Then | guess | would ask for clarification
about the | anguage of unnecessary harm | amreally
not sure what that neans. |f we ask what the opposite

woul d be we mght go in the direction of necessary and
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that does not seemto work; inevitable, well that m ght
be possi bl e; or unavoi dable m ght be possible. But if-
-what ever we decide there we ought to go back and say
what it is, is it protecting participants from
avoi dabl e harm or excessive risk. But | just--1 would
appreci ate sone clarification.

| was not at the Atlanta neeting where this
may wel |l have been discussed but | just--1 have trouble
maki ng sense of the notion of unnecessary harm

DR. SHAPI RO You know, | think you have nmade
a good point. | think unnecessary harmis hard to
understand and not the right word. | agree with that.
As | recall the discussion, it was--and | nmay be
responsi ble for it although I cannot renenber that for
certain--ny only notion was there are--there is
unavoi dably sonme harns occurring here. The only way
not to have any harns is to not have any experinents so
| was trying--stretching and not very effectively
obviously for sonething which signals to people that it
was not zero harmthat is in here but sonething--
anot her way of describing it and you nake a very good
point, | think, and this is not the right way to do it
but I would be interested in what m ght be sone
appropriate | anguage here.

Larry, and then D ane?

DR MIKE Wll, I think the | anguage is
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right before the bold because we are really talking
about extending the protection of the systemto the
private sector so we are really tal ki ng about
participants should be protected. People are afforded
the sanme protection that we currently have in the
federal side. So |l think it is a sinple solution as to
this is a substitute protection for the harmissue.

DR SHAPI RO D ane, and then Steve.

DR SCOTT-JONES. kay. Commenting on
unnecessary harm | think it is fine to elimnate
unnecessary because the focus is on protecting
participants fromharm That does not suggest that
there wll never be any harm but that you are
protecting participants and | think elimnating
unnecessary is fine. | have a comment about anot her
i ssue on pages 3 and 5, the text in bold.

In each instance, page 3 and 5, we state no
one should be used in research and | woul d suggest t hat
we change that to no one should participate in research
because the phrase bei ng used suggests an inproper role
of the researcher--that the researcher is using people.

So | would strongly say "participate" is nore
reflective of how we see the whol e process.

DR SHAPI RO  Steve?

MR HOLTZMAN. Could | cone back to Jinms

poi nt and instead of hanging up on unnecessary versus
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necessary harm | think Jimwas tal king about shifting
froma notion of the | ocus being protecting agai nst

harm t o saf eguardi ng- -

DR SHAPIRO R ghts and wel fare.

MR HOLTZMAN: --rights and wel fare.

DR SHAPIRO Wll, that is the key point
her e.

MR HOLTZMAN: And | really think that that is
a very inportant and usabl e change and we coul d go back

and just--

DR SHAPIRO | agree with that.

Ton?

DR MJRRAY: Thank you. It is good to be
back. You may not agree after I amfinished today but
t hank you.

(Laughter.)

DR MJURRAY: | have lots of small things but |
amgoing to ignore all those and submt those
I ndependently and i nstead | need gui dance on three
t hi ngs.

The first, | believe, occurs on page 7 where
there is a full paragraph there that runs fromlines 9
to 23. Now perhaps this was thoroughly discussed but
here we are--1 think we are trying to do sonet hing
worthwhile but | think it does not work because what |

wote was this makes--this is the notion about we
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shoul d not categorize groups as vul nerable. GCkay. It
sounds very ni ce.

The fact is children who cannot give consent
are vul nerable for that reason al one and peopl e who for
mental illness or retardation cannot give neani ngful
consent. There are sone people whose ability to
consent is inpaired because of those conditions and,
yes, you can create circunstances where, you know,
avoid exploitation of those people but what | wote was
"this makes hash out of the sensible observation that
while at tinmes the circunstances create the
vul nerability, at other tinmes it is also the
characteristics of the person, the children, et
cetera." And I just felt Iike we were dancing around
that in this paragraph. | amnot sure what this
par agraph was intended to acconplish. That is point
nunber one.

Poi nt nunber two is page 8, lines 13 and 14.
W assert in the United States the general principles
of the Bel nont Report were preserved over two decades.

| do not think we want the word "years" there. Two
decades ago in the formof governnent regul ati ons and
professional guidelines. It may be correct. | think
that may be a msreading of history. | nmean, | think
the I RB system preexisted the Bel nont Report. The

Bel nront Report was the last thing to cone out of that
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comm ssi on and, you know, that is anply denonstrated in
the record. | think we could sinply revise that so as
not to m srepresent history.

And the third comment if | can find--well, |et
me cone back to the third one.

DR SHAPIRO (kay. Bette? W wll cone back

to the i ssue Tom had.

M5. KRAMER | al so had a couple of coments.
On page- -
DR SHAPI RO Bette, press your mc.
M5. KRAMER  Sorry. | have a couple of places
that | wanted to ask some questions. Page 7, |ines 6,
7, 8, | was not exactly sure what that was. Am| the

only one for whomthat was not clear?
DR CH LDRESS: | thought it was unclear also.
DR SHAPIRO This is page 7, lines 6--
M5. KRAMER  Yes. It is particularly line 7.

DR SHAPI RO Research--the bold type?
M5. KRAMER Right. Just take that whol e
sent ence begi nning on 6.
DR CHI LDRESS. Could | add sonething to that?
M5. KRAMER Pl ease.
DR CHI LDRESS: Part of ny confusion cones--|
mean, | amnot sure why we want to say here in which

aut ononous conpetent adults becone unusually
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susceptible to harm mani pul ati on and expl oi tation, why
not all people--it is what is being captured here and
so |l guess | really mss the intent, as Bette does, of
this particular bold section.

DR SHAPIRO Ata?

PROFESSOR CHARO | think I mght be able to
tell you a little bit about the intent so that maybe
sonme | anguage can be offered up. This was about the
tensi on between trying to include all segnents of
society while not creating an endl ess series of
situations in which people are used in ways or in
settings where they are, in fact, nore susceptible to
mani pul ati on or exploitation, et cetera.

And so--and the reason for the phrase about
aut ononous conpetent adults was sinply to exclude the
categories of children, enbryos and fetuses, and those
persons with nental disorders that inpair decision
maki ng because they are all kind of special issues,
speci al categori es.

So it was an attenpt to sonmehow capture the
tension and the point of the report, which is that
research should be inclusive but also avoid the
situations that create these susceptibilities. So if
you think about it, there has been a conversation over
years follow ng Tuskegee about whether to think of

ethnic mnorities and racial mnorities as
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intrinsically vul nerable and the point here woul d be,
no, they are not intrinsically vulnerable but there are
situations in which they are nore likely to be
exploited and that what we should be doing is avoiding
those situations rather than avoiding the enroll nent of
t hese popul ati ons.

So with that goal in mnd what m ght be the
| anguage t hat woul d best express it?

DR SHAPIRO  Trish?

PROFESSOR BACKLAR: It seens to ne actually |
could read this as nmeani ng guardi ng agai nst therapeutic
m sconception. You cannot hear ne?

DR SHAPI RO. Just bring the m crophone a

little closer to you.

PROFESSOR BACKLAR:  All right. | actually did
understand this sentence and | read it--1 am /| ooki ng at
this and thinking of ACHR (sic). | amthinking of

research protocols that bring people in who are very
i1l and very desirous of getting hel p because they are
so anxious for care that they fall into the therapeutic
m sconcepti on

DR SHAPIRO kay. FEric?

PROFESSOR BACKLAR: It does not nean we
cannot - -

DR CASSELL: Well, the intent--1 think--

PROFESSOR CHARO  Your m crophone.
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DR CASSELL: The intent it seens to ne is
excellent but | think that the--we could do it by
saying--getting rid of the first sentence and sayi ng,
"Wher ever possible, research should be designed to
encourage the participation of all groups of people
while protecting their rights and welfare,” and then we

are just reiterating what the rest of the report is

about .

DR DUVMAS: | |ike that one.

DR SHAPIRO ay. D ane?

DR SCOTT-JONES: FEric just made a good
suggestion for the conment that | was going to nake.

This statenent reads, "Research should be designed to
neet the needs of all groups of people when research
does not neet the needs of people.” So | think Eric is
sayi ng encourage participation of all groups of people
Is far better than the | anguage that is here now.

DR SHAPI RO Thank you

Larry?

DR MIKE | think Eric solved it because the
sentence as read protects the wong people if we are
going to include everybody. This sentence says we
shoul d protect the autononous and it should be the
opposite. W should be dealing with the vul nerabl e.

So | think what Eric has said solves it.

DR SHAPI RO  Tonf
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DR MJURRAY: | just--this is not |anguage |I am
proposing. | just want to understand if this is the
ri ght concept you want. Do not exploit, do not
exclude, do invite participation. |Is that what we are
after? kay.

| renmenbered ny other point. If--as | read
this, | think--as | read the intent behind this, the
idea is to have a really resonant statenent that not
only introduces people to this report but also tries to
give a sense of what this conmm ssion has been about in
so far as it concerns human subjects research. In
whi ch case, the prose needs to soar and | am wonderi ng
if it would be inconsistent with the drafter's intent
to reformthe beginning.

It seens to ne really we should start with
sonething like line 23 that today's system of research
protections is a patchwork arrangenent and so on. Just
right up front. And then explain that, you know, our
intent is to--if not a patchwork, at |east nake sone
beautiful quilt out of the current arrangenent but
sonet hing--is that--because we sort of go with this
sem - apol ogeti c | anguage about, oh, science is
wonderful. It is a typical witer's way of working up
to when you want to hit sonebody w th sonet hing.

Wiy don't we hit themwith it first? Then we

can say we also think it is wonderful. |Is that
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consi stent with--

DR SHAPIRO It is a useful suggestion. A
very useful suggestion.

St eve?

MR HOLTZMAN. So are we going to cone back to
Tom's first point and discuss it?

DR SHAPIRO Yes. | want to come back to

that in a nonent.

MR HOLTZVAN:  Ckay.

DR SHAPI RO Because that has inplications
| ater on, major kinds of inplications later on. That
is why | was postponing that.

Bett e?

M5. KRAMER Ckay. | had--there are sone
ot her questions. Page 8, lines--beginning at |ine 3,
tal ki ng about the President's Comm ssion call having

called for pilot studies of conpensation prograns, a
recomendation worth revisiting. It is |left hanging.
Did those prograns--do the studi es never take place?

DR SHAPI RO Never take pl ace.

M5. KRAMER  Well, | think that just needs to
be clarified.

DR SHAPI RO Yes.

M5. KRAMER That they never took place and--

DR SHAPIRO W do put it here. It is in the

text further on.
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M5. KRAMER  Ckay.

DR, SHAPI RO But, yes, | understand the
poi nt .

M5. KRAMER  Ckay. Let ne see. And | think
there was one other. Page 12, line 17. | know Page
12, line 17. | objected to the--1 think it was a
m stake to include that term "secondary research

partici pants" because--Eric is smling. He knew | was
going to catch it. That is that great area of
contention and I do not think that we need to cooperate
init.

DR SHAPIRO That is fine.

M5. KRAMER  Ckay.

DR SHAPIRO O her comrents before we go back
to Tom's point?

Ckay. The point that Tomraises, | amtrying
to renmenber right now Tom which page is it on?

DR MJURRAY: 7.

DR SHAPIRO 7. It really has to do with
our--wi th sone suggestions that come up | ater regarding
a different way to |l ook at vulnerability as opposed to
saying children and various categories, is to | ook at
it inadifferent kind of analytic frane. One does not
exclude the other. Children are going to fall into
this frame no matter what, whether we go at it the

first way we go at it or the second way.
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And let's--1 think we should discuss it for a
few minutes now if anybody has any views on it but we
will get to that also in the chapter itself and if that
turns out that we are--for whatever reason--not happy
withit, we will have to conme back and | ook at this but
| think your comrent is absolutely correct that
children are children in the sense that you neant it
and it would get caught here but it would get caught in
ot her schenes al so.

But, Steve, did you have sonething you want ed
toraise in this?

Ckay. Arturo?

DR BRITO Yes. | think what happens here in
the prologue is that what does not cone across is the
fact that the analytical nodel is nore of a dynamc
nodel than the categorical nodel and | think what we
are trying to do here in this sectionis tw part. W
are trying too hard to get too much in here and | think
all we need to really say here is that basically it is
difficult and there are sonme problens with categorizing
I ndividuals into certain groups that are vul nerable
because then it leads to certain stigm, et cetera.

But | really think that the discussion in the
text on the analytical nodel really shows--and does not
say that children are not vul nerable or people with

mental difficulties or cognitive difficulties are not
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going to be vulnerable. W are saying in certain
situations they may be nore vul nerabl e than others and
it specifies how dynamc the situation is.

So | think what we need to do here--1 do not
think, Tom were you suggesting that we--1 do not think
you were suggesting we do not use the anal ytical nodel.

I think what you are saying here is in the prol ogue--
if I amnot mstaken, you were saying in the prol ogue
that it really inplies that certain categories of
I ndi vidual s are not vul nerable when, in fact, that is
not true. |s that correct?

DR MJURRAY: Yes.

DR BRITO So | think what we need to do is
reword this in a way that tal ks nore about the general
difficulties that one has with categorical groups.

DR SHAPIRO  Ton?

DR MJRRAY:. Actually Arturo's suggestion nay
go nost if not all the way towards neeting ny concern,
which is sinply acknow edge that there are sone groups
that are by virtue of their circunstances, nmainly
having to do with, you know, cognitive capacities, to
understand and consent are in their nature vul nerable
but then there are other groups that are called
vul nerabl e but that is really nore a matter of this
dynam ¢ nodel and | think that probably handl es--1 have

to | ook at the new text but that may handle all of ny
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concerns.

DR SHAPIRO kay. Alta, and then | want to
nove on, or Diane, and then we will nove on, and we
will come back to this later as | have said before.

PROFESSOR CHARO First, | wanted to thank you
for the request to nake the | anguage soar. One of the
probl ens everybody recognizes is that when you have got
18 people editing a docunent it bl andisizes quickly.

Wul d the foll ow ng | anguage- -

DR SHAPI RO De-NOHRO-tise or sonet hing.

PROFESSOR CHARO. Bl andi size is an official
word cl osely associated wi th governnent docunent
witing.

DR SHAPI RGO I n which | anguage?

PROFESSOR CHARO It is governnent--it is the
| anguage of gover nnent.

MR HOLTZMAN. |s de-NOHRO-fication a species?

PROFESSOR CHARO  De- NOHRO-fi cati on.

(Laughter.)

PROFESSOR CHARO: Tom | wanted to know if
this captures the neaning of what you and Arturo are
suggesting that on page 7, line 9, it should say
i nstead that we recommend that rather than focusing
excl usively on categorizing groups as vul nerabl e,

I nvestigators and | RBs shoul d al so recogni ze and avoid

situations that create susceptibility, da, da, da?
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Does that capture it or is that still not quite there?

DR MJRRAY: It is in the right direction. |
woul d probably say instead we acknow edge that sone
groups are by their nature because--and | do not--it is
al ways a bad idea to conpose on the fly but--

PROFESSOR CHARO Right, right, right.

DR MJRRAY: --1 want to--you know, the idea
is that by their nature, by their--because of a |lack of
cognitive maturity or inability are going to be sort of
vul nerable. But, however, there are other groups who
have al so been classified as vul nerabl e who--and then
basi cal ly pick up everything el se.

PROFESSOR CHARO It is just spelling it out
nore explicitly.

DR MJRRAY: Yes.

PROFESSOR CHARO.  The whol e busi ness about
aut ononous, conpetent adults was--it is actually quite-

DR MJRRAY: An effort to do that.

PROFESSOR CHARO --it was an attenpt to do
that inplicitly.

DR MJRRAY: (kay.

PROFESSOR CHARO  But explicitly is clearer.

DR MJRRAY: It soared right over ny head in
this case so | think we probably just need to say it

right.
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PROFESSOR CHARO  Yes.

DR SHAPI RO Thank you

Steve?

MR HOLTZMAN: So on this--with the spirit of
soaring, right, if you goto 6, we try to wind into
this with denoting that calling certain groups
vul nerabl e can be intrinsically insulting or it is not
politically correct or whatever is the politically
correct termfor not being politically correct.

| think what we are trying to say is the
system enbodi ed a certain view of the world, all right,
whi ch we have cone to learn is not necessarily the best
way to | ook at the world and that in a certain tine and
place a group will be categorized as vul nerable, e.qg.
pregnant wonen, when, in fact, they are not. And,
therefore, what we would like to nove is to a node
that is not politically correct but rather recognizes,
okay, that there is intrinsic and situationally caused
vul nerabilities.

DR SHAPIRO Ckay. Any other topic in the
prol ogue anyone would like to raise at this tine?

D ane?

DR SCOTT-JONES: On page 12, the section
| abel ed "clarifying the scope of oversight" |acks
clarity and there are places where we need to be nore

specific because it reads as if we have a hi dden agenda
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here. For exanple, line 10, certain types of surveys
and interviews are certainly considered research but |
think we need to cone right out and be nore specific
about what is nmeant here on line 20 where research
poses real risk. W need to be nore specific, what is
a real risk as opposed to a risk that is not real. And
I f the subtext here is that social science research is
not quite research then | think we need to do sonet hing
here to fix this.

DR SHAPIRO. There is always--first of all,
let's try to avoid witing the report in the prol ogue
because that is the problemwe had before.

Second of all, we do fall into sone |inguistic
probl enms here with not distinguishing carefully between
research and research that needs oversight, and that is
what you point to in the second point that you nade and
we do have to be very careful, and we will as we draft
this because al nost always in this report research
real |y means research requiring oversight, and that is,
| think, the distinction that is not nade here very
carefully and | think your point is well taken. As we
go through redrafting it we have got to be very carefu
on that issue. It conmes up in a nunber of points
t hr oughout the report.

Larry?

DR MIKE You just made a comment which has
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been bugging nme all this tinme, which is that, you know,
when we--when the group, not ne, decided that we woul d
do a prologue versus a sunmary, and then now you have
just said what | think this is becomng, this is
becom ng a summary, so | amsort of--because it was
because it was becomng a summary | then said we shoul d
not have to bother with an executive sunmary. You can
just stick the recomendations in at the end of this
and we woul d have our executive summary. So | guess |
need to reopen the issue is that what exactly are we
doing with this prol ogue?

DR SHAPIRO M/ own viewis that what we are
trying to do with this prologue is give people a very--
| do not know whether it is a--1 do not know what to
call it. | want to avoid getting into an argunent of
calling it prologue or sunmary--is to give people an
opportunity to really pick up the key issues as we see
them and the recommendations that wll follow them
And with--that is the point of it and if they are
interested, really interested in detail, they will go
to the report and read it.

DR MIKE If that is the case then our
prol ogue really should signal why we were doing this
and the kinds of issues that were crying out to be
addressed rather than--then we got into the ness of

trying to summari ze everything that is in the report
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and | think that is part of the problem| continue to
have.

DR SHAPIRO kay. Any other issues here?

Ckay. We will redraft this as quickly as we
can, that does not nean today but it neans pretty
shortly, and then send it out one nore tine for
conm ssioners to review

It really woul d be extrenely hel pful for those
who have read it and have particular coments to | eave
themwi th us here today if at all possible because
otherwise if we rely on back and forth given
everybody's schedule and so on, it is not |ikely that
we can capture sone of the very good ideas that you
have. So perhaps either leave wwth Eric or Marjorie a
copy with your initials onit so they will know who it
is so if they have questions they can call you and ask
you about it.

Ckay. W are running a little bit but not too
far behind tinme here. Let's go to Chapter 1. As |
say, Chapter 1 and Chapter 2 do not have
recommendati ons in them but neverthel ess we ought to
consider if there are sone general coments people
woul d i ke to nmake. Once again, specific editorial
suggestions we will take up separately. You can |et
Eric and Marjorie know directly about those.

Ji n®?
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Let's go to Chapter 1 first by the way.

Ji n?

DR CH LDRESS: Right. Just to pick up a
point | nmade earlier, and it seens to ne here again
| ooki ng at page 2 and at other places the enphasis
tends to fall on the harmpoint and | just urge that we
reconsi der that along the |ines of the previous
di scussi on.

DR SHAPIRO. No, that is a very good poi nt
and certainly you have to do that.

Ata?

PROFESSOR CHARO | think I m ght have nade
sone of these points on e-mail but it cane out very
| at e because of ny own dawdling in getting reactions.
On a substantive |evel the one thing that concerned ne
alittle bit about Chapter 1 was the recitation of
exanples that at tinmes relied on press reports rather
than primary docunents. | know that in sone
ci rcunstances there is nothing but a press report but
there are other circunstances where there are primary
sour ces.

For exanple, in the discussion of the Jesse
CGel singer case there are primary sources fromthe FDA
that are cited but there are other parts of the
description of events that conme out of press reports

and | wanted to know i f ot her people shared ny sense of
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nervousness when you are issuing a governnent report
that mght be viewed as authoritative in and of itself
at using secondary sources where there is an
alternative avail abl e.

DR SHAPI RO  Looking for hands. Yes,
agree. | agree with that. That has to be fixed up in
here. | agree. It does not nmean we shoul d excl ude the
others if they are rel evant.

PROFESSOR CHARO My point sinply being if
there are primary sources avail able then they should be
preferred consistently.

DR SHAPIRO Right, | agree with that. O her
comrent s?

DR MIKE | mght as well.

DR SHAPI RO What the heck.

DR MIKE | wote |ots of reports that had
per sonal communi cation, sone press reports, and it is a
policy docunent. This is not a peer reviewed
scientific journal type of article--report and so |
agree with that only to the extent it does not del ay.

DR SHAPIRO R ght. | agree with that. W
have these references. Delay is the one thing I wll
not accept here today. Everything else is acceptable.

Anyt hing el se on Chapter 1 anyone would |ike
to raise at this tine? Again, please send whatever

coments and so on you have to Eric, Marjorie or
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nysel f, whatever is easier for you.

Let's | ook next or at |east consider any
guestions you m ght have regardi ng Chapter 2, which I
ambusy trying to locate here in ny pile. Any coments
W th respect to Chapter 2?

Alta? Excuse ne, Alta?

PROFESSOR CHARO | know that it was--sorry.
| know that there was sone--a place for--academ c
literature, that is right. 1In the second on Chapter 2
t hat goes into--

DR SHAPI RO Page?

PROFESSOR CHARO  Page 17, et seq., that goes
into academc literature, | was hoping to see what
woul d becone the begi nning of a nore extensive
di scussion in Chapter 3 about the identified
difficulties in applying the current systemto social
science and humanities research since that has been the
subj ect of great discussion.

DR SHAPIRO So you would like to see
sonet hi ng added in that section that deals specifically
with the issues that have cone up. There are many, |
agree. | think that is a very good suggesti on.

Steve?

MR HOLTZMAN. This is either a nit or a | do
not understand, on the chart the FDA kind of just hangs

out there. |Is it supposed to be connected to anything
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or have sone sort of--just m ght think about everything

el se havi ng- -

DR SHAPIRO This chart here?

MR HOLTZMAN:.  Yes.

DR SPEERS. It is intended to hang out there.

MR HOLTZNVAN:  Ckay.

DR SPEERS:. Because it is not connected to
the Coomon Rule. It is a separate set of regul ations.

MR HOLTZVAN:  Ckay.

DR SHAPIRO That is true but I had a simlar
reaction actually to Steve's because the big heading in

this table is "Federal --Current Federal Regul atory
Structure.” It is not just the Conmmon Rule. And,
therefore, you are | ooking where the FDA plays a major
part. So either we have to change the title or we have
to deal with this issue. At |east--perhaps | have an
old copy but that is the one |I have. So, | nean, |

agree with Steve since so nmuch of it does work through

t he FDA

G her conment s?

Ckay. Thank you very nmuch. Again | am not
trying to close the possibility of conments. | am

| ooking forward to receiving other witten coments you
m ght have, marked up copies and so on, and | do not
like to repeat nyself as nmuch as | do but it would be

very hel pful to get that fromyou. Ckay. Let's nove
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on Now.

My suggestion is that we nove on to Chapter 3
and in this case let's start dealing with the
recommendat i ons.

W will conme back to text and other things
afterwards except as they mght directly inpact on
t hese recommendati ons.

Eric, could you tell nme what everyone has at
t heir pl aces?

DI SCUSSI ON OF DRAFT REPORT: CHAPTER 3

DR MESLIN:  You shoul d have a docunent that
says, "Summary of Chapter Recommendations,” which are--
It begins with 3.1 and goes on for five pages, six
pages. These are the recommendations that were taken
out of the chapters that you have received over the
| ast week or ten days sinply repeated for you

You shoul d al so have anot her docunment that we
just reproduced fromAta' s e-mail that says,

" Suggested Revi sions to Recommendations” at the top.

For purposes of public, this is just nmaterial that Alta
had put together. W are not even sure we are going to
go over each of them but you should all have a copy of
t he docunent that says, "Summary of Chapter
Recommendations.” | believe your copy at the header
says, "Enbargoed until 8:30 a.m, May 15, 2001." It is

now open for discussion because we are past that tine.
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So those should be the two things that you
have, including obviously the chapters thensel ves.

DR SHAPIRO Al right. Let's begin by
| ooki ng at these recomendati ons and alternative
suggestions regarding these and let's just go at it one
by one just to go through in a systematic way. W will
know what is behind us. And many of the issues we
di scussed earlier this norning, sone of which were
di scussed prior to ny arrival, wll conme up in the
context of these and, indeed, they will cone up al nost
ri ght away.

Eric, why don't you begin by taking us through
each of these recomendati ons and do you have a--well,
| prefer--why don't you take us through this and point
out the differences as we go on and we can di scuss what
peopl e's preferences are?

DR MESLIN Well, you have the materials. |
wWill just direct you to 3.1. | apologize. W did not
put the page nunbers on as we often do for you so we
will try and give you that fairly quickly at the sane
tinme.

DR SHAPI RO  Perhaps you could point to the
distinctions, if any, to bring people's attention to it
bet ween t hese recomendati ons.

DR MESLIN Right.
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DR SHAPI RO. Because we are going to have to

choose one or other or sone other |anguage.

DR MESLIN. Wll, there is not a change in
3. 1.

DR SHAPIRO Eric?

DR CASSELL: This is a place to put Jims
general comment in. The rights and welfare of all

human participants in research shoul d be protected by
so that it opens the reconmendati ons.

DR SHAPIRO Very hel pful. Thank you.

Any ot her comment on 3.1? 3.1 is the sane in
both versions you have in front of you. | think it is.

PROFESSOR CHARO:  No.

DR SHAPIRO Wsat is the difference then?

PROFESSOR CHARO There is a slight stylistic
change. It is just--there is only a very slight
stylistic change.

DR SHAPIRO  Wich is?

PROFESSOR CHARO I nstead of saying "shoul d be
protected by federal oversight systemwth its
requi renents off..." it says "should be protected by an
oversight systemthat requires..." It is just--

DR SHAPIRO It seens the nore straight
forward. Ckay.

Then we are going to--the anendnent that Eric

provi ded regarding the rights and welfare, we will go
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ahead with Recommendation 3.1 as--which really is in
what is on your list as Alta's version because | think
the grammar--the | anguage does work a little better

t hat way.

Ckay. FEric, let's go to 3.2.

DR MESLIN. Right. Well, here is where the
first distinction between NOHRO and the Feder al
Government exists. The sense in both 3.2s are
essentially the sane with a couple of inportant
distinctions. The first is the creation of NOHRO and
its enactnent of legislation and its | ead
responsibilities as contrasted with the Alta version
that sinply refers to the governnent creating a single
I ndependent office.

The ot her significant change or suggestion in
the Charo proposal is the |ast sentence which describes
the office's responsibility with respect to intervening
to protect research participants. So this is your
first opportunity to deci de whether you want to all ow
NOHRO i n or NOHRO out .

DR SHAPI RO  Steve?

MR HOLTZMAN.  Well, can we split it upinto
three distinct issues? | think you have identified
them The first is do we want to say the governnent
should or do we want to say |egislation should be

enacted? The second is do we want to nane NCHRO or
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not? And the third is do we want to explicitly talk
about intervention? There are three distinct issues.

DR SHAPIRO Let's talk about the first,
first.

MR HOLTZMAN: So on the first since | do not
know how t he gover nnent goes about creating things, |
do not know what | amsigning up for if |I specifically
say legislation. |[If | fail to say legislation and |
said sonething that is too--

DR SHAPIRO Wl --

MR HOLTZMAN: - -neani ngl ess.

DR SHAPIRO --we are--

MR HOLTZMAN. That is the question.

DR SHAPIRO --we are now in the area of
speculation. This is directly--1 do not know how to

answer your question in a convincing way. Mybe Ata
or soneone else does. | do not know. Soneone who
reads legislation can say | want to do it sone other
way, never mnd | egislation. Soneone who reads the
general could say let's have | egislation.

Larry, and then Ata.

DR MIKE Wll, there is a sinple solution
W do not have to say the Federal CGovernnment or the
federal legislation since it is pretty obvious that it
Is going to lead to legislation so just say create a

single federal office, and the text nmakes it clear what
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I npl enentation steps would be required for that. So
do not think we need to get hung up on this.

DR SHAPIRO | agree with that point. Ata?

PROFESSOR CHARO  Yes, just to respond to
Steve. | actually have no problemw th nam ng NOHRO to
answer your second. The reason | had suggested
avoi ding the phrase "passing legislation" is sinply
that a | ot, although not everything, could also be done
by adm nistrative action. |f President Bush were to
direct all the cabinet secretaries to defer to a single
| ead office that was | ocated in one of the departnents,
Presi dent Bush has that prerogative and, therefore, |
did not want--ny instinct was not to wite a
recommendati on that necessarily required congressional
action if the President were inclined to use as mnuch
executive power as is at his disposal.

DR MIKE Can | just comment on that?

DR SHAPI RO Rachel ?

M5. LEVINSON: Just on this point. |If there
are multiple ways, as Alta has just pointed out, that
sonet hi ng m ght be acconplished then you do not want to
be so prescriptive that you rule out one or the other.

But if you already know that sonething could not be
acconpl i shed without |egislation then you are probably
better off saying |egislation because you are going to

get a specific kind of attention to that
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reconmmendat i on.

DR SHAPIRO Larry?

DR MIKE Can | just nmake a comment on what
Alta said? | nean, it seens to ne that the President
cannot do it because | ook at what happened with the
Common Rule. | thought we heard fromlegislative
council out of the Wiite House that they could not
force these agencies to do this and it would seemt hat
It was a pretty common sense thing that he could but--

DR SHAPIRO Ata?

PROFESSOR CHARO If the political will is
present one can ask one's cabi net secretaries to do
what you, the President, want done. It would surprise
me if any one of these issues was considered a nake or
break issue that would yield a do this or resign but
there is that capability so | guess now we are talking
about whether we want to tal k about theoretical
possibilities or politically likely possibilities but
at that point we mght as well drop legislation as well
since that is not likely either, at |east successful
| egi sl ation.

So, | nean, once we go down the road of what
Is politically likely, we definitely need a crystal
bal | and | ower expectati ons.

DR SHAPI RO Rnhet augh?

DR DUVMAS: | amleaning on the side of
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statenents about |egislation because we want this to be
an enduring initiative and if you do not establish the
of fice through | egislative nechanisns it can be
abol i shed at the will of the President or anybody el se.

DR, SHAPI RO  Tonf

DR MJRRAY: | amso out of ny depth here
that, you know, | amdrowning but | cannot predict
whi ch course is going to be the nost successful. | did
spend sone tine, though, with nenbers of the House of
Representatives recently and there does seemto be a
very strong, at |east anong certain nenbers of the
House, and this is not a partisan issue so far as | can
tell, to take seriously the protection of hunman
subjects. | believe that there is reason to think
there is simlar sentinment in the Senate.

| have no idea whether it is enough to get
| egi sl ation passed but | amw th Rhetaugh and the
others who said it is probably worth putting it up
there and making it as a firmrecommendation. |t may
not succeed and maybe it will get acconplished anot her
way but | do not know that there is going to be a
better nonment to try to get this passed | egislatively.

There is interest. There is still lingering concern

over a variety of human subjects, failures, so | would
vote to keep legislation in.

DR. SHAPI RO  Any ot her conments on this?
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Larry?

DR MIKE One last thing is that I amfor
it. It is just that--

DR SHAPIRO For it meani ng?

DR MIKE For it being specific about
l egislation. My only hesitation is that we not be seen
as putting all our marbles into a single federal office
| egi sl ative approach to this but what | think--as |ong
as we cover very specifically in the other
recomendations a lot of this stuff can be done even if
we do not do this.

DR SHAPIRO Let nme repeat what | said the
first time. Following this recommendation, let's
suppose we choose legislation just to take this
particular issue. The text is going to have to point
out that there are other ways to achieve that other
than by |l egislation and there may be other ways and we
woul d certainly support those as well, and the reverse
is true if we end up on the other side. So the report
as a whole is going to have both options before us even
t hough the specific recommendati on should include only
one of these.

Yes?

DR MESLIN. No, | was--

DR SHAPI RO Excuse ne. So let's just--we

really have to get on with this so let's just see how
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many nenbers of the conmm ssion prefer that we stick
with creating |l egislation, the stronger of these two
t hi ngs?

(A show of hands.)

DR SHAPIRO Ckay. So that is the way we are
going to go. So on this particular reconmendati on we
will talk about legislation to create this. The text
wll, of course, tal k about the broader issue of this
bei ng able to be acconplished in other ways perhaps.

Let's go to the second issue, which Steve
identified in here, nanely the namng of this federal --
St eve?

MR HOLTZMAN. So we do introduce the nane in
the text and we use an acronymfor it and | have no
problemwith that. It is a useful shorthand. | do
think there is a substantive recommendati on we have to
create such a thing. W have a substantive
recommendati on that go beyond that about all the things
we would |ike done. It is a good way to do it. If it
does not exist we still want them done. So |I cannot
answer the question about nam ng NCHRO here w t hout
going into the question of do I want NOHRO to occur in
the rest of the recs because ny sol e purpose for nam ng
it here is because in the rest of the recs I am going
touse it. |If | amnot going to use it in the rest of

the recs | ain't going to nane it here.
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| personally would not use it in the rest of
the recs but | think that is the way one ought to
decide it.

DR SHAPIRO Yes. Wiat is already deci ded,
Steve?

MR HOLTZMAN: | think that would be the
decision principle I would use that if you are going to
use it in the rest, introduce it here. |If you are not,
do not, and just use it as a convention in your textual
stuff.

DR SHAPIRO kay. Alta?

PROFESSOR CHARO  Actual ly al though | have
been | eadi ng the de-NOHRO i zati on charge here, this is
a place where having called for the legislation | would
actually say why not use it even though for every other
recomrendati on that cones down the line | amgoing to
rai se ny hand and say take out the nanme NOHRO. And the
reason is that there is likely to be one or two
par agraphs foll ow ng many of these recommendati ons that
spell out in further detail what the recommendation is
about and they very well may use the phrase NOHRO and,
therefore, it nmakes sense to introduce it in this rec
even if it should not appear in any other
recomrendati on's mai n bol ded | anguage.

DR SHAPI RO.  Arturo?

DR BRITO Yes. | agree that using the NOCHRO
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nane here woul d be prudent because it does--1 think the
key here is what everybody agrees with is that there is
a need for an independent office and by just stating

i ndependent single federal office | amnot sure it
cones out clear and by putting the nane in here that
makes it a little nore clear and little stronger
statenents so | agree with Alta's conment.

DR SHAPI RO (Ckay. Rhetaugh?

DR DUVAS: M/ sense would be that there is a
di fference between namng the office and referring to
the office by this nanme. And | would go toward
referring to the office by this nane, which neans that
we would wite it in small letters instead of caps but
It would at |east give an identifiable |abel for what
we are tal king about.

DR SHAPIRO Ckay. | sense that the--nost
comm ssioners really want to keep this nanme here. W
wll have to work on it as we go along so we will go
along with that.

Now, Steve, what was your third iten? You had
three. You had divide this into three parts and | have
forgotten what the third--

MR HOLTZVMAN.  Well, we should turn--

DR SHAPI RO --enforcenent. Excuse ne.

MR HOLTZMAN: W had Alta raises this notion

of intervention to protect from harm of undue risk and
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did--let's turn to Alta. D d you intend sonethi ng
beyond that which is captured in the previous one about
enf or cenent ?

PROFESSOR CHARO It is a little bit along the
lines of the conversation that took place before with
Tom when we tal ked about things that are inplicit that
occasionally go right past you and in the revision,
whi ch changed that sentence slightly here and there,
you know, taking out rule nmaking and things |ike that,
| was of the opinion that it was worth highlighting the
enforcenent issue very specifically with regard to
protection of subjects because that was the nost
controversial aspect of OPRR s existence in the | ast
few years and | wanted to in ny view highlight the
notion that it was still an appropriate thing for a
| ead federal office to be doing.

DR SHAPIRO M sense of this is | actually
liked--if you take the last two sentences of Alta's
recomendati on conpared to the | ast sentence of the one
that we had--those are really the two alternatives
here, | actually prefer the | anguage "shoul d oversee
pol i cy devel opnent” rather than "responsible for policy
devel opnent” because the policy devel opnent will be on
many | evels and we want this to be only at the highest
level. So | like the notion of oversee policy

devel opnent at regul atory forum because | do not want
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to over indulge or just up and throw everything into
this basket. There is going to be shared
responsibility here so | actually like Alta's--what is
her penultinmate sentence in this reconmendati on.

And | also, for the sanme reason, |ike her |ast
sentence, that is it gives to ne at | east the idea that
this is a shared responsibility of oversight.

Oversight occurs at the institution and various ot her
| evel s and NORAD--NORAD is really not what we need--
that is what we really need-- NOHRO -

PROFESSOR CHARO. A new use for NOHRO

(Laughter.)

DR SHAPIRO Yes. You wanted to go to the
Col orado nountain, right?

So ny sense is | like the flavor at |east. |
do not want to argue about the words of the second part
of Alta's recommendation. It seenmed to ne nore
consi stent wth what we nean

Steve?

MR HOLTZMAN: Just a quick question. FDA has
a nonitoring and an enforcenent role with respect to
drug trials.

DR SHAPI RO Yes.

MR HOLTZMAN:  When we envi sage NOHRO and say
"when needed, this office should intervene to protect

research,"” are we--would the "when needed" be in this
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case a right, an authority if the FDAis not doing its
job well enough in NOCHRO s opinion? | amjust asking
what do we nean and what are we envi sagi ng?

DR SHAPIRO That is what | nean because if
It is a single independent thing which oversees this

thing the FDA is part of it, and that was just ny

sense.
Jim then Larry.
DR CHILDRESS. | will leave it off. | guess
at this one, also, | think we are interested in
protecting rights and welfare and not sinply protection

f rom har m agai n.

DR SHAPIRO That is an excellent point and
let's just assune that we are going to do that.

PROFESSOR CHARO So we say "protect research
participants fromviolations of their rights--of their
rights and welfare."

DR CHI LDRESS. R ghts and wel fare.

PROFESSOR CHARO O to protect their rights
and welfare, to protect the rights and wel fare of
research partici pants.

DR SHAPIRO Qther comments on--yes, Larry?

DR MIKE | guess | amgoing to stand al one
inthis. | amunconfortable with such a visible
spotlighting of a direct intervention by this office.

| think that the way we envision it is that this is
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sort of the overseer of a whole system of care and now
all of a sudden they are also the policenen. That nay
be the case but | certainly do not want to--1 woul d not
agree to highlight it in the recomendation so far up
front as a primary role of this office.

DR SHAPI RO Meaning you are worried about
"should intervene to protect.” Well, what--let's see.

Yes, Ton?

DR MJRRAY: Consistent, | think, Harold, with
your notion that the FDA would be a part of this
system really what we are asking NOHRO to do is shoul d
coordinate interventions to protect research
participants if | understand correctly.

DR SHAPIRO | would not be unhappy with
that. | have not thought it through but | would not be
unhappy with it.

DR MJRRAY: Because that could nean that
NOHRO does not do it. It could nmean that the FDA does
it.

DR SHAPIRO R ght.

DR MJRRAY: As long as the FDA is doing its
j ob NOHRO can stand back. There will be research not
covered by the FDA where human subjects are at risk and
it may have to coordi nate other interventions.

DR SHAPIRO Right. JinP

DR CHLDRESS: | agree. | think it would be



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

80

useful actually to--1 take your point about oversee
again--this is just building on Tom s--and just go back
then to the end of the previous version and include
noni tori ng and enforcenent.

DR SHAPI RO Coordi nate nonitoring and
enf or cenent .

DR CH LDRESS: $So you start with--you use the
oversee nodel that Alta has but then you just go back
after you shoul d oversee policy--and then go back to
all the words that are in the previous recomendati on
with enforcenment just comng in at the end as one of
those but it is not highlighted.

DR SHAPI RO Rhetaugh, and then Arturo?

DR. DUMAS: That woul d pl ease ne because |
think the term"coordi nate" does not really capture the
control that | think that this office ultimately has to
have. The nonitoring and enforcenent would do that
for ne.

DR SHAPIRO kay. Steve?

MR HOLTZMAN. So to me the two verbs we want
I's "oversee" and what it is going to oversee is policy
devel opnment and regul atory reformresearch and research
revi ew.

DR, SHAPIRO Right.

MR HOLTZMAN. What it is going to insure, not

coordinate but insure is nonitoring and enforcenent to
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protect the welfare and rights, the rights and welfare
of participants.

DR SHAPIRO  Very hel pful. Yes.

DR CH LDRESS: | agree.

DR SHAPIRO That is very hel pful, Steve.
Thank you very nuch.

O her comments on 3.2? W will try sone tine
during the break maybe to redraft this because there
are quite a few changes in here and try to get it in
front of us before we | eave.

Ckay. Eric, let's go onto 3.3

DR MESLIN. Here the difference is really one
of enphasis where in the original--the new created
of fice should revise current regulations in order to
create a unified conprehensive set of policies in the
form of regul ations and gui dance and gui dance shoul d be
used as needed to explain or inplenent the regul ations,
et cetera.

And a substitute suggestion is not speaking
directly to the office but referring to what those
policies and regul ati ons should be reforned to do
wherein the--it is a sinple sentence, "current research
pol i cies and regul ati ons should be refornmed to create a
uni fi ed, conprehensive federal policy enbodied in
regul ati ons and gui dance as needed."

DR SHAPI RO  Tonf
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DR MJRRAY: |f, as | think we have deci ded,
we are going to | eave NOHRO out of subsequent
recommendations then | think we begin with Alta's
revision, which | think is very good. | amjust not
sure about that |ast phrase "as needed." It could nean
two things. One is to reformcurrent ones to the
extent that they need themtoday. It could nean a
conti nui ng--sone continuing function where as needed in
response to changes in research paradi gns or whatever,
you know -all the changes we are seeing in the clinical
trials noving into community hospitals, it may need to
be, you know, future.

So "as needed" to ne neans both and | think
both are needed and | amjust |ooking for--1 did not
know whi ch Alta had suggested, wanted or if we can find
| anguage that (a) if we agree that that is what we
want - -

DR SHAPIRO Wsat it neant to ne was that it
woul d do either regul ations or guidance dependi ng on
what was needed. That is how !l read it.

DR MJRRAY: A third reading that I had not
gotten at all, okay.

DR SHAPIRO This is a wonderful phrase. |
think we should leave it in.

(Laughter.)

DR SHAPIRO | nmean that is how!l read it. |
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apol ogize. That is how!l read it.
DR MJURRAY: Sonething that allows itself of

three different interpretations--we probably need to

be- -

DR SHAPI RO Careful.

DR MJRRAY: Brief is good. No, | nean it is
not good.

(Laughter.)

DR MJRRAY: It is great if you are witing
poetry. It is not good if you are witing
recommendat i ons.

DR SHAPIRO | do not think the "as needed"
IS needed. Larry?

DR MIKE Just a sequencing kind of a thing
because we are going to say that this should be
overseeing private as well as public research and that
If you read it in this sequence here it seens to be
just reformng the federal portion of it all.

DR SHAPIRO Ata?

PROFESSOR CHARO Larry, | think
recommendati on 3.1 does cover private and public but
you are right that in the recommendation it is not
pul | ed out.

DR MIKE | do not want to--

DR SHAPI RO Yes.

DR MIKE --because the text is set up a
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di fferent way.

PROFESSOR CHARO  Yes. But, you know, in 3.1
it mght not be too difficult to go back and pull it
out alittle bit nore explicitly for this purpose.
Right now, as | understand it, it has been rewitten as
the rights and wel fare of human participants in
research, right, and we could sinply--should be
protected by federal oversight system and we coul d
wite it as the rights and welfare of all human
participants in research regardl ess of funding source,
right, or all participants in any research in the
United States, right, either way, and that way get at

your point and it would be right there in the first

sent ence.

DR SHAPIRO You are tal king about 3.1 now?

PROFESSCR CHARO  Yes.

DR SHAPIRO Well, the issue there is--I nean
ny viewis that all is all and we could say whatever we
want in the text that clarifies this but all is
everyone and we do not need--1 think it sort of suffers

by trying to nodify it or explainit in the
recommendation itself, although in the text | think, if
you recall, it works quite easily.

The question, | think, that Larry was raising
and | think it is interesting is that when we talk

about current research policies that is howit starts.
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It brings to mnd for many people the Conmon Rul e and
the FDA and you nean sonething a little bit nore than
t hat because we are covering sone people who were not
covered. And so as | understood Larry's question it
was is 3.3 sufficiently clear that we nean that it al so
covers everyone?

| think, Larry, I do not want to speak for
you.

DR MIKE That is exactly what | neant.

That is why | think we do not need to tal k about the
current situation--

DR SHAPIRO R ght.

DR MIKE --because we are suggesting
sonet hi ng nuch | arger

DR SHAPIRO R ght.

PROFESSOR CHARO. Just delete current--

DR SHAPIRO Yes. Well, you cannot say--|
think we can delete current but then you have to change
the reforned and so on and so | think there is |anguage
that is easy--Steve?

MR HOLTZMAN: Yes, | think we are now
ni t pi cki ng our reconmendations and trying to get the
text in. | can read into the rec the word
"conprehensive" and current has to be refornmed, that is
changed to a conprehensive, unified systemto cover all

based on what we said in 3.1. So | amperfectly
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confortable with howit is as long as you get rid of

"as needed".

DR SHAPI RO The "as needed" is gone.

DR MIKE Al | amsaying is that any kind
of a change--1 nean obviously you are going to nake
current regul ations obsolete if you are tal ki ng about

sonme laws but it just--to nme it introduces a sense of

confusion for those who is going to read the

recommendations. |t seens |like we are just talking
about - -

DR SHAPIRO Let's just rewite 3.3 to be a
direct statenment of what we want done and | think that

Is easily done. W do not have to get the | anguage
exactly straight right now

| hope after we get through the
recommendations 3.4/5/6 we will take a break and then
we can perhaps even redraft sone of these and people
take a | ook at them

Ckay. Let's go on. FEric, 3.4.

DR MESLIN. Right. This is another NCHRO
choice which | think you have al ready evi denced your
desire to renove. In the first version NOHRO shoul d
I ssue regul ations defining research activities covered
by the system | amjust short-handing it for you
because you have it in front of you. And then it gives

alist of those activities. And the |ast sentence, the
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| ast two sentences of this initial recommendation, they
should also |ist research-like activities that are not
covered by the oversight system and provi de gui dance on
how t he determ nati on of whether something is or is not
cover ed.

The alternative is that the federal policy,
not the office, the policy should clearly define those
research activities that are covered. Then there is a
simlar description of what woul d generally be included
and identification of those activities that woul d not
be subject to federal oversight.

The new piece that | think warrants sone
di scussion is the proposed sentence, "such activities
shoul d generally be limted to situations in which
there is no physical intervention, little or norisk to
participants, and a clear and easy opportunity for
people to refuse to participate.” Again for the public
| amreading this out loud. | know you do not have it
in front of you so that when you hear conparisons you
know what we are tal king about.

That sentence that | just read--Ata nmay want
to say nore about it but that is a difference from what
the original recormendation is because it will make
clear to you whether or not sonme kinds of nonphysi cal
I nterventions create situations of exenpting certain

ki nds of research
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Alta, did you want to clarify any of that?

PROFESSOR CHARO.  Yes, because | want to nake
sure that the tone that | intended is clear to people
even if the | anguage turns out not to be for them The
goal here correctly--the first one was to avoid the
call specifically for regulation, just on the chance
that this m ght be acconplished with sonething short of
formal admnistrative rule making with regard to
defining research that is covered and the research that
IS not cover ed.

Then because sone research will not be
covered, and | use the word "research" as opposed to
"research-|ike" because sonetines it really is
research, a lot of the polling stuff is real research
but it has never been covered and | do not think it was
our intent to start covering it. Al right. So we
know that there is going to be sone research activities
that are not subject to federal oversight and it says
that just like the original one does but then in order
totry to put sone detail to the limts on the range of
things that could be found to be outside the oversight
system | thought | would try to identify those
factors that represent the outer limts of what could
be consi dered outside the system so--and that was these
t hi ngs about no physical intervention and little risk

and easy opportunity to refuse. That is not to suggest
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that all things that neet those criteria would
necessarily be outside the system It is only that
things that do not have those characteristics would
necessarily be inside the system and subject to
over si ght.

DR SHAPI RO Thank you

Comments, Larry?

DR MIKE | just want to see if people agree
with me in the sense that Alta stuck in the word
"generally" and | think that was key for nme because the
way | read the original recomendation it seened |ike
it described such activities as being a snall universe
but when you stick in the word "generally" then it nade
It sort of conparable that that is what we neant. That
was your intent, right? If it was--

PROFESSOR CHARO. It cannot have been because
that was ny original word but Eric suggested it
yesterday and that is why it appears on the paper today
SO you better ask him

DR SHAPI RO  Steve?

MR HOLTZMAN: | |like Alta's recommendati on--
formof the reconmendation and, in general, | want to
say that--and | view what Alta did is taking stuff that
had been worked very, very hard and with a fresh set of
eyes really in nost instances inproved it but it should

not be--it is not to ne Alta's versus the other ones.
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It isreally--there was the opportunity to take a step
back and nmake them-really to nake the gold shine. And
so | think that we shoul d take advantage of it.

DR SHAPIRO  Ton?

DR MJRRAY: | also like it. | want to nake
one--at | east one anendnent to it, to the | anguage and
rai se a question about a second phrase. Wen you |i st
clauses like this, these are the factors you take into
account, we have got to be very careful of those--that
those are the ones we want, we do not want any ot her
ones and we say this as clearly as possible.

| would elimnate the word "physical" because
there are behavioral interventions. There are
community interventions, conmunity research projects
that you really would want to capture. | think that
the key thing here is that it is an intervention as
opposed to say an observation

Very intensive behavioral therapy woul d not
count as a physical --would not be included here.

PROFESSOR CHARO Can | just ask--

DR MURRAY: Yes.

PROFESSOR CHARO If | can just clarify, Tom
because this is not suggesting that anything that |acks
a physical intervention would automatically be presuned
to be outside the oversight system It only says that

I f sonmething has a physical intervention then it
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necessarily is going to be within the oversi ght system
and so if we were to take out physical intervention and
say that the uncovered activities are limted to those
that sinply have little risk to participants--

DR MJURRAY: No, no, no. | only want to take
out the word "physical."

PROFESSOR CHARO.  But then--

DR MJRRAY: But there is no intervention.

PROFESSOR CHARO: But | amnot sure then how -
| mean if | can get called by a pollster, is that not
consi dered an intervention?

DR MJRRAY: It is not an intervention.

PROFESSOR CHARO Wl |, then | have got a
probl em because then | have a problemw th the way in
whi ch we use these words because they are not
conpletely intuitive.

DR MJRRAY: Intervention, | think, has a
pretty clear nmeaning. | nean, it neans you change
sonet hi ng, yes.

DR DUMAS: To intervene.

DR MJRRAY: Yes. It is observationa
research or polling research or interview research
versus research that inposes sone intervention.

PROFESSOR CHARO. So an interview is not
consi dered intervention?

DR MJURRAY: No. No, it is not an
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intervention. | nean, as | understand it, and | guess
we need to revisit the text and nake certain that that
Is true. So | would just strike the word "physical".

DR SHAPIRO | want to understand first, Tom
-you may be right, but | want to understand the concern
here. Wiat that sentence tries to describe as | read
it is things which are not going to be covered by the
oversi ght system

DR MJRRAY: Right.

DR SHAPIRO Ckay. So that--and we are
saying that those should be limted to situations, that
is those things which are not covered, will not be
revi ened.

DR MJURRAY: R ght.

DR SHAPIRO Should be Iimted to those cases
where there is no physical intervention.

DR MJURRAY: And | would say such activities
shoul d generally be limted to situations which there
Is no intervention. That is how the | anguage reads.

I nt ensi ve behavioral therapy is an intervention.

DR SHAPIRO Ch, | understand that.

DR MJRRAY: And it should be reviewed and we
shoul d not even inply that it does--

DR SHAPIRO | agree. But we are talking
about things that should not be reviewed here.

DR. MJRRAY: Exactly. And by |leaving the word
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"physical"” in, the current |anguage, it at | east
I npl i es that nonphysical interventions--well, they are
okay. Ckay.

DR SHAPI RO Ckay. | understand.

DR MJRRAY: The second thing | wanted--the
second thing--but we do need to--1 nean, if other
peopl e do not share and if we do not clearly define
what we nmean by intervention as opposed to other things
like polling, interviewng, et cetera, then we have a
probl em and we need to be clear. | think nost
scientists would i medi ately understand what we nean by
i ntervention.

“Little or norisk to participants,” now when
we use that phrase--well, | just want to know how
people will read that. Wat about privacy? Wuld nost
peopl e assune that including risks to privacy woul d be
I ncorporated into this?

DR SHAPIRO | did. | cannot answer for--

DR MJRRAY: Ckay. | think actually taking
the word "physical"™ out of the prior clause probably
hel ps.

DR SHAPIRO Yes. No, we discussed--1 nean
that is in the text we discussed a |ot about the risks
of privacy and those kind of questions.

DR MJURRAY. (kay. As long as that--as |ong

as people feel that that is well accounted for then |



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

94

amquite--1 amcontent with it.

DR SHAPI RO Thank you

Arturo?

DR BRI TGO Yes, because--because sone of the
I ssues that Tomis raising, | do not feel confortable
with this sentence about such activities, et cetera, in
here. | think it |eaves too nmuch room for
interpretation in the many different ways and | do not
know why in the recomendati on we cannot just sinply
state that--you know, that sentence that the policies
shoul d also identify those research activities that are
not subject to federal oversight, period, and | eave it
at that and then in the text discuss what we woul d
consider to be research and what we consider not to be
research that we need oversight for.

| think in the recomendati on we just need to
be very clear and |l et the proposed federal office or
| egi sl ati on or what have you nake those determ nations.

| do not feel confortable with this because there is
too much--it is too open to different ways to interpret
this.

DR SHAPI RO So you woul d prefer stopping
the--taking the [ast two sentences out and covering
those issues in the text sonmewhere.

DR BRITO \Well, let ne talk about the | ast

sentence. Al right.
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DR SHAPIRO | do not want to put words in
your nout h.

DR BRITO | amnot sure about the |ast
sentence but definitely the second to the | ast one
woul d | eave out.

DR SHAPIRO Al right.

Alta, and then Steve.

PROFESSOR CHARO  Yes. | actually--1
appreci ate conpletely the point that Arturo is nmaking
because by saying that certain |imtations are placed
on what coul d be considered outside the system it does
certainly give a taste of those things that m ght make
sonething eligible to be outside the system

But | want to put a plea on the table here
that is going to conme up in sonme other settings as well
when we go through the chapters on behalf of the soci al
science and humanities researchers of the world because
t hey have been asking since the very first neeting we
have had on this topic for sonme overt attention to
their dilemras and their dilemmas include one that is
very basic, which is a fundanental confusion about what
things they do need to be subjected to oversight that
is ultimately enconpassed in this big regulatory
machi ne that goes all the way to Washi ngton and,
secondarily, even if they understand that they are

subject toit, a plea for why should we be subject to
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It when so nmuch of what is at issue is so conpletely
beni gn precisely because of the factors that are laid
out here. That is there is absolutely no confusion in
anybody's m nd about what is going on and absolutely no
difficulty fromthe point of view of potenti al
participants in deciding whether or not to partici pate.

So this has been sonething that has been
comng to ne maybe because | amin the social sciences
division at ny own university and so | have had not
only people at ny university but all their friends and
coll eagues lined up to give nme their stories at what
has now becone a tediously common series of dinner
parties featuring one research protocol after another
that they have used to denonstrate their point. So
| am here to speak for themand to beg for your
i ndul gence to send a signal to them

DR SHAPIRO kay. Then there is others--
quite a few people who want to speak

DR BRITO Just very quickly and | appreciate
that, Alta, and | think | understand that there is a
|l ot of things that are--not necessarily reviewed by
| RBs, et cetera, and subject to the oversight but ny
concern here is once again when | read this |I had sone
of the sanme feelings that Tom expressed. M concern
here is that people tend to under estinate

psychol ogical risks in research in certain
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psychol ogi cal research and | amafraid the way this is
witten maybe there is another rewording we can do this
but there are psychol ogical interventions that | feel
woul d be interpreted as, oh, it does not account for
this and it is okay, we do not need oversight for this.

DR SHAPIRO kay. | have the follow ng
peopl e ho want to speak and then we are going to have
to deci de what we want on this.

Steve, you are next.

MR HOLTZMAN. So two questions. The first is
does anyone here think that if sonething does not
i nvol ve physical intervention, does not involve risk,
and there is a clear and easy opportunity for that
person to refuse to participate, that it should be
consi dered research? Everyone agrees that if it neets
t hose- - what ?

PROFESSOR CHARO.  Covered research.

MR HOLTZMAN: Covered research. Research
which neets the follow ng three things: No physical
intervention, essentially no risk and cl ear
opportunity--just take as is--no physical intervention-
-you see if it has all three of those criteria do you
agree it is not research?

DR SHAPI RO Covered research.

MR HOLTZMAN: Not covered research. Ckay. |

amsorry. Not covered research. Because you are all--
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the logic of the way this is witten, all right, is as
an only if, not as an if, and you are all arguing about
It as it is witten as an if statenent. It is witten
as an only if statenment. Ckay. So Alta is giving us
sonething of a logical form |f no physical
I ntervention and no risk and no whatever, right, or had
an opportunity to refuse then no oversight. If it
fails any of those, it does not say whether or not
oversight is necessary and appropriate. So it is
gi ving a paradi gm case of when oversight wll not be
applicable. That is the logic of what is witten there
and | think everyone would agree that it is--anyway.

DR, SHAPI RO  Tonf

DR MJRRAY: That is useful, Steve. | think
it wll be read to be nore than just a paradi gm
exanple. | think it will be read as a fairly generic
gui dance but if we said--1 nean, let's do this. Such
activities should generally be limted. The generally
Is a nodifier to situations which there is no
intervention, | really think we shoul d--we have al ready
decided it is little or no risk to participants, and a
cl ear and easy opportunity for people to refuse to
participate, that is going to exclude from coverage a
| ot of social science straight forward interview ng.

It is going to exclude from coverage a | ot of

polling research which is, you know, upright about its
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purposes. | think that is going to be a benefit. It
Is not just going to be a benefit to the scientists.
It is not just going to be a benefit to Alta who no

| onger will be harangued at di nner parti es.

(Laughter.)

DR MJRRAY: But it will be a benefit to the
| RBs because they just--you know, why do they--you
know, we should be very sensitive to I RB work | oad and
why pile nore stuff on to themif it really, you know,

I S unobj ecti onabl e?

Now what will it capture? | would hope it
woul d not excl ude coverage of deception research where
there may not be an intervention arguably. |If there is
an experinmental paradigmthere may not be--"I could see
a scientist arguing it is not an intervention," and yet
we ask for their inforned consent. They say, "W just
do not tell themwhat we are doing."

So | would not mnd a slight alteration in the
| anguage for people to give a fully inforned refusal to
participate, sonething |like that because |I do not want
to let sone--there are certain subsets, small subsets
of social science research which | could see them
argui ng strenuously woul d be excl uded under these
criteria. It would be a heroic interpretation but |
coul d hear it happening.

So I would just want to put sonething |ike
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I nformed--you know, well infornmed refusal and then | am
content.

DR SHAPI RO Diane, and then Trish.

DR SCOTT-JONES: | would like to just build
on what Tom has just said. | agree with him There
are many categories or research that would slip by that
coul d pose sone risk and I will just give another
exanpl e besi des deception work from soci al psychol ogy,
socionetrics with children. Children are often asked
to nane other children in their classroomwho are not
popul ar or nane their best friend, name who they woul d
not choose to play with, and in sone ways that does not
carry risk but in other ways it carries a great deal of
risk for the child being interviewed. It is not an
intervention. | think sone research |ike that needs to
be reviewed in sone way and | think this is witten in
a way that woul d suggest to people that that kind of
research woul d not be subject to oversight so | have a

| ot of concerns with the manner in which this is

witten.

DR SHAPIRO  Trish?

PROFESSOR BACKLAR:  And follow ng on Tom s
suggestion | would like to take out the "little" or |

would like to say "no risk to participants.
DR SHAPIRO ay. Jim then Alta and Larry.
DR CH LDRESS: If | understood Arturo
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correctly, his suggestion was to get rid of that
sentence and | think the discussion indicates why we
shoul d and actually puts a nuch nore el aborate
statenent in the text to give the kinds of exanples. |
t hi nk otherwi se highlighting this in the recommendati on
Is going to create difficulties in interpretation and
actually probably m suse of this but in the text we can
provi de the kind of elaboration that we have here.

DR SHAPIRO | amgoing to try to nake a
deci sion here because we have to nove on here. | think
the only way for us to handle this right nowis to take
this sentence out and deal with it in the text. |
actually read the sentence the way Steve did nyself so
| had no problemw th it but nevertheless let's not
argue that any nore. Let's just take the sentence out
and we will deal with this issue as best we can in the
text and let's just nove on.

Ckay. Anything else on that particul ar one
because | want to nove on to sone of the others? W
just do not have tine. Let's go on to Reconmendation
3. 5.

Eric?

DR MESLIN. A couple of differences here. A
mnor difference in the first sentence of each, the
first, the original one that everyone has, "the

oversi ght system shoul d cover human partici pants who
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are exposed to mani pul ations or interventions or
otherwise interact wwth investigators.” | wll cone to
the rest of that in a second.

The conparative sentence in Alta' s suggestion
Is "the oversight system should protect participants
who are subject to manipul ation or physi cal
Intervention or otherwi se interact with researchers.”

So the first difference is "the system shoul d
cover" versus "the system shoul d protect"” using
probably Jims nodification, | suspect, if you were to
go that route.

The second- -

DR CHI LDRESS. | mght add "protect" captures
both of the el enents.

DR MESLIN. The second part is a description
of what could be included in that. 1In the original
versi on you have "are identifiable fromobservations
related to a research study or are identifiable from
existing data collected, i.e. extractions of records
are anal yzed for purposes related to a research study."

And Alta's sonewhat sinpler version, | suspect to say
It should be--it should also protect people who are

i dentifiable due to exam nation of biological tissues,
medi cal and other records or data bases. There the
distinction is between the--in a sense fromthe data

and the people but you will see that in the first there
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IS one sentence that |ists some of these itens and in
Alta's she divides it up into two.

One is nore--well, this is where social
sSci ence issues come up again.

There is another issue here that really
relates to what is not included or what is included but
bot h- - nei t her of those two recommendati ons tal k about
this such as enbryos or fetuses or anything el se.

DR SHAPIRO kay. Recommendation 3.5.
Bette?

M5. KRAMER Yes. Do you intend this |anguage
to capture famly histories and that problenf

PROFESSOR CHARO No. | was trying to have it
capture the HBM report.

M5. KRAMER Wl I, there renmains a problem
There remai ns a problem of what we are going to say
about famly histories and if it is not--if it is not
in 3.5, and I do not read 3.5 as enconpassi ng that but
t hen, you know, where is it? | do--1 reiterate again
that | think it is inportant for us to say somnething
about it. It is a big issue on the table right now

DR SHAPI RO And how woul d you thi nk we ought
to handle it? Just the substance.

M5. KRAMER I n substance?

DR SHAPI RO Yes.

M5. KRAMER Well, | think | redrafted the
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text, the part of the text that | think addresses it on
page 38 beginning on line 17 and basically the problem
of course, occurs in that the information that is

divul ged, it belongs to the person who is divulging it
but it has pronounced effect on the people about whom
It is being divulged. So the suggestion that | would
make is that the I RB shoul d assess whether or not there
is greater than mnimal risk but it should take
appropriate neasures to protect the confidentiality of
the data as opposed to requiring that the others about
whom information is identified be required to be--nade
consent.

DR SHAPIRO Is that in the part of the text
which deals with third parties essentially? That is
one person tal ks to another.

MS. KRAMER R ght.

DR SHAPIRO. | think we ought to--1 nean you
have rai sed this point before.

M5. KRAMER | have, | know, and | still do
not think it is clarified.

DR SHAPIRO Yes. No, | think you are right
and it is a good point so we should--in that area of
the text we should deal with it. | nmean, | agree with
you but it is not clear to nme it should be a part of
this recomendati on.

M5. KRAMER  Well, no, that is why | am
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rai sing--was raising the question whether Ata intended
that that be captured in 3.5. | do not really see it
captured there nor do | see it captured in 3.6 and yet
the text discusses it in Chapter 3.

DR SHAPIRO Al right. Let's cone back to
make sure. | nmean, you have raised that nore than once
and we should get it in there and | apol ogi ze for not
havi ng done it so we will cone back and deal with the
famly history thing directly.

Ton?

DR MJRRAY: | have two things that | think
are very easy, small and nonsubstantive changes and one
gquestion. Again | would strike the word “physical”

fromthe second line of Alta's revision for the sane

reasons as on the previous recommendation. | would
change--instead of the word "tissues"” | would use the
word "materials". It is consistent with our report,

arguably sone people, for exanple, doing DNA

i dentifications mght say, "Well, | do not actually
have intact tissue. | just have fragnents," et cetera.
So those--1 hope those are uncontroversi al.

The question | have is the "otherw se interact
with researchers.” Because of what | fear is that that
woul d just rope back in all the people doing soci al
science interviews, surveys and the like, and I do not-

-1 do not think we want to do that so I am not--but |
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am not sure how to--1 do not know what the intent was
and | amnot sure howto fix it.

DR SHAPIRO Ata?

PROFESSOR CHARO, Let ne--so are you
suggesting that it should read participants who are
subj ect or exposed to nmani pulation or intervention,
peri od?

DR MJRRAY: | do not know about the peri od.
What are we trying to capture with the "otherw se
interact with researchers?" Because it is over
inclusive. It is bringing back in nore than we want to
bring in.

PROFESSOR CHARO Yes. It was supposed to
I ncl ude everything that you forgot to say when you said
“mani pul ati on and physical intervention."

DR MJRRAY: Yes, which is a noble thing to
try to do but do you see the problemit creates for
your dinner parties? Yes.

PROFESSOR CHARO  You have al ready tanked ny
di nner parties.

(Laughter.)

DR SHAPIRO  Eric?

DR CASSELL: Tom covered ny question.

DR SHAPIRO kay. Larry?

DR MIKE Two things. One is that as far as

Bette's i ssues are concerned, we do not consider them
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research subjects and | think this recomendation is
about who is a research subject covered by the system
So | do not think it should belong. | would not agree
that anything along that Iine should be folded into
this recomendati on.

The other part is that nmaybe we shoul d use
t hese words consistently. | understand that 3.4 and
3.5 are sort of interrelated. That is why we are
getting the discussion about exceptions at the sane
tinme we are defining thembut, you know, now it gets
confusing. It says manipul ations or interventions or
ot herwi se interact, whereas we tal k about interactions
and interventions, and we say nmani pul ations is about
the sane as interventions. So we should stick
consistently with the way we use the |anguage. W
shoul d tal k about interactions and interventions. This
way it just gets confused and people--I begin to think
t hat mani pul ati on has sone bad connotation about it
when we--in the text we just sinply use it as an
i ntervention.

DR MJRRAY: Larry, just a technical point
comng fromny long ago history in the social sciences.
You woul d refer to setting up various experinenta
condi tions as nmani pul ations even if there was no
"intervention" and | can see that distinction. So | do

not know quite how to--we tal k about experi nental
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mani pul ati ons and they do not actually involve even
behavi oral intervention. Just changing the

ci rcunstances into which a--or the expectations into
whi ch a person enters the experinent.

DR MIKE That is fine but what | am saying
Is that we are using it in a different sense here. W
are saying mani pul ations or interventions or otherw se
interact, and that is not quite the sane as the way we
define it in the other place.

DR SHAPIRO | understand that. W should
make that consistent.

Di ane?

DR SCOTT-JONES: | just have a clarifying
questi on.

DR SHAPI RO  Yes.

DR SCOTT-JONES: | got confused. | was doing
fine. The otherwise interact, in part, was nmainly to
capture survey research, some types of survey research.

Are you saying that you do not want that or you do
want that covered or you want at |east sonething that
Is reviewed or, you know, that a determ nation is nade
about that?

DR SHAPIRO I, nyself, do not favor a
conpl ete exenption of survey research. There is al
ki nds of surveys with very sensitive, difficult issues

and we certainly do not want to exclude it so it is a
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matter of judgnent. W do not--all of it is not in but
all of it is not out.

DR SCOTT-JONES: Right.

DR SHAPIRO And that is ny sense of it.

DR. MJRRAY: Since you directed the question
to nme that nmakes sense to ne but what | would like to
excl ude are--you know, | amintervi ew ng sonebody
because | amwiting their biography and | amtotally
up front about it, that is what I amdoing, or I am
observing public behavior. | want those people to be
able--and | interact with people. | want, you know,
where it is straight forward. The sort of thing that
Alta was trying to capture in that |anguage in 3.4
whi ch we are going to expand upon outside the | anguage
of the recommendation now. | do not want to bring it
back in by virtue of this |ittle phrase.

DR SHAPIRO Alta, and then Steve, and then
D ane, and then we are going to nove on.

PROFESSOR CHARO There is an interplay
between 3.4 and 3.5, and it nmay--Steve was going in the
sane direction. It may offer a way out of this
because focusing on 3.5 alone we are getting tied up in
trying to define the research subject. | think that it
woul d be fair to say that nmany of these people are, in
fact, research subjects but they are the subject--or

research participants, | amsorry, but they are
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participating in a formof research that is not covered
by the federal oversight system And, therefore, the
fact that they are a research participant is of no
interest to the system because the systemis not
exam ning their research

And so although I amnot sure exactly what
| anguage to use yet, | think that the way to handl e the
3.5 problemis going to be throw sonething in that
tal ks about otherw se interacting wth researchers in a
context that is subject to federal oversight. Al
right. That nay be the way to get it. Mybe not
because people are looking at ne with their eyebrows
going up. But basically say that the oversight system
shoul d protect participants, right--well, it does get
ki nd of tautological, doesn't it? It should protect
participants who are in research that is subject to the
protections of the oversight systemif they are also a
research subject.

DR MJURRAY: | did not hear that part.

PROFESSOR CHARO. Wat ever | said.

(Laughter.)

PROFESSOR CHARO  Ckay. But Steve was goi ng
in the sanme way and nmaybe he can do better.

DR MJURRAY: But you cannot disagree with a
tautol ogy. That was a phil osopher's joke.

DR SHAPI RO St eve?
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MR HOLTZMAN. Yes. You know, you are exactly
right. In 3.4 we are defining what is covered research
activity, certain classes of research ought to be
covered, all right, and now we are going to effectively
hone in further on, when is a human subject in play.

PROFESSOR CHARO  So nmaybe we shoul d actual |y
start by saying who is a subject and then say
notw t hstanding that, only some--who is a participant?

Sorry. W start--we flip them W is a researcher?
Who is a participant in research without defining the
word "research"” and letting people just kind of assune
t hey know what it neans, and the participant is da, da,
da, da, da, da. And then the next one would be, al
right, so participants in these kinds of research are
protected by the federal system participants in other
ki nds of research to be delineated by sonebody in the
future sonehow wi Il not be protected by the system
because they do not need it, right?

MR HOLTZMAN:  Well, without |ooking at the
text I do not know what we have just done because | am
not sure that | can nmake it flow the opposite way as
well so let's just focus in. Having defined covered
research and giving paradi gns of noncovered research
what are we trying to do in 3.5? Wat is the take
honme? The take hone is people have to be in play and

peopl e soneti mes get enbodi ed not necessarily on foot.
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PROFESSOR CHARO And that it is not cadavers.

MR HOLTZMAN: And it is not--right.

PROFESSOR CHARO And, in fact, Bette's point
Is correct, and it is not the third parties.

MR HOLTZVMAN: Right.

PROFESSOR CHARO. So there is a kind of
excl usi on goal here as well.

DR SHAPI RO  Larry?

DR MIKE The sinplest thing to do since an
excl usion seens to be an inportant part of the
reconmmendation, sinply pull it out and nake it a third
recommendati on. W are covering what is a subject,
what is a research, and we are trying to do too nuch in
these two. So | think that we should just do that in
sequence. Wat is research? Wat is human subject in
that research and then what are the circunstances in
whi ch we recommend excluding it?

DR SHAPIRO kay. Unless there are other
conment s- - Ber ni e?

DR LO Yes, | wanted to put ny hand up.

DR SHAPIRO Go ahead.

DR LO Yes. This reminds ne very nuch of
those pretty tables that the staff drew up for us back
with the Human Bi ol ogi cal Materials Report where, you

know, the kind of algorithmthat sonmeone--1 amsorry,
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it 1s hard for ne to identify nanes over the phone--
sort of defining what is research, who is the subject,
and then are you covered by these--this system this
new proposed system of federal oversight.

| actually visualized it as a table with sort
of a series of questions where you work fromthe top to
the bottomand it sounds like that is what we are
headi ng towards, this package of recommendations. | do
not know if that hel ps sort of lay out the | ogic behind
what these recomendati ons are doi ng.

DR SHAPIRO kay. Oher comments on this
recomrendati on? Cbviously we are going to have to
redraft it. D ane?

DR SCOIT-JONES:. Pass.

DR SHAPIRO Thank you. Let's go onto 3.4
or 3.6, excuse ne. 3.4 is not going on.

DR MESLIN. So the |ast one focuses on
standards and procedures for reviewing risk. In the
original version a proposed office, federal office
shoul d create revi ew standards and procedures
commensurate with the nature and I evel of risk of the
research, and the standards shoul d di stingui sh bet ween
research causing no nore than mnimal risk, research
posi ng nore than mnimal risk, and research involving
novel or controversial ethical considerations.

The slightly different version is that federal
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oversight should require research reviewthat is
commensurate with the nature and |l evel of risk and the
standards and procedures for review shoul d distinguish
bet ween those three itens that | have just nentioned.

So the distinction again is between the office
creating standards and procedures and in the
alternative, federal oversight should require research
review that is comensurate with the nature and | evel
of risk and wth those standards and procedures for
revi ew di stingui shing between three areas.

DR SHAPIRO kay. Does anyone have a
preference for these two? Let me suggest we start with
the new 3.6, that is Alta's version, which seens
slightly--1 nean they are really substantially the sane
recomendation. | do not really know how to
di stingui sh between them So let's just take Alta's
version and work with that if there is any comments or
questi ons.

DR SCOTT-JONES: (Not at m crophone.) Could

DR SHAPI RO Yes.

PROFESSOR CHARO  Yes, because | was del eting
the inplicit reference to NOHRO rather than saying that
that federal office had to do it. | did not really
care how it was done but what | wanted to see done was

da, da, da.
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DR MESLIN: This was de-NOHRO-i zation with

prej udi ce.

(Laughter.)

DR SHAPI RO The ot her one says the proposed
federal office. It does not say NCHRO It tal ks about

proposed federal office, the original one. So we wll

go with 3.6.
Bett e?
M5. KRAMER  Just a question. | could

probably go back in the text and find it. Wat are
novel controversial ethical considerations?

DR SHAPIRO | do not think we should try to
define those frankly. There is sonething--1 nean,
ot her than what we say here. There are going to be
I ssues that conme up--in nmy own view. This is ny own
view-fromtinme-to-tinme and people will just have to
recogni ze them | do not know how to define them

M5. KRAMER Al right. So this is not
sonething that is picking up on naterial we di scussed?

DR SHAPIRO No. | was not intending it that
way nyself.

PROFESSOR CHARO | amsorry. Actually it was
supposed to pick up on the call in the text for
facilitating special review bodies for things |ike the
research wwth the nentally inpaired, for the stem cel

report.
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DR SHAPI RO Those are exanpl es.

PROFESSOR CHARO R ght. For the RAC and gene
t her apy.

DR SHAPIRO Ckay. Let nme nake a suggesti on.

See if we are cognitively capable of taking a 12

m nute break while--and we are going to try to get
started on redrafting 3 but we will cone back and we
will go inmediately to the recommendati ons in Chapter
4. Let's try and reassenble at twenty after 11:00.

(Whereupon, at 11:07 a.m, a break was taken.)

DI SCUSSI ON OF DRAFT REPORT: CHAPTER 4

DR SHAPI RO  Col | eagues, could we assenbl e,
pl ease. Reassenble. | want to now go on to the
recommendations that are a part of Chapter 4. W wll
have for you, hopefully before we break for |unch,
redrafted recommendati ons for Chapter 3, which | would
ask you to | ook over, over |unch, and provide back any
further comments you have. So | do not intend--unless
we have sone unexpectedly | arge anmount of tine
somewhere to go back to Chapter 3. W wll, of course,
get a |l ook at the recomendations to approve in their
final formbut if you could | ook at those over lunch it
woul d be very hel pful.

Eric, am| correct?

DR MESLIN  Yes, absolutely.

DR SHAPIRO So it will be here before | unch,
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which is 12:30?

DR MESLIN  Yes.

DR SHAPI RO kay. Thank you.

Let's now go on to the recommendati ons t hat
are a part of Chapter 4. Eric, why don't you take us
t hrough these. The difference is in the two sets of
reconmmendati ons you have--at l|least in ny judgnent,

t hough, don't raise any substantive issues. You m ght
prefer one over the other but they do not raise
substantive issues. They, of course, deal with how
often you refer to the so-called de- NOHRO i zati on.

PROFESSOR CHARO  And al so regul ati ons.

DR SHAPI RO And gui dance regul ation and so
on so there are differences of that type which we
di scussed before. But, Eric, let's go to the
recomrendations starting with 4.1 and let's try to go
as quickly as we can. W w il work through to 12: 30.
W wi Il have an hour for lunch and then we have public
comments at 1: 30.

DR MESLIN. Ckay. This recomendation
concerns the so-called conponent analysis of risk and
the difference between the original, which says the
anal ysis of risks of harns and potential benefits
shoul d be consi stent across all types of research, and
then there is the NOHRO sentence that says NOHRO shoul d

consi der adopting an approach to the assessnent of
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ri sks and potential benefits in the regulations such
that procedures offering and the prospect of direct
benefits are not used to justify procedures that solely
answer the research question. That is the original.

The proposed revision takes NOHRO out of the
recommendati on and sinply says the analysis of risks of
harm and potential benefits should be consistent across
all types of research, in general each aspect of a
study shoul d be eval uated separately, and its risks
shoul d be both reasonable and justified by the
potential benefits to society for the participant.
Potential benefits fromone aspect of a study shoul d
not be used to justify risks posed by a separable
aspect of the study.

DR SHAPI RO Does anyone have any concerns
about Reconmendation 4.1? | aml ooking now -1 am
specifically looking at the--what we will call Alta's
version since we decided we would not refer again and
again to the office in the other recomendati ons. And
| think that is the only substantive difference here,
Is just the way it is phrased. At least that is howit
appears to ne.

D ane?

DR SCOTT-JONES: | have a concern not so much
about the specific |anguage of this recomendati on but

about the general nessage fromall the recommendati ons,
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and it seens that this nakes a broad statenent about
all types of research, yet sone of the previous
recommendat i ons have been directed toward |limting what
counts as research and it just seens that there is sone
anount of i nconsistency.

DR SHAPIRO Again this is covered research
I f that hel ps.

DR SCOTT-JONES: And nmaybe addi ng- -

DR SHAPIRO Yes. W have to--this is an
I ssue that cones up over and over again. W are going
to have to resolve that issue. | agree. | think if
that is your point | agree conpletely with it because

there is sone research that is not covered and this

does not speak to that at all. It should not speak to
t hat .
St eve?
MR HOLTZMAN: | think | share D ane's concern

but I do not think that is the concern.

DR SHAPI RO Ckay.

MR HOLTZMAN. It is--the second sentence
forward in either recommendation is where you talk
about the conponent anal ysis.

DR, SHAPIRO Right.

MR HOLTZMAN: It is the first sentence, which
tal ks about consistency of evaluation of covered

research across all types of research
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DR SHAPIRO | see.

MR, HOLTZMAN. And one can ask the question
what does one nean by consistent? Al right. | can be
consi stent fromthe sense of applying the sane
standards to bi onedical research and social science--
covered social science research and get it all wong or
| can be consistent in the |level of principle and get
it right so it is just a question of what does it mean
to be--what are we trying to convey there?

DR SHAPIRO | speak only for nyself. It was
the principle that | was concerned wth.

MR HOLTZMAN.  Ri ght.

DR SHAPI RO. Because obviously the context is
conpletely different.

MR HOLTZMAN: Right. So I would ask one
gquestion just in sinplification.

DR SHAPI RO Yes.

MR HOLTZMAN:  And let ne ask the author.
Al'ta, in the second sentence, "in general, each aspect
of a study shoul d be eval uated separately,” if you just
del eted the rest of that sentence and then just went to
"potential benefits fromone aspect should not be used

to conpensate,” do you really--
PROFESSOR CHARO  Ckay. First, there are
parts | did author in the revision and there are parts

that cone fromthe original recommendation that | did
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not author so that there wll be things | amnot really
sure- -

MR HOLTZMAN. Ckay. So to the authors.

PROFESSOR CHARO.  So--but on that one | do
think | actually did author that one and there was a
reason for it and it is this: At the Atlanta neeting
Al ex Capron spoke at |ength about his view that there
will be situations in which the benefit to society for
doi ng particular research would be quite
overwhel mngly--quite large potentially but that
nonet hel ess the research should not be permtted
because its risks were sonehow intrinsically
unreasonable. And it was an attenpt to capture that
comment that led to the second half of that sentence so
that there is both the notion that the risks are
reasonabl e in and of thenselves. By sonme anor phous
standard we all understand that the word "reasonabl e"
I's hard to handl e outside of context plus then
specifically conparing it to potential benefits.

DR SHAPIRO M idea here--ny interpretation
of this, and maybe there is better |anguage, | took
this to refer to a conponent analysis as | went through
this saying that the conponent analysis applied to all.

So another way to start this is to say the conponent
anal ysis of risks and harns and potential benefits

shoul d be applied across all types of covered research
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or sonething like that.
PROFESSOR CHARO  That works.
DR SHAPIRO So it would refer sinply to the-

PROFESSOR CHARO  That wor ks.

DR SHAPIRO --that is what | had in mnd,
put it that way. That is what | had in ny head when
this was witten down because | also--1 agree with
anyone who says that this sentence as currently witten
Is hard to understand what it nmeans what it is supposed
torefer to. So if we could start it that way woul d
that be all right? The conponent analysis of risks and
har ns?

PROFESSOR CHARO O risks and potenti al
benefits?

DR SHAPI RO Yes, of harns and potenti al
benefits, yes. Sonething |ike that should be applied
across all types of covered research.

Larry?

DR MIKE Rather than referring to covered
research and then having to do that every tinme in our
recommendati on, we should just drop the reference to
the research. W know what we are all tal king about.

DR SHAPIRO Yes. This has to be thought
about as an interesting suggestion but we just have to

straighten it out so it is clear when we are reading
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Eric?

DR CASSELL: Wwell, | ama little confused
because | can think of many situations in which the
patient's disease is so dangerous that the chance of
any success justifies presenting the opportunity to
participate to the patient even though the risk may be
al so considerabl e and we generally accept that but this
i nplies that you cannot do that. [t says that
potential benefits of one aspect of a study shoul d not
be used to justify risks posed by a separabl e aspect so
| do not understand that. | thought that is always the
case. You are always bal ancing risk against benefit in
this.

MR HOLTZMAN:  No, but in your exanple the
intervention itself is that--is the aspect which poses
both the risk and the benefit, and it is a reasonable
trade off is your contention as opposed to--

DR CASSELL: Well, maybe you can give ne an
exanple fromthis so | could understand clearly the
separation of these things.

MR HOLTZMAN. | subject you to a risk, you
personally, all right, which is very, very high, okay,
and the benefit is to knowl edge to society, which is
very, very high so that would be two--and are they

I ndependent |y separabl e aspects.
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DR CASSELL: Well, could you give ne an
exanple? | nean that is just another way of saying the
sane thing that is on this paper

DR SHAPIRO The intent of this originally as
| understood it, Eric--1 cannot give you a good exanple
but | think | remenber the intent. The intent was to
take certain conponents, which nay have no therapeutic-
-even potential therapeutic benefit but neverthel ess
may be very risky and not try to justify that by
saying, well, there is another conponent of the
research which may give you a benefit. And that is--we
were trying not to justify all the risks in the non--
sort of nontherapeutic area by thensel ves.

DR CASSELL: Well--

MR HOLTZMAN: | have an exanple. Ckay.

DR SHAPI RO  Yes.

MR, HOLTZMAN. You are a cancer patient with a
hemat ol ogi cal cancer, all right. | amgoing to give
you a therapeutic regine so there is a risk return
whi ch is reasonabl e under the circunstances. And while
| amin there | amgoing to subject you to several
addi tional tests, |unbar punctures, et cetera, et
cetera, to give ne additional know edge that can be
useful for the study of the disease or for others, all
right, and that if |I do a nonconponent anal ysis overall

t he whol e procedure, including those additional
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experinmental interventions, are justified in terns of
the potential benefit to you but there is no reason why
| have to do those and they have their own intrinsic
risks. And if | separate them | would say do the
first, give you the drug, and do the necessary
experinmentation associated with it but do not do these

ot her procedures.

DR CASSELL: | understand that. | accept
t hat .

MR HOLTZMAN: That is the exanple.

DR CASSELL: | just find nost of us would
| ook at that research and say but that--those things

you are doing have nothing to do with the--your
I ntervention. They do not belong in this research, and
that is what this is supposed to say. Fine.

(Laughter.)

DR SHAPIRO And if you have alternate
| anguage that woul d be great.

DR CASSELL: It is just bad--it is just bad
research. 1t is not--has nothing to do with this.

DR SHAPIRO It may not even be bad research.

It may be research that should not be done but it may

not be bad.

DR BRITO But | think Eric has a point here
because the way this reads it alnost inplies that the

whol e research--is this not what you are saying, Eric,
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I's that the whole research project should not be done.
Not just the other aspects, that is the way--
DR CASSELL: That is exactly right. | nean,

research is of a piece but | do not want to get into

that again. | do understand now at |east what you are
all saying. | think it is not--1 nmean, | just do not
think it adds anything but it is not that big a thing

for ne.

DR BRITO But I think it is big here in the
recommendation the way this last one is witten, and |
t hi nk when we add all of the phrase before about the
conmponent anal ysis should be used, | think it will help
t ake care of that.

DR SHAPIRO. W will change that first
sent ence.

Yes, Larry?

DR MIKE Not to beat a dead horse but |
think what the intent of this was to say is that you
bring a research project--we are not saying it is bad
research. Take this piece out and then we can pass it.

DR SHAPIRO R ght. That is right.

Any ot her commrents on this?

Let's go on to Recommendation 4. 2.

Eric?

DR MESLIN Alta wanted to say sonet hi ng.

DR SHAPIRO (h.
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PROFESSOR CHARO:  Just one small correction in
the typing of this on the suggested revision it should
not begin "the federal regulations”" but rather "the
federal policy" as part of the de-regul ation-ization,
as well de-NOHRO i zati on.

DR SHAPI RO  Ckay.

DR MESLIN. In that spirit, the only
di fference between these two besides policy is that in
the original there is a last two sentences. There are
two sentences that refer to | RB review, procedures
other than full I RB review should be available to
revi ew research studi es posing no nore than mni nma
risk and all research studies involving greater than
m nimal risk should be reviewed by the full |RB.

In the other version those are taken out. |
woul d submit to you that for parody purposes you should
conpare the two recomendations with--1 will just cal
It Alta's and the original, taking out the |ast two
sentences. The reason | think--correct nme if | am
wong, Alta, you want to consider renoving that | ast
sentence is that this recommendation i s about the
definition of mnimal risk. It is not about a
definition of what I RBs are supposed to do that can
culmnate in a separate recommendati on.

PROFESSOR CHARO  That was part of it and it

does, in fact, conme up separately and al so because it
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seened like that was the kind of thing perfect for the
nonbul | et ed paragraph that foll ows nost recommendati ons

that spell out sone further detail

DR MESLIN:  Yes.

PROFESSOR CHARO But it is just a suggestion
that is all.

DR MESLIN. There is only one other word
change which is--1 amsorry, Harold.

DR SHAPI RO (Go ahead.

DR MESLIN. Wich is in the second sentence.

In the original when research involves individuals for

whom t he risks woul d be higher and the conparative

sentences for whomthese risks would be higher but that
Is at the level of wordsmthing.

DR SHAPI RO  Yes, Ton?

DR MJRRAY: Maybe | am bei ng dense but |
actually do not understand that |ast sentence. For
whom - when research invol ves participants for whom
t hese risks would be higher in the risks of daily life.

Such research shoul d not be consi dered.

PROFESSOR CHARO  Personally | have got to say
| agree with you that | was never conpletely satisfied
with the clarity of this expression which we have been
struggling with over many, many drafts. And | know
that what we are trying to say is that when risks that

woul d be conpar abl e--when sone peopl e--when ri sks that
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woul d be conparable to the risks of daily life for the
general population, right, are experienced as higher
than that absolute |evel by anybody by virtue of his or
her own situation, all right, that those risks should
not be considered mninmal at |east for that person.
They may be mninmal for other people but they are not
m nimal for this person.

DR SHAPIRO  Eric?

DR CASSELL: Alta, don't we--in other words,
for a population that fits what you just said, their
risk--their every day of life is the standards. It is
their every day life.

PROFESSOR CHARO  No, you see because then
what woul d happen is sonebody who lives in a war zone,
right, would presunmably be eligible for mnimal risk
treatnent for sonething that we woul d consider highly
ri sky, those of us living in nice mddle class
backgrounds that are--

DR CASSELL: But you picked a certain
popul ati on, special population for whomevery day life
ri sk woul d al ready be above m ni num

PROFESSOR CHARO R ght. This was the
dilemma. We wanted to nake it very clear that people
who live in crumy situations should not therefore
sonmehow be eligible for exposure to even higher risks

in research with mninmal review on the theory that for
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themit is conparable to what they experience every
day.

MR MJRRAY: That is not what this says.

PROFESSOR CHARO  No, but that was the problem
in the witing was that in certain forns of the witing
we Wi nd up saying that by accident. | think the goal
here is to say that the level of risk that is
conparable to every day life for the general popul ation
constitutes mnimal risk and if for any individual
research poses nore than that |evel of risk, whether
because of the research itself or because of the
i ndividual's own characteristics, it is no |onger
mnimal risk. | have no idea what | just said.

DR. SHAPIRO | know what you just said but
must say that the |last sentence is the one that was
bot hering you, Eric, is that right?

MR HOLTZNMAN:  Har ol d?

DR SHAPI RO Yes.

MR HOLTZMAN: So, normal popul ation, we
define themin mnimal risk. Are we trying to take
care of one or two additional situations? | think
where we hang up is there are two distinct situations.

W say that a person who in their normal life is
exposed to nore risk, that should not be a
justification for exposing themto nore risk than the

peopl e who are not. That is one piece.
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The other piece is the sensitivity to the
peopl e for whom a procedure, which for you and | woul d
be mnimal risk, for themwould not be. Not because
they live in a nore hazardous situation but because
they are nore vulnerable in the situation or
constituitively. Are we trying to deal with both of
t hose here and maybe we just have to separate then®

DR SHAPIRO | was thinking of the latter
nyself in this recommendation. It was the |atter that
was in ny mnd as | thought about this recomendati on.

| understand the distinction.

MR HOLTZMAN.  Ri ght.

DR, SHAPI RO  Tonf

DR MJRRAY: To try to capture with m ni nal
di sturbance in the draft here, the draft |anguage, the
point that Alta was nmaking, which | think articul ated
well with what at least | understood this attenpting to
say, the problemis not with the word "these" as in
"these risks," it is just too indefinite, anbiguous
there. W need a phrase. W just need to insert a
phrase that spells it out alittle bit nore for which
the risks of daily life are perceived as much hi gher
or, you know, sonething along that effect. And I think
ot herwi se everything else in the--you know, the other
| anguage in the recommendation i s good.

Trish is saying in ny ear that we do not want
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to use the word--1 do not have any--1 amnot conmtted
to any particular way of putting it but the problemis
"these" is just--in the context it is way too

anbi guous. W need a sonmewhat nore precise phrase that
del i neates what we are trying to capture and then |
think if we insert that the rest of the reconmendati on
probably works as witten

DR SHAPIRO Let's go back then to what we
are trying to capture to get this right.

St eve, you propose two different situations,
one of which was that on a procedure specific basis
some people for whom sone procedure woul d be m ni nal
ri sk would be greater than mninmal risk for others.
That is one and that is what | thought we were trying
to deal wth.

Now what was the other category you had,
Steve?

MR HOLTZMAN. |If a participant encounters
relatively higher risk in their daily life this fact
shoul d not be used to justify research of nore than
mnimal risk for the standard popul ati on

DR SHAPI RO Ckay. Maybe you can wite that
out and we will find a way to incorporate it. Larry,
do you have a question?

DR MIKE  Maybe we shoul d define both of

those so that it is clear, even though we are
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concentrating on one it is clear what we nean

DR SHAPIRO Yes. No, | agree. | agree and
we will alter it.

Steve, woul d you hel p provi de sone | anguage
for that? Ckay.

Anything el se on 4.2? 4.3? FEric?

DR MESLIN. Here again the difference between
the role of NOHRO and not. This is the reconmendati on
regarding vulnerability so | think Tom s points before
need to be brought up here. 1In the original it begins
"to protect while pronoting the inclusion of al
participants in research, NOHRO should elimnate the
categorical listings of specific vul nerable groups as
In subparts Bto D, and instead adopt an anal ytic
approach that describes different types of situations
that render participants vul nerable to harm or
coercion."”

Let ne give you the alternative to that
because these are in a couple of parts in the so-called
Alta alternative. "To protect participants while
pronoting the inclusion of all segnents of society in
research, the oversight system should avoid categorica
listings of specific vulnerable groups and instead..."
and the phrase is exactly the sanme thereafter.

So one is to specifically to direct that the

subparts be elimnated and in the latter that the
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systemsinply be constructed to avoi d these categorica
listings.

The second part of the recommendation is that
gui dance shoul d be devel oped on how to identify such
situations and how to design research that avoids the
situations or that incorporate appropriate safeguards
and that |local IRBs should be permtted to review and
approve such research when appropri ate safeguards are
I ncorporated. The conparison |anguage is very, very
simlar except the word "research” is replaced with
studi es so gui dance shoul d be devel oped on how to
i dentify such situations and how to design studies that
avoid these situations. The rest is the sane except
adding into the study design at the end of the | ast
sent ence.

DR SHAPIRO  FEric?

DR CASSELL: Just a sinple thing. | think we
shoul d take out to adopt an anal ytic approach and
I nstead adopt an approach. The word "anal ytic" does
not add anything to it.

DR SHAPIRO Now | take it from our
di scussion before we want to al so acknow edge, as Tom
suggest ed before when we were tal ki ng about the
begi nning of this, the prologue, that there are sone
categories. Children being the paradi gmexanpl e here,

whi ch by virtue obviously are going to be included in.



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

135

So we need to have sone | anguage whi ch incor porates
the point that Tom nmade before, which | do not have in
front of ne right now but you probably have from our
notes before so | take it we do want to incorporate
that because it is to be consistent with what we
deci ded before because despite ny attenpt to say we
di scovered--we woul d discuss it later, we actually
di scussed it at the tine.

But are there other comments about this?

Ckay. Well, subject to that--subject to
including that we will have to find the right |anguage.

Trish, yes?

PROFESSOR BACKLAR:  Should we add in again "to
protect participants rights and welfare" in there, Jin®

Dd you want to do that?

DR CH LDRESS: M concern earlier was that
when we were talking about it in specific terns we
tended to do harmw thout attention to rights and
protections. Gven the way we understand it in the
prol ogue now, it would cover this.

DR SHAPIRO kay. Anything else on 4.3?
Ckay. 4.4, Eric?

DR MESLIN. Here the difference is a de-
NOHRO-i fication difference only. In the original,
"NOHRO shoul d enphasi ze t hrough regul ati ons the process

of insuring voluntary infornmed consent from conpetent
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participants rather than the formof its
docunentation.” | wll just conpare these to each
other. And the proposed substitute, "Research
over si ght shoul d enphasi ze ways to insure that people
have given their voluntary infornmed consent to
partici pant rather than enphasizing the ways to
docunent that consent."

And the rest, correct ne if | amwong, Ata,
Is alnost entirely identical that guidance should be
provided to I RBs and investigators about how to provide
appropriate information to prospective participants and
essentially it is--1 will not keep reading it but they
are identical after that.

DR SHAPIRO Eric?

DR CASSELL: Well, | am happy with the de-
NOHRO-i fication but research oversight has a sonewhat
different neaning. Wen it is the Ofice for Research
Oversight that is the whole process, including the
oversight that is watching over research while it is
goi ng on, which we have not specifically discussed and
this inplies that in the process of watching the
research in progress we should be doing this. And | am
not sure we are ready to say that. | nean, it would be
lovely if IRBs did, in fact, do that. They are
supposed to but they never do. And this slightly

shifts the verb.
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DR SHAPIRO Al right. Oher coments?
Ji nP

DR CHLDRESS.: | notice that the original 4.4
has ensuring voluntary infornmed consent from conpetent
participants and that is omtted fromthe original
nodi fi er before people, and | woul d suggest that we put
In “ensure that conpetent people have given their
voluntary informed consent”.

DR SHAPIRO  Trish?

PROFESSOR BACKLAR: The one thing | do really
like in the original 4.3 is the use of the word
“process. "

DR CASSELL: Process, right.

PROFESSOR BACKLAR: Process is, | think,
| mportant sonmewhere to attach that to the inforned
consent process, which we make nuch of in the text and
It is significant.

DR SHAPIRO | think that is a good point and
we nmaeke that--we try to nake that point over and over
again, and it is one of the contributions of this
approach of what we have got in here and so | think we
should try to incorporate that and | appreciate that.

QG her conment s?

DR MJURRAY: | have what | thought was a
useful comment and since | agree with Trish | do not

know if it is useful anynore. | would have said--1 do
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not know if | would say federal policy or research
oversi ght but sonethi ng shoul d enphasi ze ensuring that
peopl e have given--1 nean ways to ensure seens to ne a
weak construction here. It is alittle vague. | mean
it is like you are going to lay out, you know, siXx
different--you know, six ways to get inforned consent
and we are not proposing that. But how do we--1 do not
know how to put the process | anguage in there.

PROFESSOR BACKLAR: One coul d enphasi ze t he
process of voluntary inforned consent and ensure that
peopl e--1 do not want to repeat that.

DR MJRRAY: Ckay. This works. So the | ast
part of that sentence it is "enphasizing the process
rather than the nmeans of docunenting that consent.”

DR SHAPIRO It is close to the original, the
version here, but I think the process is the right
focus to have here so | think that is where we ought to
go.

QG her conmments on 4. 47

Ckay. 4.5, Eric?

DR MESLIN Here there is very little
difference between the original and the proposal except
that the--1 think Alta is proposing that the
reconmrendati on begin with a different first sentence
and it should be--I will just read her first sentence,

"Federal policy should permt research wthout the
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I nformed consent of research participants in certain
carefully limted situations if all of the follow ng

Criteria are net..." and then | believe it is identical
thereafter.

PROFESSOR CHARO  There was one ot her thing,
Eric.

DR MESLIN. | amsorry.

PROFESSOR CHARO  There was a msprint in the
alteration which originally had dropped the final
sent ence about regul ati ons and gui dance on the view
that it was inplicit in this and all the other
recommendat i ons.

DR MIKE Can | ask why--because the main
thing is that you have now nade it nore general rather
than to identifiable data. What was the point? The
original one is specifically referenced to
i dentifiabl e--

PROFESSOR CHARO  You know, this is about
multiple editing. The first revision that | put out on
e-mail on Sunday actual ly added back in the wai ver of
consent energency research settings and that is why if
you | ook at the opening sentence it broadens it and
then it says there are two situations. There is
energency research. There is research on data and then
I n a subsequent conversation wth Eric he asked that

t hat be dropped because the report had not discussed
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energency research very nmuch and so you are right that
ri ght now what we got was a m shnash.

DR MIKE So are we sticking with--

PROFESSOR CHARO So it m ght nake sense to go
back to the original 4.5, skip the revision that was
suggested, go back to the original 4.5. | would still
suggest that it would make sense to drop the last line
as inplicit already but other than that it woul d nmake--

DR SHAPI RO The | ast sentence in the
reconmendat i on.

PROFESSOR CHARO I n the original
recommendati on, 4.5.

DR, SHAPI RO  Yes. Thank you. O her
coments on 4.57?

DR BRITO For clarification, which | ast
sentence are we droppi ng because you have it on your--

PROFESSOR CHARO Yes. It was not supposed to
have been printed in the proposed revision but it got
in there because of the cut and paste process.

DR SHAPIRO O her coments?

DR MJURRAY: (Not at m crophone.)

DR SHAPIRO Right, that is correct. kay.
Excuse ne. Any other questions? Al right. Let's go
onto 4.6. FEric?

DR MESLIN:. Here are the differences between

what the federal regul ations should require and what
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researchers should do. 1In the original, "Federal

regul ations should require investigators to docunent
that they have obtai ned voluntary inforned consent from
partici pants when appropriate but should be flexible
with respect to the formof such docunentation, signed
witten consent forns need not be the only form

requi red docunent or docunentation, especially when
prospective participants can easily refuse to

partici pate or discontinue participation or when signed
forms mght threaten confidentiality."

The revision is of virtue inits brevity in
that there are two sentences, "Researchers should
docunent that they have obtained voluntary i nforned
consent of participants where required. Witten signed
consent docunents need not be the only form of
docunent ati on. "

I think the differences are self-evident.

DR SHAPI RO Thank you. GComments? Wich
does the--which 4.6? The original 4.6 we have is
obviously longer and a little nore detail. Does that
hel p or hurt? Larry?

DR MIKE | prefer the original. | think we
need sone explanation, otherwise it just sort of says
you can do this way or you do not have to do it this
way .

DR SHAPI RO Rhet augh?
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DR DUVMAS: This one seens to be addressed to
researchers and | woul d suggest just inserting the
words "be required to docunent.” "Resear chers shoul d

be required to docunent that they have obtai ned

voluntary..."
DR SHAPI RO Excuse ne.
PROFESSOR CHARO | am sorry.
DR SHAPI RO Just one second, Rhetaugh.
DR DUMAS: Ckay.
DR SHAPIRO | amjust trying to handl e--
woul d you repeat it again? | apol ogize to you.

DR DUVAS: Al right. This is just for
consi stency. This has nothing to do with the content
or what have you. In nost of these reconmendations we
are tal king about what the federal policies should
I ncl ude.

DR SHAPI RO Yes.

DR DUVAS: And here we are addressing this
one to the researchers so just word it so that
researchers are required to do this or that the policy
requires researchers to do this.

DR SHAPIRO Let ne raise a point. | accept
that point and agree with it.

DR DUVAS. (kay.

DR SHAPIRO | had drafted ny own version of

this one which is really built on the original version
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we have because | was--sonebody nmade the point at our

| ast neeting that being verified was inportant.

Soneone could verify the process if necessary. The one
so-called vivid end of always having signed docunents
of all kinds |eaves an audit trail that may not be
worth all the rigidity that is in the system but that
Is a benefit.

So |l wote a thing which is really quite close
tothe first and let ne just read it out. "The federal
regul ations should require investigators to docunent
that they have obtai ned voluntary inforned consent from
partici pants when appropriate but should be flexible
with respect to the formof such docunentation. Signed
written consent forns need not be the only form of
requi red docunentati on especially when prospective
participants..." | guess it should be 'the prospective
participant.' "...can easily choose to participate or
di sconti nue participation or when signed forns m ght
threaten confidentiality and there is a neans of
verifying that inforned consent was sought." It was
really the last item!| was trying to get in there.
Let's not worry about the exact |anguage. "Ws
obt ai ned" is better than “sought”. Excuse ne.

PROFESSOR CHARO  Wbul d you accept a friendly
anendnent that you begin with the federal policy as

opposed to the federal regul ations?
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DR SHAPIRO Sure. No, that is fine. That

IS an i nprovenent.
DR DUVAS: That takes care of ny concern,
t 00.
DR MJRRAY: (ot ai ned.
DR. SHAPIRO And obtained is al so very
I mportant. Thank you, Tom Sought is not nuch
interest. Right.
MR HOLTZMAN. So editorially can you nove--

play wwth it alittle and nove your clause up to--
closer to "need not be the only formof required
docunent ati on"?

DR SHAPI RO Yes.

MR HOLTZMAN.  Your last clause, if you nove
It back up into there you offer it as the alternative
and then you nove to--

DR SHAPI RO That would be very hel pful.
Thank you very nmuch. That does help. | will work this
out. Yes, so that comes first up on top. Ckay.

DR DUMAS: So--

DR SHAPI RO Yes, Rhetaugh?

DR DUVAS: So what we are really doing is
taking the old 4. 6--

DR SHAPIRO Right, that is right, and
altering it in sonme small ways.

Ckay. Sonehow m ne here skips to--what
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happened to 4.77?

DR MESLIN. Well, you will be pleased to know
there was no proposed revision to 4.7.

DR SHAPI RO  Cxay.

DR MESLIN. So you can assent to 4.7 as it

DR SHAPIRO No, | think we should propose
revi si ons now.

(Laughter.)

DR MESLIN. O propose revisions.

DR SHAPIRO | do not think we should |et
anyone go off wi thout any--all right. 4.7, which is--
let's see if | have got that.

DR MESLIN Qi dance shoul d be devel oped and
nmechani sns provi ded to enabl e investigators and
institutions to reduce threats to privacy or breaches
of confidentiality.

DR SHAPIRO No, it was not--it was not a
change. There was no alternative change. It is not

el i m nat ed.

MR HOLTZMAN: | think the "or" should be an
"and. "

DR SHAPI RO Excuse ne, Steve. | did not
hear. | amsorry.

MR HOLTZMAN: | think the "or" should be an

and. "
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3

DUVAS: | agree.

3

SHAPIRO Yes. Right. It should be an

and.

MR HOLTZMAN. That in a lot of records
research, all right, the whole notion of how to protect
confidentiality as a source of harm where privacy has
not been very much focused on and so the suggestion is
that it would be helpful to the institutions if there
were sone sources of authoritative gui dance.

DR SHAPIRO Larry?

DR MIKE If you look at 4.8 then, 4.8 is
referring back to 4.7 when you tal k about additional
mechani sns.

DR SHAPI RO Yes.

DR MIKE It is. Then | do not know whet her
we need to have two recommendati ons on nmechani snms. The
7 seens to be pretty specific. Wereas the other one--
the other one is nore general but it is the additional
mechani sns just in terns of the rationality of it all.

I was just thinking nmaybe we m ght conbi ne these.

DR SHAPIRO It mght be an idea to conbine
4.7 and 4.8 and take sone of this into the text such as
the certificates of confidentiality and so on. That
| ast sentence in current 4.8 mght just go in the text
and then conbine--I think it is a good idea to nake one

recomendati on out of this and put sonething in the
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text here on things as specific as the certificates.

Does that seem reasonable to people?

Trish?
PROFESSOR BACKLAR: | think it is in the text.
| think--
DR SHAPIRO Yes, that could be. | amnot--
that could be. It is just--we will pick up whatever is
necessary there. Ckay. So we will do that.

| hope you renenber this nonent, Larry, having
al ways accused us of doing the opposite. How eagerly
we accepted your recomendation this tine.

Ckay. We are now at 4.9. FEric?

DR MESLIN This is a very sinple choice
bet ween NCHRO and not NCHRO  Sonebody shoul d convene
interested parties to facilitate or interested parties
shoul d be convened to facilitate di scussion about
energi ng research protection issues and to develop a
resear ch agenda.

DR SHAPI RO Yes, Ton?

DR MJRRAY: This is the first time having
l ost NOHRO | think the recommendati on sort of goes off
I nto never-never | and because we should assign this--I
did nmy doctoral--nmy masters thesis on diffusion of
responsibility. This is a classic case. W got--

DR SHAPIRO This is a good--

DR, MJURRAY: --we have got to tell sonebody to
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do this. | didit at Princeton. So we have got to
tell sonebody to do this.

DR, SHAPIRO Right.

(Laughter.)

DR SHAPI RO Does that seemreasonable to
everybody? Al ta?

PROFESSOR CHARO  Yes, | conpletely agree with
you as a distinct critic of the passive tense. This
I s--but ny question as | was goi ng over the
recommendati ons was whet her this should be solely the
task of the new office or whether we wanted to be
inviting PRIM&R and ARENA or ot her professional
societies to potential be the convener, which is where
t he passive tense energed from was the lack of clarity
as to whether we wanted to focus primarily on this
federal office or to sinply say that this is an
I mportant thing to be done. The federal office could
do it. Sonebody else could do it.

DR SHAPIRO. Yes, | amsorry. Steve, | am
sorry.

MR HOLTZMAN. | f you | ook quickly down to
5. 2.

DR SHAPI RO Yes.

MR HOLTZMAN: Doesn't sonething |ike 4.9--
can't that get swallowed into there?

DR SHAPI RO It is--1 nean, | do not have a
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strong opinion about it, frankly, but this focuses on

education and the devel opnent of innovative educati onal

prograns. | do not think--to ne that is alittle
different. | do not want to nake a big deal out of it
but it is different enough it seens to ne to keep

Recommendation 4.9 but | agree with Tomthat we ought
to find some way to direct sonebody to do it.

Tom and then Eric?

DR. MJRRAY: Tongue in cheek, we could say the
Hasti ngs Center should be | avishly funded to convene--

(Laughter.)

DR MJURRAY: --but we probably could not get
t hat - -

PROFESSOR CHARO Wi ch you have not had the
conflict of interest discussion there, Ton?

DR MJRRAY: There is no conflict of interest
here what soever.

MR HOLTZMAN. And Art Caplan will be your
speci al advisor, right?

DR MJRRAY: Right. But | do--1 nmean, | just
reiterate | think we need to assign it to sonebody.

DR SHAPIRO  Eric?

DR CASSELL: Well, it really says NOHRO
shoul d stay up-to-date and | nean is that really a
recommendati on that NCHRO shoul d stay up-to-date?

DR SHAPIRO. | think--nmy own sense of what
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this is, is there just has not been enough di scussion
nobi | i zed on issues that cone up all the tine as new,
you know, protocols are devel oped and new i deas--and
new research--types of research protocols are

devel oped. So | think sonewhere there should be sone
ongoi ng conversation about this. Now it could be
characterized as the let's keep up-to-date gang and
that is all we are saying. | nmean, | think it could be
characterized that way but it is interesting it does
not happen by itself.

But anyway, Diane, then Arturo, then Alta.

DR SCOTT-JONES: The nore | hear people talk,
the nore | |ike the suggestion Steve nade about sonehow
folding it in with 5.2, which does nane other entities,
academ ¢ and professional societies that would al so be
involved in this, and then also the | ast cl ause,
"devel op a research agenda,"” is not that clear. Is it
devel op a research agenda about ethical issues? It
just kind of stands out as it is without any clear
neaning. So it seens that you need to nane the
academ c and professional societies in 4.9 or sonehow
fold it into 5.2, which focuses on education. But they
are very closely rel at ed.

DR SHAPIRO Let's see who we have got here.

Arturo, Alta, then Larry.
DR BRITO They are closely related but |
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think there is a value of having the recommendation 4.9
as is and including nentioning NOHRO because | think to
bring back the issue of NOHRO or an independent federa
of fice brings back--this has a very proactive tone to
it. Mich like the recommendation earlier that we

deci ded--1 think we nmade the decision to take out the
word "intervene" or change the vocabul ary because that
is nore reactionary and | think that there is a | ot of

value here to having it as is wth the NOHRO nenti oned.

DR SHAPIRO | think we can agree on two
things. | propose we keep them separate but | think we
do have to--1 agree with D ane on a nunber of points.

Nanely that "devel op a research agenda" is not clear
what it neans, that we have to bring in the

pr of essi onal societies and so on, and we have to nane
NOHRO. So this just needs sone redrafting here. It is
not satisfactory as it stands but let's see what other

| deas there are.

Alta, and then Larry.

PROFESSOR CHARO | think actually--1 am
sorry. | think it is possible, although it will not
answer Arturo's specific point but the independent
of fice--everybody else's points, | think, are answered
by using 5.2 as a nodel but not folding it in and it
could be redrafted to say the followi ng: The federal

governnment in partnership wth academ c and



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

152

pr of essi onal societies should convene interested
parties to facilitate discussion about energi ng human
research protection issues and to devel op a research
agenda about research ethics.

DR SHAPI RO. Very good. Do you prefer
federal governnent or do you prefer--do you want--you
do not expect a recommendation fromAlta to conme with
NOHRO in it.

PROFESSOR CHARO Wl l, that is why | say it
does not answer Arturo's specific comment but it does
answer, | think, the other ones that had been put on so
far.

DR SHAPIRO. So that sounds very responsive
to the coments | heard but just let nme ask the
guestion just so we do not go around. |s the federal
governnent who we want here or do we want to ask NOHRO
to do this, whichis, |I think, what you were
suggesting, Arturo, if | understood? o ahead.

DR BRITO Yes. | also--there are two
different points here. W have NOHRO we have federal
governnent or anot her body or just a general statenent,
and that is the first one. The second point is do we--
| do read 4.9 and 5.2. | know they overlap but | think
there is a distinction here.

DR SHAPIRO | agree.

DR BRITO And | think what gets lost if you



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

153

conbine the two is the--

PROFESSOR CHARO  This was a proposal to
rewite 4.9. The | anguage was going to be parallel to
the 5.2 | anguage but the 4.9 would stand separately.

DR BRITO Ckay.

DR SHAPIRO 5.2 remains.

DR BRITO So | would keep 4.9 with NOHRQ
not the federal governnent, and | would do 5.2 nore
t hat general recommendation for the education because |
think it was nore interested--

DR SHAPIRO W will come to 5.2 in a second.

W have agreed that 4.9 in one formor another wll
keep. | think--well, Jim and then D ane, and then we
are going to nake a deci sion.

DR CHI LDRESS: Against Arturo's
recomrendation, | would prefer federal governnent here
because it could well be that it could be convened by
any area wthin the governnment. | would propose we not
restrict it to NOHRO

DR SHAPI RO D ane?

DR SCOTT-JONES: Well, maybe Jim s suggestion
woul d take care of ny concern because unless NOHRO i s
going to fund or conduct research, devel oping a
resear ch agenda about research ethics does not seem
quite right as a task for NOHRO

DR SHAPIRO Al right. | think the bal ance
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of opinion here is that we should go as Alta phrased it
In her revised statenent orally here with federal
gover nnent .

Ckay. Thank you very rmnuch.

Now t here was a suggesti on--excuse ne, Larry.

| apol ogi ze.

DR MIKE Actually it is still on 4.9.

DR SHAPIRO Ckay. | apologize. You are on
nmy list and I just forgot to call you.

DR MIKE | think 4.9 is too weak. | would
make an anal ogy to how health services research was
slow in com ng when we started fundi ng services and
t hi nk what--the sense that | would like to see in here
Is really that a research agenda on hunman subjects
protection is what we are after, not so nuch as
convening a group to go devel op a research agenda. So
we need sonething here that is stronger and really
should sort of tieto 6.1. 6.1 is sort of a general
catch all thing that says we need the resources to do
it.

DR SHAPIRO Right.

DR MIKE So if |I had ny druthers | would
rat her say sonebody has to provide the resources to not
j ust devel op a research agenda but to make sure that it
goes forward. To just call for a nmeeting or sonething

like that is not going to really cut it so | would ask
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for something stronger on this.

DR SHAPI RO Ckay. Let ne nake a--1 am going
to conme back to that issue in a mnute because we are
going to have to reach--there is sone redrafting, not a
| ot but there is sone redrafting here for 4 just as
there was under 3. But there was an additi onal
recommendation, Eric, | think. Could you talk about
t hat ?

DR MESLIN: | think this was Alta's
suggestion that in the--in an earlier version of this
chapter we had a reconmendation 4.12 which read
sonmething |ike "the federal policy should require |oca
| RBs to obtain additional expert reviews for certain
studi es that involve novel or controversial ethica
I ssues. The U. S. Governnment should identify such
studies and facilitate the creation of necessary expert
review bodies." That was dropped in the version that
you have in front of you but the issue really relates
partly to the Recormendation 3.6 that we had with
respect to vul nerabl e persons, groups or situations.

So there are a nunber of things that you could do. One
Is it could stay absent. Secondly, it could be
reconstituted as what would now, | guess, be a nunber
for 10. O you could amend 3.6 by referring to this

I ssue in sonme way so you have a few options. | do not

want to say nore about this.
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Alta, you may want to flush it out sone nore?

PROFESSOR CHARO  Yes. Actually just one
m nor correction. 3.6 did not deal with vulnerability.

It dealt with the | evels of research revi ew being
commensurate with risk.

Wthout being at all tied to the old | anguage
of 4.12, which is kind of awkward as such, the question
in my mnd was whether we wanted to highlight or not
sonething that is nonetheless in the report. So this
Is not a huge big deal. It is in there. W have
called in our previous reports on occasion for special
revi ew bodies. There are other special review bodies
i ke the RAC for gene therapy that already exist. So
we have fallen into a pattern of expecting that this is
a useful nodel for sone circunstances where |ocal IRB
revi ew has--does not have the capability consistently
to handl e the research ethics questions.

My preference--but it was a preference was to
hi ghlight this and to say sonething about it in the
recomrendations and to find sone way to take advantage
of the old 4.12 but it is in the text regardl ess.

DR SHAPIRO How do comm ssioners feel? Do
you want a recomendati on devel oped that deals with
this issue? It is actually a very difficult issue. It
is difficult to define. It is difficult to

operationalize. It is a very difficult--it is not--it
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Is areal issue. It is not a fake--you know, not a--
but D ane, then Bette.

DR SCOTT-JONES: The issue is sonmewhat
related to the conposition of IRBs, isn't it? And
could it be folded in sonewhere with our statenents
about conposition of IRBs to say that--sonething about
speci al expertise for novel or controversial issues and
sonmehow refer to supplenenting | RBs, |RB nenbers.

DR SHAPIRO W certainly could do that.
Wll, that will be comng up shortly. | nmean that is
comng up in the next chapter. That is possible. How
do others feel about this? This is--I say | do not
qui te know how to cone down on this nyself. Bette?

M5. KRAMER Mne was really a question. Ws
this intended to address--1 think we tal ked about the
problens of IRBs at particularly smaller than | arger
academ c institutions that would not necessarily have
t he expertise to understand sone of the issues
I nvol ved? Was that--

DR SHAPI RO  No.

M5. KRAMER --it is not related to that

DR SHAPIRO This--ny take on this is rel ated
to novel, new and, you know, not fully understood
situations. And where certain types of expertise m ght
hel p, you know, to provide the appropriate protections

and so on. But D ane and then Alta?
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DR SCOTT-JONES: Recommendation 5.4 refers to
conpetency in core areas for IRB nenbers and it seens
that there mght be a place to fold in sonething about
conpetencies in areas that are not the core areas. It
seens to ne that 5.4 would be a good place to fold that
I n wthout adding--or to add the recommendati on there
with 5.4, to add another reconmendation in that series.

DR SHAPIRO Ata?

PROFESSOR CHARO Yes. One way that we coul d
handl e this that takes advantage of D ane's coment and
al so takes advantage of the observation that 3.6 is
related to this would be to consider the follow ng.

You have all got the piece of paper that was
distributed wwth Marjorie's redraft of the Chapter 3
reconmendat i on.

DR SHAPIRO That is a single page which has
been put at everybody's pl ace.

PROFESSOR CHARO Right. If you | ook at the
redraft of 3.6, okay, there could be sone slight
alteration of that redraft and it would--it could go as
foll ows now "Federal oversight should require
research review .." | guess that is a typo there
"...should require research review that is commensurate
with the nature and | evel of risk. Standards and
procedures for review should distinguish between risk

that poses no nore than mnimal risk and research that
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poses nore than mnimal risk. In addition, the federal
governnment should facilitate the creation of speci al
suppl enentary revi ew bodi es for research that involves
novel or controversial ethical considerations.”

In that sense it tal ks about facilitating the
creation of bodies without getting into whether they
are required, whether IRBs are precluded, right, so it
keeps that open enough for further devel opnent.

Then | ater when we get to 5.4 and we are
tal ki ng about core conpetencies we can consi der how we
m ght think about adding either in the reconmendation
or the draft text right after it sonething about the
core conpetencies for a general IRB versus the core
conpetencies for a special supplenentary review board
that is being created for one of these purposes, which
was somret hing that had been di scussed at the U ah
meeting. | think Bernie tal ked a | ot about having
different kinds of accreditation for different kinds of
boar ds.

DR SHAPIRO Well, it does seemlike a good
change for 3.6 | have to say. | amnot quite sure
about the second part of your recommendation but we
could cone to that when we get to 5.

Arturo?

DR BRITO In principle, | agree wth the

recommendati on to make this change. The only question
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| have is that--is there going to be any anbiguity in
this recommendati on by--with the addendum that research
I nvol ving novel or controversial ethical

consi derations? Wat | nmean by that is in the text we
do describe sonme of these exanples. W give sone
exanpl es but when you put out in the recommendation it
Is going to be a little bit confusing--you know, what
is a novel consideration or a novel research that has
sone different ethical inplications and things |ike
that. So it is just sonething that--

DR SHAPIRO That is always going to be a
problemfor interpretation, | agree. | do not know how
to avoid it. It is a significant issue.

Al right. Let ne nake a suggesti on now si nce
It is 12:30. W will draft a change in Recommendati on
3.6 so that you will have a clean sheet in front of you
when you return. In the neantinme if you could during
| unch ook at the 3.1 through 3.5 and see if you have
any further coments, that would be very helpful. W
will also try to draft in the next little while the
suggested changes in 4 and we will reconvene at 1:30.

(Whereupon, at 12:30 p.m, a |uncheon break

was taken.)

* * * *x %
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AFTERNOON SESSI ON
DR SHAPIRO Bernie, are you there?
DR LO Yes.
DR SHAPI RO Thank you for sticking with us.

DI SCUSSI ON OF DRAFT REPORT: CHAPTER 5

DR SHAPIRO Let's now go on to the
recomrendati ons that conme out of Chapter 5. W are
trying to, as we speak, incorporate not only the
coments you nade on 4 but sonme of the witten
suggestions you handed in just before the |unch hour,
and we will see just how far we get but | want to now
nove on to Chapter 5, and it is a series of
reconmendat i ons.

Eric, do you want to take us through those?

DR MESLIN. Yes. |In Chapter 5, 5.1, there
were no alternative suggestions for you but let ne just
remnd you what the reconmendati on was.

"Al'l institutions and sponsors engaged in
resear ch invol ving human partici pants shoul d provide
educational prograns and research ethics pertaining to
partici pant protection to appropriate institutional
officials, investigators, |IRB nenbers and I RB staff.
Col I eges and universities should include research
ethics in curricula relating to conducting research.

Pr of essi onal societies shoul d encourage, as
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appropriate, graduate and professional schools to
I ncl ude research ethics as part of the curriculum and
shoul d include research ethics in their prograns of
conti nui ng education."

There was not a suggestion for revision but
that is the one on offer at the nonent.

DR SHAPIRO Let ne ask a question, which I
am al ways asking and | always forget the answer, does
I nvestigator--the word "investigator" is used in this
context include research staff? It does. | am]just
asking. If it does, | amsatisfied. Gay. Thank you.

I will try to remenber that. | have probably only

asked this eight or nine tines.

Any ot her comments just on 5.17

DR MJRRAY: Just an alliterative nout hful
pertaining to participant protection. It is
probl emati c.

(Laughter.)

DR MJRRAY: But | nmean it is accurate. It
woul d just be nice if sonebody could streamine it a
little bit but | have no substantive objections.

DR SHAPIRO Al right. W wll try--we wll
find ways to streanline that if we can think of it.
Any ot her conments on 5.17?

5.2, Eric?

DR MESLIN. So this is a recomendati on where



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

164

NOHRO is figuring promnently in the two versions but
they are very close. NOHRO in partnership with
academ ¢ and professional societies should enhance the
teaching of research ethics related to protection of
the human research participants and stinulate the
devel opnent of innovative educational prograns,
rel evant professional societies should be consulted so
t hat educational prograns are designed to neet the
needs of all who conduct research. The difference is
that the federal governnment in partnership with
pr of essi onal societies should enhance, et cetera.

DR SHAPIRO Again this is one of those
I ssues where it is the federal governnment versus NOHRO
-not versus but it is the alternative in this

recomendati on. How do people feel about it in this

case?

Wi ch one do you like, Arturo?

DR BRITO It is nore appropriate here for
the federal governnent. | think it should be a nore

general conment.

DR SHAPI RO  Steve?

MR, HOLTZMAN. Just as a procedural question,
shoul d we just decide that NOHRO is not going to be in
any of these once and for all so that Eric does not
have to read themtwice? And if there is only--if

there is no substantive difference between the two
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versions, and there is just a little bit of a wording,
just take it back to staff to choose the best wording.

DR SHAPIRO That is fine with ne. Ckay.
Anyt hing el se on 5. 2?

DR MJRRAY: |t does not--

DR. SHAPI RO  Tonf

DR MJRRAY: It does not say--well, there is a
"the" that does not belong there. The second |ine says
"shoul d enhance research ethics education."

DR SHAPI RO Yes.

DR MJRRAY: It does not say education of
whom | nean, research ethics education in
under graduat e courses in bioethics research--do we

really nmean--do we nean it broadly? That is fine. O

do we nean to really direct this towards people

conducting research? And | do not know which we nean.
Ei t her woul d be acceptable to ne.

DR SHAPIRO | think in the--if you read the
text--ny recollection of the text, I do not have it
perfectly in ny mnd, is the broader group. It would
do different things in different ways of course but |
think it includes the broader group of the two that you
suggest ed.

Yes, Steve?

MR HOLTZMAN.  Well, Tom | think your

question is answered in 5.1 and here we are saying that
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the feds ought to put up sone noney and work with the

Institutions to devel op and to devi se those research
prograns that will be then taught under 5.1. DR
SHAPI RO Ckay. 5.3, any comments or questions? Eric?

DR MESLIN. Using Steve's rule there is
not hi ng substantive there except for the NOHRO i ssue.

DR SHAPI RO Any conments, questions,
concerns on 5.3? Ckay. 5.4? FEric?

DR MESLIN Dtto.

DR SHAPIRO Ditto. It is on file. Any--
let's see--quite aside fromthe ditto, is there any
ot her comments or questions, concerns on 5.4?

PUBLI C COMVENT

DR SHAPIRO | want to be-- we need to stop
our discussion for a second because | really shoul d
have started us off this afternoon to see if there were
any public comments. W do not have anyone signed up
for public comments but is there anyone in the audi ence
who has sonething they wanted to say to the conm ssion?

(No response.)

DR SHAPI RO Ckay. Thank you. | apol ogize
for the comm ssioners for forgetting that because we
did have a public coment session set up. kay. Let's
go on then.

DI SCUSSI ON OF DRAFT REPORT: CHAPTER 5 (cont)

DR SHAPI RO  5.57
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DR MESLIN: In 5.5 the only difference really
Is the grammar, the assurance of conpliance process
shoul d be nodified to reduce unnecessary burden on
institutions versus the process for assuring conpliance
with federal regulations should be nodified to reduce
unnecessary burdens on institutions.

DR SHAPIRO That is in Steve's category, |
t hi nk.

DR MESLIN  Yes.

DR SHAPIRO But let's see what comments

there are on 5.5. Thank you.

5.6? | amsorry. | did not see your hand up.
| apol ogi ze.
MR HOLTZMAN: | hate to take us backwards but
on 5.3, if | look at the | ast sentence, here we are

tal ki ng about certification of individuals, and the
| ast sentence says it sets standards for determning
whet her institutions and sponsors have an effective
process for certification.

Is it--1 do not think it is necessarily the
I nstitutions or sponsors who will be engaged in
certification. |If you ook at the sentence i medi ately
before it, we encourage organi zations, et cetera, to
devel op certification prograns and nechani sns. I
am just--does that sentence add anything and does it

add it right is ny question?
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DR SHAPIRO Wat | had interpreted that
sentence to nean--1 amnot answering the |ast question,
have we expressed it correctly--was that there should
be sone standards for these certification prograns. It
I's not just enough that they have them They shoul d
sort of fulfill sone standards and soneone has to, sort
of, assure that. That was ny--the way | interpreted
it. Now |l amnot answering the second part of your
question. | wll have to think about that as to
whet her it is achieving--

MR HOLTZMAN: Staff, when you | ook at that,
just think of whether we have captured it.

DR SHAPIRO Yes. Gkay. |Is there anything
you want to say on 5.6? Any comments on 5.67? 5.7,
Eric?

DR MESLIN:.  Just the NOHRO i ssue.

DR SHAPI RO Any comments? Yes, Larry?

DR MIKE | have not really | ooked at the
text on this lately but is it necessary to say the
second part of that? |Is that a separate and di stinct
I ssue aside fromconflict of interest to insure that
that does not harmor |lead to an unnecessary risk?
Those are two different thoughts all together. One is
an i ssue per se. The other one is an inpact of that
| Ssue.

DR SHAPIRO Right. Ata, | amsorry. | did
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not see you.

PROFESSOR CHARO W thout asserting that this
| anguage acconplishes it, here is sonething that cane
out at a neeting I went to on conflicts of interest
that | would Iike to see us be able to put out here
sonehow, that there are conflicts of interest that we
need to worry about and that there are conflicts of
interest that we do not really need to worry about
because they do not have any consequences that pertain
to the rights and wel fare of the human partici pants.

So one mght want to define certain situations as a
conflict of interest and then next state whether it is
sufficient to sinply reveal it or whether one needs to
be recused, you know, to be excused from deliberation
or whether sonme other neans is necessary to handl e the
conflicts. They are slightly different thoughts and
this was an attenpt, | think, on both the original and
on the revision to capture both of those thoughts.

DR SHAPIRO Let nme go to Eric first. | have
a question about that one. Eric?

DR CASSELL: Just a sinple thing. Is it
sel f-evident in whomthese conflicts of interests m ght
occur that we are concerned about? If it is IRB
nmenbers, we ought to say IRB nenbers. If it is
I nvestigators, we ought to say that. But just bl anket

conflicts of interest it seens to ne.
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DR SHAPI RO  Steve?

MR HOLTZVMAN: But, Eric, | think if you | ook
at the text associated with it, actually it is a nice
recitation of the fact that it is not just--there are
I RBs that could have conflicts, nenbers could have
conflicts, institutions could have conflicts.

DR SHAPIRO Well, that is--we ought to
specify that.

MR HOLTZMAN: But | think we do--

DR SHAPIRO Inside the recommendati ons.

DR CASSELL: Yes. It is not--there is
not hing wong with just saying, no, there should be no
conflicts of interest and if there are they should not
have an inpact on whatever, but we should rmake it clear
that conflicts of interest in institutions and
conflicts of interest inthe IRBitself and all those
are of issue.

DR SHAPIRO One could, if we desire, easily
build this into this recommendation right after the
words "conflict of interest" to deal with | RBs,
institutions, et cetera, we have that listed in the
text and that could be easily--1 think that could be
easi |y handl ed.

But there is this issue that Larry raised,
which | would like to see how the comm ssion feels

about, that is whether we want to deal with their
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I mpact if | understood what you said, Larry, in a
separate reconmendation or if we even need to deal with
it.

DR MIKE Yes. | nean, it basically has two
t houghts here. | just wanted clarification about the
common i ssue.

DR SHAPIRO Yes. Arturo?

DR BRITO Yes, | think thisis related to
what Larry's point is going at and it is related to
sonet hing Jimhas nentioned several tinmes, particularly
with the prol ogue but also here, is | want to throw out
this general question. |Is the concern with the
conflict of interest always related to risk? Isn't it
nore related to individual rights and then woul d
sonmehow witing this in a way that it does not
interfere with individual participant rights kind of
make it nore general and then, therefore, we do not
have to get into the area that Larry is really nore
concer ned about ?

DR SHAPI RO Steve, then Alta?

MR HOLTZMAN:  So | think we can broaden it
fromrisks to the issues that Jim-the standard
formul ati on, but there are two distinct things |
bel i eve we have asked the federal government or NOHRO
to do. (A Help people to identify when there is a

conflict. That is the guidance on what are conflicts
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to Eric's point. But the second thing is to provide
gui dance on how to deal with those conflicts, and to
Alta's point what we are effectively going to say is
there are certain species of the genus conflict which
will be dealt with sinply through disclosure. There
are other ones where we believe they are of such a
nature that disclosure will not be enough. Recusal or
just--you cannot do it. And that we are asking,
therefore--Larry, | think we are--we did say in the
text that we did want gui dance on both of those. And I
al nrost think that you want to split it up into two
sentences, define and furthernore.

DR SHAPI RO | think--excuse ne, Rhetaugh

DR DUVAS: | would like to suggest altering
that sentence to read "federal guidance shoul d be
i ssued for defining and handling conflicts of
interest," and then list the IRBs, institutions,

I ndi vi dual s, what ever.

DR SHAPIRO kay. | understand what the
comm ssion would like in this respect is, first of all,
to identify where these conflicts are, that is
Institutions, investigators and so on, where they could
be, and also that it be clear that we want both to
identify them help identify them and nmanage them or
deal with themin sone way. So we wll try to--we wll

rewite 5.7 along those lines. W wll try out
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sonething. | do not want to edit the whole thing right
now but we will have to develop sonething newin 5.7 to
provi de sonme nore detail.

Ton?

DR MJRRAY: As you are aware, there are many
bodi es concerned with conflicts of interest in research
right now Just yesterday | was here for the
Associ ati on of Anerican Medical Colleges Conflict of
I nterest Task Force and that organization is trying to
come up With its own definitions and its own strategies
for managenent, prohibitions, et cetera. So | have
m xed feelings here. | do not want to, you know,
duplicate the wheel. This is an area where
consci ousness has been raised, lots of ideas are going
to be floating around in the near future. It is a
noving target and I amnot sure where to go with this.

| guess we do want to ask themto do sonething
but we probably ought to keep it as, you know,
nonspeci fi c as possi bl e.

DR SHAPIRO The staff--1 think that is
correct and the staff has, in fact--1 thought | had it
in front of nme. It nust be in ny briefcase. --
devel oped an interesting analysis of all those
initiatives that are underway right now, sone of which
have actual recommendati ons and sone of which are just

In process. But you are exactly right. There is a
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trenmendous anount of interest and novenent in this area
right now and I--but | agree with you conpletely that
we ought to just be general and not specific here.

Ckay. Anything else on 5.7?

5.8, Eric?

DR MESLIN Al though there was not an
alternative suggested, | only wanted to flag that the
text reads, "Sponsors and institutions that sponsor or
conduct human participant research..." and | think sone
of you have expressed the desire to change that to be
"research invol ving human participants,” but it is--
other than that there were no other suggestions nade.

DR SHAPIRO So that will be changed in that
way .

DR MESLIN. If you would |ike to do it.

DR SHAPIRO Unless there is an objection to
that. GCkay. Anything else on 5.8? Any issues dealing
with 5.8?

PROFESSOR BACKLAR:  (Not at m crophone.)

DR SHAPIRO It may indeed. Trish made the
point that 5.8 is really part of 5.7 and rel ates very
much to the discussion we just had in 5.7 and as we
redo it, it is not--we mght even conbi ne these two.
Conbining 5.7 and 5.8 mght work. | do not know. W
wll have to try it out.

DR. MJRRAY: The difference is in previous
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reports we have sonehow sorted recommendati ons out
according to whomthey are addressed.

DR SHAPIRO R ght.

DR MJRRAY: And these are addressed to
different parties.

DR SHAPIRO. Correct.

DR MJRRAY: One is addressed to the federal
governnent and this is addressed now to sponsors and
Institutions so it nmay be useful to keep them separate.

The first sentence--1 amall in favor of it
but it is rather limtless. It is identify and manage
all types of conflicts of interest. W mght want to
add "relevant to research” or sonething to that effect
because there are lots of conflicts of interest that
are none of our business.

DR SHAPIRO Oher conmments or questions on
5.8? Rachel ?

M5. LEVINSON: The second sentence refers to
I nvestigators' conflicts of interest and you probably
want to be able to include conflicts of interest of
I nstitutions, sponsors, others who are involved in
patient care and all aspects, not just investigators.

DR SHAPI RO Let ne think about that a
mnute. | think, in general, that is right. Yes.

Yes. That is--no, the issue is on the second sentence

in 5.8 where it says "in particular, such policies,"”
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that is in addition to whatever is said under the first
sentence. It says, "In particular, we should require
di scl osure of investigators' conflicts to both
institutions, IRBs and participants.” And the question
Is do you want that in particular--as | understand your
question, Rachel--in particular to be broader than
that. |Is that correct?

M5. LEVINSON: Yes. It is just that you--as
long as you read it with the “in particular”, otherw se
It looks as if you are only focusing--that the only
concern relates to the conflicts of investigators and
not others where there also nmght be an issue with
respect to the desire of the subject to know- -
partici pant to know about the conflicts.

DR SHAPIRO Ata?

PROFESSOR CHARO | would like just to ask a
question about the goal of the recomendation prior to
getting the | anguage down. |s the goal of the
recomrendati on very nmuch to pull out and highli ght
di scl osure generally or to highlight disclosure of
I nvestigators specifically or is it neither of those,

I n which case that sentence “in particular” mght be
dropped and the | ast sentence sonewhat altered to say
that policies should describe--should describe at | east
the specific types of prohibited--any specific types of

prohi bited rel ati onshi ps and any nandat ed di scl osures?
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DR SHAPI RO What does nmandat ed di scl osures
mean?

PROFESSOR CHARO.  Well, it is the stuff that
was in the “in particular”.

(Laughter.)

DR SHAPIRO At least it was defined here,

whet her right or wong.

PROFESSOR CHARO  Well, | nean, | guess | was
assum ng that there was sonething in--1 do not renenber
when the “in particular” |language cane in. | do not
remenber how far back it goes. | certainly do not

remenber the discussion around it, which is why | was
aski ng what the goal of the recommendation was at this
poi nt .

DR SHAPIRO | think--1 nean, | have not
gotten | anguage at ny disposal--at ny finger tips here
for that. | think ny owmn feeling is that, you know,
significant conflicts in all these areas ought to be
di scl osed to participants. Oherw se, they do not
real |y know what they are--what kind of context they
are operating under, and how far their trust ought to
go. And so | respond actually positively to Rachel's
suggestion. | have not gotten |anguage to put it in
but the reason for this is to protect participants.

G ve them sone i nformati on on which they can nmake a

useful decision--that is ny sense of it.
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PROFESSOR CHARO. Well, in that case would it
make sense then to start to take out that sentence and
substitute sonmething that says “in particul ar
partici pants shoul d receive disclosure of all relevant
conflicts of interest”, and that does not Iimt it to
I nvestigators. It is any relevant conflict. And then
the | ast sentence tal ks about prescription of certain
rel ati onshi ps.

DR SHAPI RO  Sonething |ike that would go
along with ny owmn thinking onit. | would be happy to-
-1 have not thought through all those words but | nean
It sounds correct to ne.

Yes, Arturo?

DR BRITO Can we go back? WMaybe sonebody
could refresh ny nenory here as to why we were nost
concerned--and | think I know why--we were nost
concerned about investigators when here we nean
research staff, right, all research staff, because
t hi nk soneti mes when you read and reread and reread
these you forget that it involves anybody involved in
research as opposed to, for instance, sonebody on the
| RB who may have a conflict of interest. And if |
remenber correctly, we went through this quite a bit,
and | think our biggest concern was that when it is the
I nvestigator one on one with the individual, or

sonmebody on the research staff, that is our | argest
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concern that the participant have a right to know t hat
that investigator nmay have stock in whatever conpany
may be involved in this research, or what have you. So
| amafraid--while | agree with Rachel's suggestion, |
amafraid that if we start wordsmthing here and reword
iIt, we are going to lose that prinmary concern

DR SHAPIRO It seens to ne it is not clear
whet her--1 understand the point you are maki ng that
the--very often it is the relationship between the
I nvestigator and the participant where the contact
takes place and, therefore, you want to be especially
sensitive to that, which | take to be the point that
you are raising, which | understand. But it is hard to
know where the biggest conflict is and whether the
conflict really is at the institutional level. W do
not know who hol ds the stock, just to take an exanpl e.
You know, whether it is the individual or the
Institution or both or other issues. So, you know, |
do not feel very strongly about it, but I think we are
somewhat better off to nake it nore general in this
case. It is ny feeling. The text takes care of al
this as you point out and it deals with all these in
the text.

Q her comments or questions on it?

DR MIKE | agree with Arturo.

DR SHAPI RO  Ckay.
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DR MIKE | think we should nake it a point
to particularly focus on the investigators.

DR SHAPIRO In the way that it is here, that
is not nmention the others beyond this--

DR MIKE Well, in particular--

DR SHAPIRO --you like the in particular.

DR MIKE --if you nention everybody el se
then you are not “in particular”.

DR SHAPIRO That is right. Al right.
Ckay.

DR BRITO W have to nake sure the text
mat ches. | cannot renenber the exact wording in the
text but | thought in the text--am| not correct that
there was an enphasis on the investigators.

DR SHAPIRO | think the enphasis is on the
i nvestigator both in the text and in nost general
accounts of this, and the reason is the easy exanples
all refer to investigators. The harder exanples are on
the IRB and institutional, which therefore do not get
well articulated in nbst cases, and ny own view is that
while these are all inportant, that it is the
institutional and the IRB conflicts that get the |east
attention and are often quite inportant. So, you know,
it is not a make or break deal as Larry said. It says
“in particular”. It does not nmean avoid the others.

It just says “in particular”.
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But how do people feel about that? Do you

want to, just as a shorthand keep, it as the “in
particular” in there or not? People are indifferent?

DR MJRRAY: No, | would go with Alta's
previ ous suggestion to refrane it in a nore general
manner. | think institutional conflicts of interest
j ust have not been on the radar screen, but as they get
on the radar screen people are going to want to know
nore about them about as nmuch as they are going to
want to know about the investigators' conflicts of
interest, so | would--1 would be reluctant to just
focus on the investigators.

DR SHAPI RO How do others feel?

DR MIKE WlIll, as | said, it is not
focusing only on investigators. It is saying “in
particular attention should be paid”. | guess it is

just the way you rephrase it.

DR SHAPI RO, Yes. Bette?

M5. KRAMER | agree with Tom

DR SHAPIRO Wth who? Tom | did not hear
the Tompart. It sounded |ike John sone how. Carol ?

DR GREIDER | also agree with Tom

DR SHAPI RO Ckay. Everyone el se does not
care who has not spoken. Arturo?
DR BRITO | amnot disagreeing with what Tom

Is saying. | would like to go back and reread the text
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before this recommendati on and see what the--and | do
not think it would take a | ot of changes in the text,
but sonewhere in there enphasize that we are not just
concerned about investigators who are going to go this
way. That is ny concern, just matching there.

DR SHAPIRO kay. W will certainly match
it either way. Steve, and then Tri sh.

MR HOLTZMAN: Well, there is a substantive
I ssue here about, so to speak, |egacy of the
commssion. Al right. And we can have a choi ce here
bet ween saying that what we really want to convey is
that the previous focus on the investigators' conflicts
and on financial conflicts, while not wong, is too
narrow and our |egacy is one of broadening the focus of
potential sources of conflict.

The ot her |egacy we could say is we do want to
broaden the focus but neverthel ess the primacy of the
rel ati onship, particularly in the bionedi cal context of
the investigator to the subject, okay, and not wanting
to conprom se that relationship of trust is sonething
that retains the primacy. So | do not think it is an--
| amsitting here struggling with which is the | egacy
we want to | eave.

DR SHAPIRG  Trish?

PROFESSOR BACKLAR:  What | am concer ned about

Is that soneone will just |ook at our recommendati ons
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and that if we | eave out sone of these rather key
positions that we are taking that they nmay be m ssed
and never found in the text.

DR SHAPIRO Alta?

PROFESSOR CHARO  First, | conpletely agree
with Steve's first statenent about the thing that is
new, relatively speaking here, is the notion that the
conflicts of interest of concern are broader than those
that focus on the investigator alone. So | am
confortable wth the enphasis on the broader
formul ati on.

And, second, as has happened repeatedly,

I ncluding to ny beloved effort to get sonething in

t here about social science research earlier onin 3.3
or whatever it was, this nmay be an exanple yet again of
sonmething that is difficult to capture in a sentence
short enough to go into a reconmmendati on but needs to
be put in the unbol ded text imediately following it in
t he published version of the recs that often have a
little bit of text right after each one to explain it
In some nore detail

DR SHAPIRO QO her comrents or questions
here? This is again 5. 8.

What about if we try to rewite 5.8? Instead
of saying “identify and manage all types of conflicts

of interest”, which includes the universe of conflicts,
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what ever they are, if we try to identify in that
sentence the conflicts that deal with institutions,
sponsors, et cetera, so in the first sentence it really
captures everyone, and we could | eave in the second
sentence as just--you know, so we try to do both in
here. How would that seemto peopl e?

Larry?

DR MIKE Let nme throw out another
suggestion is that we start off by saying that our
recommendat i on expands beyond the current focus on
I nvestigators to include all parties that may be in
conflict of interest. That may be one other way of
| ooking at it.

DR SHAPIRO | think we could do that. |
woul d prefer we do that in the text inmedi ately before
the recoomendation it would seemto ne. Al right. W
will try torewite it that way and you will get
anot her ook at it.

Let's go on to Recommendation 5.9. Eric?

DR MESLIN. This is the reconmendation that
you all began discussing a little bit the very first
thing this norning. So the recommendation as it stands
I's "Federal regulations should set m ni nrum percent age
requi rements for | RB nenbership conposition and a
guorum determ nation for nenbers: (1) who are not

otherwi se affiliated with the institution; (2) whose
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primary concerns are in nonscientific areas; and (3)
who represent the perspective of the participant. For
each category | RB nenbership should be at |east 25
percent."” And you had a discussi on about overl appi ng
and nonover | appi ng.

Alta had circul ated a proposal but she has now
j ust handed an even nore articul ate version which |
will read to you for the first tine.

"I RB nmenbershi p shoul d i nclude nenbers who
represent the perspective of participants and nenbers
who are unaffiliated with the institution and nenbers
whose primary concerns are in nonscientific areas. A
singl e nmenber may represent one, two or all three of
t hese characteristics. For the purposes of both
overal | menbershi p and quorum determ nations, these
persons shoul d coll ectively represent one-quarter of
the IRB."

PROFESSOR CHARO Because it is a little hard
to see it when you are only listening, | just wanted to
note that the rewite takes the categories and puts an
"and" before each of themso it is very clear that you
have to have people fromeach of these categories. It
I's not enough to have any one category satisfy it. So
you have to have people fromeach of these, although
one person may satisfy two categories sinultaneously so

long as all of these characteristics are present on an
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| RB and that together the conpl enent of people
representing these different characteristics has to be
at | east 25 percent for both nenbership and to pick up
on a point Tom had nmade, a quorum

DR SHAPIRO kay. Larry, then Tom

DR MIKE Can you read the | ast sentence of
t hat because it seened to nmake a substantive change in
the first part? Can you read the |ast sentence?

PROFESSOR CHARO. | nean there was an intent
to make a change because the first one had an
arithnmetic caboodl e.

DR MIKE: Wll, in the sense that we tal k
about a quarter for about three categories and soneone
can satisfy one or nore of that but then at the end for
guorum pur poses they could all collectively equal 25
percent and that is the quorum and that to nme is quite
a different outlook than to tal k about the first part
where you have three. Do you understand what | am
sayi ng? Read the | ast sentence.

PROFESSOR CHARO  Ckay. "A single nenber may
represent one, two or all three of these
characteristics. For the purposes of both overall
menber shi p and quorum det er mi nati ons, these persons
shoul d col l ectively represent one-quarter of the IRB."

DR SHAPIRO At least it has got to be for

t he- -
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PROFESSOR CHARO  Col | ectively represent at
| east one quarter of the |IRB.

DR SHAPIRO Let ne try to just get nyself
updated on the discussion you had this norning. |
m ssed that discussion, which | take it was focused on
what the 25 percent neant, what it referred to.

Whet her there were three 25 percents or one 25 percent
and so on. Wuld soneone describe to ne where that
di scussi on went this norning?

No where. Al right. W wll start all over
agai n.

DR MJRRAY: | will give it atry.

DR SHAPIRO Al right.

DR MJRRAY: | nean, | propose that 150
percent of | RB nenbers be from-

(Laughter.)

DR MJRRAY: Drop that. There was--we had
originally--Alta's substitute versus, the one that was-
-that cane fromthe conm ssion.

DR SHAPIRO R ght.

DR MJRRAY: One concern was that if there was
an anbiguity in the commssion's original 5.9, sone
| RBs might feel thenselves conpelled to have 75 percent
of their menbers.

DR SHAPIRO Right.

DR MJRRAY: 25 percent independently from
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each of those three categories specified. That is
clearly--that is not the intent of it and one question
Is should we sinply try to clarify that that is not our
intent and that a single individual can account for as
many as all three of those categories.

Alta substitute received sone objections
because of the "or" and so ny objection would be, for
exanpl e, inmagine that you have got a 12 person |IRB and
you have three nenbers who happen to be scientists at a
nei ghboring institution. R ght. So you would have net
the criteria in the substitute and | do not think--that
is not--that is not--1 do not think Alta was ai m ng at
that, but that is not what we wanted, so we wanted to
try to get--in fact, if 25 percent of each--if it has
got a 25 percent have got to be fromeach of these
t hree specified groups, although again you coul d have--
you coul d have three individuals on a 12 person | RB,
all of themhitting off--you know, they are all three
baggers--that is fine. That is fine. So 25 percent.
Al t hough many institutions may find it hard to do that
and they may end up with nore than 25 percent of the
total nmenbership being in one or the other of these
categori es.

So imagi ne a situation where you have got a 12
person IRB, a quorumis eight, if two of those people

show up, you have nade your quorum
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DR SHAPIRO Was that--okay. | find nyself
I n agreenent with what you have described. | just do
not know if everyone else is in agreenment with that.

St eve?

MR HOLTZMAN. | amand | just think that we
just have to find the right |anguage that makes very
clear a fewthings. R ght. W are saying that there
are three categories we want represented, that a person
can represent nore than one category, that 25 percent
or nore should be of people who represent those
categories in terns of the overall conposition, and
that for a quorumto occur, 25 percent present nust
represent, one or nore of those, not all have to be
t here.

DR SHAPIRO R ght. Those are the el enents.

| just want to understand if--1 amnot referring to
| anguage now. |If there is general agreenent that that
Is our target here. Larry?

DR MIKE Wll, | tell you what | have a
problemwith. W started off with 50 percent and now
we are down to 25 percent. And when you begin to read
this it sounds as though Iike, oh, you know, it is 25
percent but collectively there are going to be nore
peopl e or at |east equal anpbunts of people that are not
affiliated with the institution, et cetera, et cetera.

But inreality we are still talking 25 percent of the
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whol e total and it does not sonehow jive with nme when
we tal k about two categories, each of 25 percent, and
then you end up with sonmething like it is just an
absol ute 25 percent.

DR SHAPIRO W did discuss, as Tom

especially wll renenber, | think, whether it should be
25 or 50. W had a discussion of that. It was not at
our last neeting. It was the neeting before. And we

ended up with at least 25 percent, which is--that is
where we ended up. And so we can al ways reconsi der
that and say, look, given this, it is not enough and we
can certainly do that. | mean, | do not know how to
get around the fact that it takes so many words to
define this and you end up with only 25 percent of--
that is true. | nmean, | accept that and it is--

DR MIKE The sinple way is to say of these
three categories a person can satisfy two and not
t hr ee.

DR SHAPIRO There is all kinds of ways to do
that, right. So | amjust trying--Ata, sorry.

PROFESSOR CHARO. | do not know -1 do not know
how recently nost of us have served on IRBs but | do
want to have a plea for sone degree of restraint here.

In many of our recomendati ons we have decided not to

get down to the kind of mcroscopic | evel of potential

regul ation precisely to avoid this. Now before I would
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want to go into this any further, and to be honest, it
was why | had originally dropped quorum out of ny
suggested revision, | would want to have testinony on
what are the range of sizes of |IRBs, what does this
nunerically nmean. How many | RBs, especially in Iight
of the recommendati ons about the expanded di scipline
set that needs to be represented, are now going to be
at a mninmum of a size of 18 nenbers or nore to which
we are now addi ng additi onal nonspeciali st,
unaffiliated or participant prospective people? How
likely is it that people will actually show up for what
is usually an unfunded activity on top of their usual
work lives? To what extent will we in the end wind up
not approving protocols this week but have to wait to
next week or next nonth to do it because a quorumdid
not make it? And to what extent is there going to be a
net | oss of val ue because of the kind of hoops and
hurdl es we are creating?

And I would nuch rather leave this to the

peopl e who have to wite the Federal Register notice

and avoid having to do it ourselves. | think that this
Is a level of detail and know edge of the inner
wor ki ngs of I RBs that we coul d happily avoid, because
the main point here was that we sinply did not think a
single voice, which is the current pattern, a single

nonspeci al i st voi ce can adequately represent both study
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partici pant, you know, perspectives and represent sone
check on conflict of interest.

The main thrust, the inportant thrust, is
sinmply that we think there ought to be a bigger
presence, and anything that gets too detailed, | think,
Is only going to hit a wall of resistance because it
may not have been well thought out.

DR SHAPIRO Eric?

DR CASSELL: In few words, | could not agree
nore. | just see this with ny hat as an IRB chair
trying to figure out how |l would get a neeting going,
much | ess get these people, and then we figure out how
we do this stuff in the back room sonehow so we can get
around the regul ation.

(Laughter.)

DR, SHAPI RO  Tonf

DR MJRRAY: | disagree with ny coll eagues on
this. W are not a rule nmaking body. W nake
recommendations. | think we should--1 do not think
this is an unrealistically anbitious target. And,

Eric, if you had nore resources you could, you know,
get your--imagine a real admnistrator for your |IRB and
t he kind of support that |RBs deserve.

DR CASSELL: 1In a big institution but not in

a smaller institution with a small | RB.

DR MJRRAY: | served on IRBs and the | ast one
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a couple of years ago, | have not served since | noved
to Hastings but | would favor what--the conditions, |
t hi nk, Steve described probably nost concisely. |
t hi nk we should recommend that. | think we should vote
for it. W have already had testinony apparently from
groups that said that 50 percent was too high but 25
percent was okay. So we have had sone of the rel evant
testinony. |If you want to bury sonething, you can
throw up a lot of objections to it. There are
reasonabl e objections to this but | think we should
vote for it.

DR SHAPIRO | agree with Tomon this one.
W all--in fact, we are recommendi ng things. You can
be sure there will be many ot her powerful voices that
wWill junp into the ring before anything really happens
here and they will have their say and sonething wl|l
conme out of it but |I think if we back off of that just
because we do not want to, sort of, anticipate all
that, I do not--it does not sound right to ne.

| think many of our reconmmendations wll not
work if IRBs are not better supported in the future
than they are right now | nean, just about nost of
our recommendations will not work. And so we have to
assune that that is going to happen over tinme. Now
that is not easy and there will be all kinds of static

before we get there or before--but that does not nean
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we shoul d not have our say here. And | do not have the
ri ght |anguage but I, nyself, amvery confortable with
the idea that these are the three categories, together
they have to make up no |l ess than 25 percent, with
doubl e counting and so on. It is not easy to put the

| anguage together and | do not propose to do it right
thi s second.

But it seens to nme like the right place to be
and others will chinme in before these rules are witten
down and enacted into sone kind of regul ations.

DR LO Could I put ny hand up?

DR SHAPI RO  Bernie?

DR LO Yes. Just to chine in on this. |
want to go back to Alta's point that we should try to
make our main points, which I think you just did,
Harol d, without getting down to the |level of detail
that we really would have a hard tine working through,
because we have not thought of all, the sort of, range
of cases, unusual situations. So | think that it is
fine to, sort of, have the 25 percent conbi nati on and
be very clear on that but not to get down to |evels of,
sort of, you know, additional specialists and quoruns.

If we are going to do that, do it in the text and
| eave it open for other people to work out in nore
detail. | just would like us to present sort of the

vague idea of the nmain heading in the blueprint and | et
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others sort of discuss howto fill it in.

DR. SHAPIRO Bernie, do | understand your
comment to nean that you are in favor of the
recomrendati on on menbership but things |ike quoruns
should be left for others to think through?

DR LO Right, because I think if you have 25
percent real nenbership then | think it can be worked
out, sort of, who has to be there for which neeting.

W just should not try and do everything in this set of
recommendat i ons.

DR SHAPIRO Larry, then Ton?

DR MIKE M last conmment was that | did not
particularly like the last part of what Alta was saying
because | think the point is to aimfor diversity in
the IRB and then if we say explicitly or--and you know
actual ly soneone can--we can say they have to cone from
t hese categories, you can fit nore than one, but then
to go on beyond that to say that sort of pushing toward
peopl e sayi ng, oh, but, you know, a quarter of them-we
just need a quarter of them and soneone can satisfy
all, that is to ne pushing the edge a little bit too
far.

You understand what | am saying, which is that
when we state expressly in the reconmendation that the
m ni num can be 25 percent even though we have these

three categories, it is sort of like telling people go
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ahead and do it that way and we really do not nean the
diversity that the three categories is supposed to be
addr essi ng.

Because in sone--1 could make an argunent t hat
says we shoul d be tal ki ng about the three categories of
25 percent so that they should collectively equal 75
percent rather than 25 percent, and if we get--we get
so explicit in the reconmmendation it is just sort of
telling people that, you know, we really nean all these
peopl e are just going to be 25 percent of the IRB. And
that | cannot agree wth.

DR SHAPIRO Alta, and then--Tom excuse ne.

Tom you were next, and then Alta.

DR MJRRAY: This is specifically to Bernie.
Bernie, this recomendation is actually not nore
detail ed than sone others that we have al ready
approved, which have, you know, four or five
subcl auses. So | think conplexity--we have got to
apply it consistently to recommendati ons and this one
s not nore conpl ex.

| want to argue for the quoruma bit because,
| nmean, | can hear it now, inagine the--it is the
headl i ne in your |ocal paper. Ch, |IRB, you know,
horri bl e study done. Yes, they had lay unaffiliated
menbers but guess what? None of themwere at the

nmeeti ng and they never do show up at neetings and it is
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wi ndow dressing. If we do not--I think | would stand
pretty firmy on sone quorumfigure. | think voices--
you know, the people who go to I RBs, the nonscientists,
noni nstitutional nenbers who show up at these neetings,
we have heard el oquently express that you cannot be
al one. You need to have conpany and so that is why |
woul d i ke to have that remain. The quorum pi ece
remai n.

DR SHAPIRO Al right. Let's just see if we
can decide where we are going. Let's not worry about
| anguage at the nonment but the proposal that is in
front of us is for--1 amnot going to repeat all the
details but it is for a 25 percent requirenent in
menber shi p for quorum purposes to be drawn fromthe
groups that are identified here with overlap required
or not required--allowed, overlap allowed. So w thout
any further editorial comments, how many peopl e woul d
like to stick with that recommendation in sone fornf

(A show of hands.)

DR SHAPIRO kay. | believe it. Al right.

That is going to go ahead. W will work out the

| anguage.

Ckay. Let's go on. Excuse ne, Bette.

M5. KRAMER | know it is late in the day but
| amjust curious. Wat is--oh, shoot, where is it?

What is "represents the perspective of potential
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parti ci pant s?"

DR SHAPI RO  You nean who represents?

M5. KRAMER  Yes.

DR SHAPIRO | presune people fromthe--m ght
be people fromthe community, for exanple, mght be
fromwhomthe participants m ght be drawn. Conmunity
menbers, for exanple.

DR MJRRAY: It could al so be sonebody who
wor ks at the university.

DR SHAPIRO Right.

DR MJRRAY: Wio happens to have a serious
di sease or a famly nenber with a serious di sease who
under stands fromthe subject's point of view

M5. KRAMVER  Ckay.

DR SHAPIRO kay. Let's go on to 5.10.
Eric?

DR MESLIN. There was no suggested revision
to this that federal guidance should be issued rel ated
to the selection of nenbers on I RBs, and the percent of
| RB nenbers with expertise and experience should be
comensurate with the types of research reviewed by the
| RB. There were no--

DR SHAPIRO. Any comments on 5. 107

Yes, D ane?

DR SCOTT-JONES: This is just very mnor but

| think expertise and experience needs sone nodifier
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because it does not say very nuch w thout sonething
else. Wth the relevant expertise and experience. It
Is just with expertise and experi ence and everyone

woul d have sone expertise and sone experience.

DR SHAPIRO | agree with that. That is a
good point. | think that is right. W wll change the
| anguage t here.

Any ot her comments on 5.107

5.11, FEric?

DR MESLIN. There is just a small granmar
suggestion. "Federal guidance should be issued
descri bi ng how ongoi ng research needs to be nonitored

by sponsors and by institutions carrying out research.”

| think this is a Holtzman “let staff do the grammar
wor k” rather than you spending tinme but you shoul d
agree whether you like what it is saying anyway.

DR SHAPIRO This is 5.11. Any comments?

HOLTZMAN: The staff other than you?
MESLI N Yes.
SHAPI RO Ckay. 5.12, Eric?

3333

MESLIN.: Here is principally a NOHRO i ssue
so it is, "The oversight system should have clear
requi rements for continuing | RB research--"

DR SHAPI RO Revi ew.

DR MESLIN. "--continuing |IRB review of

ongoi ng research and continui ng review shoul d not be
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required for research studies involving no nore than
mnimal risk." The rest is principally the sane as
what was circul ated except for NOHRO

DR SHAPIRG This is 5.12.

DR MESLIN Right.

DR SHAPIRO Any comments on 5.127

kay. Oh, | amsorry, excuse ne, D ane. |
apol ogi ze.

DR SCOTT-JONES: | have a little bit of a
concern about the phrase "for research studies
I nvol ving no nore than mninmal risk"” because studies
change over tine and there should be sonme way--1 am not
sure what | anguage could be put in there, but there
needs to be sonme way to know whether fromyear to year
the study has remained the sane. A study that starts
out with no nore than minimal risk may not remain that
way for the life of a study.

MR HOLTZMAN: Read the | ast sentence, D ane.
SCOTT-JONES: | amsorry.
SHAPI RO Does that satisfy your concern?

33D

SCOTT-JONES:  Yes.

DR SHAPIRO kay. Thank you.

O her comments or questions?

5.13, Eric?

DR MESLIN 27 down, six to go, just in case

you are--five to go. Excuse nme. Just in case you are-
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-for those of you keeping score in the audience. The
staff will do the arithmetic too.

(Laughter.)

DR MESLIN. | amnot going to tell you what
Is different in 5.13. You have to figure it out on
your own. So there.

This actually is--it appears snmall and m nor
but | think there is a difference you need to nmake a
decision on. In the original, "Quidance should be
I ssued on three issues. Wich types of changes to
approved protocols nmust be reported to | RBs and which
changes do not. Wich types of protocol anendnents
nmust be reviewed by the full I RB and which nmay be
revi ewed by other procedures. And (3) which types of
unanti ci pated probl ens nust be reported and to whon®"
And the suggestion which shortens that excludes the
third of those three. "The federal policy shoul d--"
excuse ne. Yes. "The federal policy should clarify
when changes in research design require review and new
approval by an IRB."

And | think, Alta, your question was you were
not sure what was intended by the third clause, "types
of unantici pated problens that nust be reported and to
whom " That was, | think, one of your concerns.

DR SHAPI RO  Steve?

MR HOLTZMAN.  Well, the question, | think,
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woul d be--is nunber three sonething different than what
I's addressed in the next recommendation. R ght? |If
not, it should go. |If there is sonething else

i nt ended, what was it?

DR SHAPIRO | had thought that it came up in
t he next recommendation. That is the way | interpreted
It and, therefore, was not needed in 5.13, but | was
not the author of that so | cannot say. Maybe Alta or
soneone el se coul d say.

PROFESSOR CHARO  That is exactly what drove
it for nme.

Marjorie?

DR SPEERS: Al | wuld say is that 5.14 is
dealing specifically wth--

DR SHAPI RO Adverse events.

DR SPEERS. --adverse events that generally
occur in clinical research as we use that term You
can have in social science research unanti ci pated
probl ens, things that can go wong in the course of a
study or occur that you do not expect that would not be
cal |l ed adverse events.

DR SHAPIRO In that case that should be in
5.14 the way | would think about it. In addition to
adverse events you coul d have adverse or unantici pated
if that is the issue.

DR CASSELL: Well, how about it is suddenly
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cl ear you need a nmuch | arger popul ation than you
originally described because interimdata analysis
shows that and you originally went to the IRB for 100
partici pants and now you need 500. You would normally
have to go back for that and that is not an adverse--it
I S unanti ci pat ed.

DR SHAPI RO  Protocol changes. A change in
t he protocol though.

DR CASSELL: Yes.

DR SHAPIRO A significant change. It would
have to go back.

| amsorry, Alta. | amsorry. | cannot see
you over on ny far left over there. | apol ogize.

PROFESSOR CHARO  You anticipate ne. Anything
that requires a change is handled in either version of
t he recommendati on, the second--you know, the second
revision just uses far fewer words. That is really the
only change. So if there is sonething people have in
mnd that is not about a change in protocol or
sonmething that triggers a change in protocol but it is
sonet hi ng separate fromthat, and is al so not an
adverse event, an exanple would be very hel pful because
it would focus ny mnd on what is being acconplished.

DR SHAPIRO  Ton?

DR MJURRAY: Yes. 1In a social science study

of a particular kind of drug using behavior, and in the
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course of the--when the study--when the protocol is
Introduced it is not crimnal behavior but New York
State passes a law which crimnalizes that particul ar
behavi or and so the risk to the subjects suddenly
change dramatically. Rare, a rare sort of contingency
but not inpossible. So | just--it may be that Alta's
revi sed | anguage mght--in 5.14 mght work. | would
not be keen on bootlegging it into 5.14 because 5.14 is
so clearly about adverse events that | think it is
probably not a good idea to | oad other stuff on to it.

DR SHAPIRO So the issue is whether 5.13,
the shortened version of 5.13 really is broad enough to
I ncorporate the kinds of exanple you gave, Tom Eric?

DR CASSELL: It certainly would be if you
added the word "context." Research design or context.

DR SHAPIRO | think that is a good
suggestion. Research design or context under 5.13.
Yes. So just add it after the word "design.” That is
a very good suggestion. GCkay. Anything else on 5.13?

5.14? Eric?

DR MESLIN. 5.14 gives a list in four parts
of the various roles and responsibilities of | RBs and
DSMBs regardi ng adverse event reporting and the
suggested revision is to nake that less lexically
ordered and to create text that just identifies those

points in the follow ng way: "The federal governnent
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shoul d create a uni formsystem for eval uating and
reporting adverse events that is capable of integrating
reports fromnultiple study sites. The reporting and
data anal ysis responsibilities of investigators,
sponsors, | RBs, DSMBs and federal agencies should be
clear and efficient. The system should protect the
confidentiality of proprietary information to the
extent that this does not conprom se protection of
research participants.”

DR SHAPIRO Comments on 5.14, either the
original or the suggested change? Ton?

DR MJRRAY: Alta's shortened version is
nmeritorious because it is short. |t seens to capture
nost of what was in the |onger version. A couple of
guestions. One is in the |last piece about the
confidentiality of proprietary information. This is
very much a hot button issue in the world of gene
transfer research right now and there is a big argunent
over whet her--you know, whether adverse events are
proprietary information or not. Exactly. So | do not
know -1 nean, | would not vote for a recomendati on--|
could not in good conscience vote for a reconmendati on
that could be used to support the proposition that
adverse events report are proprietary information and
shoul d not be nade available to subjects or the public.

DR SHAPI RO  Jinf®



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

206

DR CH LDRESS: Tom there is a part at the
end, to the extent that this does not conproni se the
protection of research participants, doesn't that take
care of your concern?

DR MJRRAY: Jim just reflecting on that,
since | can inmagi ne the advocates of treating adverse
event reports of proprietary information, | would argue
that, no, it does not conprom se because the FDA wl|
make a deci si on whether or not to, you know, stop a
study. The FDA can stop a study and all studies of a
famly and not tell anybody why. They can just say,
you know, we stopped it on the basis of evidence we
have but it is proprietary.

And | will tell you that the participants in
gene therapy research and peopl e--nenbers of the
Counci|l of Public Representatives at NI H nore broadly
woul d probably take unbridge at that interpretation.

DR SHAPIRO Ata?

PROFESSOR CHARO. First, | think that Tom
rai ses an inportant point that m ght be addressed both
in the witing, whether we choose the original version
or the shorter one because the difference is entirely
stylistic. There is no substantive difference intended
so it is a purely an aesthetic choice on the part of
the commssion. | think it can be addressed both in

the recommendation and also in the text imedi ately
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following it assum ng we have those little paragraphs.

Let me start with the latter. | think if we
have those |ittle paragraphs, one of the things we need
to put right in there is that the conm ssion takes no
position on this topic because we have never tal ked
about it and, therefore, it would be hard to take a
position onit. | will throwthat in as a suggestion

And we do not want the recommendation to inply that a
position has been taken. W are kind of neutral and
ot her people will work it out.

The second, and it is atiny little change and
| do not knowif it wll convey the sane tone to you
that it kind of conveys to ne, but at the end of m ne
and at the end of the original, the sane spot on both,
there is the phrase "the system shoul d protect the
confidentiality of proprietary information,"” which Tom
was reading as raising a red flag. It kind of
suggested that the adverse events are confidenti al
proprietary information.

If we add in either one of themjust the word

of "any," in which it reads, "The system shoul d protect
the confidentiality of any proprietary information," it
ki nd of suggests that sone information nay not be but
other information mght be and it helps to--to ne,

maybe not to you, opens up the tone of it--
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DR MJURRAY: | have a nore radical proposa
that just occurred to ne. Delete the sentence.

DR SHAPIRO | will have to see how everyone
feels about it. It is an inportant issue and a smal
correction--we have discussed this. | do not know that
we have discussed it at length or adequately. | wll
not nmake those clains but this was an issue that we
have di scussed before.

PROFESSOR CHARO.  Wet her the adverse events
t hensel ves as opposed to the information about the drug
and such that are part of the adverse event reporting.

DR SHAPIRO Yes. | amnot trying to defend
the recommendation. | amjust pointing out that this
was discussed. Not that this is the right solution or
the right recommendation. How do people feel? This is

an i nportant issue.

Carol ?
DR CGREIDER | agree with Tomthat we should
just delete the sentence. | think that takes care of a

| ot of the issues.

DR SHAPI RO  Steve?

MR HOLTZMAN:  Well, on the substantive issue
| think I do disagree with Tom about what shoul d be
required in adverse reporting--adverse event reporting
but having said that | think there is a point maybe

where we can find agreenent and it nmay have to do with
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converting the logic of the sentence such that one is
saying that what cones first is the protection of
research participants and any w t hhol di ng of
information that m ght be allowed to protect
confidentiality ought not conprom se that. The way we
have done it is we are saying insure confidentiality of
t he adverse event reporting providing that it does not,
and maybe if we turned it around that is something we
woul d all agree on. (kay.

DR MJURRAY: | think that would be better than
the current one, which I think was sensible to put in
there. This is not a criticismof the drafting of the
one that was in there. Wat would be lost in just
deleting the sentence? | think it is equivalent to
taki ng, you know, no particular position on the issue.

| have no doubt that when this recommendati on cones to
be actually debated and put into policy that the voices
on both sides will nmake sure that they are heard. So |
amnot worried that suddenly there will be, you know, a
conpl ete divul gence of all sensitive proprietary
information. That will not--that is not going to
happen i n nobody's dream or nightmare, but | would just
assune--1 nean, | would either go with your rewitten
sentence or | would delete it, and | am | eani ng towards
deletion but | could be--

DR SHAPIRO Do you want to repeat it again,
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Steve, because | did not--1 do not think |I got the
whol e thing in ny head.

MR HOLTZMAN. Yes, | amnot sure | have the
words, Harold, but it is really to say that if you read
the way we have witten it we say the reporting
requi renment shoul d address the concerns of the private
sector provided that you do not hurt the patients. |
think what we want to say is the reporting should
protect the patients.

DR MJURRAY: It would read sonething Iike
this: Were the protection of research participants is
par anount, when respecting the confidentiality of
proprietary information does not endanger that
protection the system shoul d respect that
confidentiality, or sonething |like that.

DR SHAPIRO | understand the point.

Larry, you have a comment ?

DR MIKE | generally agree with Tomand if
you |l ook at the original, at the end of 3 is the word
“appropriately.” Now we can take that in two ways.

One is why do we need to even say it because we are not
going to report things inappropriately. But on the
other hand if we are going to report it appropriately,
that takes into consideration all of these multiple

I ssues that one has to deal with, with a reporting

system of which one is proprietary information. So
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sonme spin on the word appropriately.” But | agree with
Tom You know, we are suggesting a system This just
happens to be one issue that has risen to the point
that it is included in the recommendati on, but there
are a lot of issues that are going to conme up when you
devel op an appropriate reporting systemand | would
rather--it is already addressed in the text, so | do
not see why we need to nake that a point in our
reconmmendat i on.

DR SHAPIRO Ata?

PROFESSOR CHARO. | do have the sense that
there are different kinds of information that we are
tal ki ng about here, and | think in ny mnd you can have
a situation where sone things need to be reported and
other things really are not related to partici pant
protection but nonetheless are proprietary. It mght
have to do wth the process that is not yet patented
that is being used to nake sonething that in and of
itself is the substance of interest.

DR MJRRAY: There are adverse events.

PROFESSOR CHARO: | understand. | understand.

And part of it depends on how detail ed your adverse
event reports are and that depends upon exactly what
you are testing. W have all |ooked at many of those
sheets and know how variable they can be. | do in the

end, | think, agree with what Tom was headi ng t owards



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

212

and m ght suggest that we just try to say in a couple
of sentences that all--you know, every--all events and
I nformation necessary to protect patient--protect
partici pants nust be reported--nust be disclosed and
reported. Al right.

Any renaining proprietary information, right,
may be held confidential provided that participant
protections are in no way conprom sed, and naybe that
will give it the enphasis you were | ooking for.

DR. MJRRAY: That was Steve's proposal. | can
live with that.

PROFESSOR CHARO  (kay.

DR MJRRAY: But | still have not heard the
argunent as to why we should not just delete it. Steve
gave us an argunent.

DR SHAPI RO Let nme suggest a possibility
here. Again | think it is--once we raise the issue of
proprietary information it is very hard to deal with it
except very explicitly and carefully. And so | have
yet a third possibility. |[If you had in that sentence
the reporting of data anal ysis--the second sentence of
that 5.14 ends wth "should be clear and efficient." |
added a phrase, or one could add the phrase, "and take
the protection of current and prospective participants
as primary" because as | understand the issues here it

Is not sinply the current participants which m ght be
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protected by stopping the study. It is the future
partici pants who m ght benefit from know ng sone

i nformation regardi ng adverse events in sone future
study. | nean that is howl--1 do not fully understand
this issue so | amjust posing this as a possibility.

That woul d not--that has the benefit or
deficiency of not taking a stand in the proprietary
information directly, all right. It does not raise
that issue but it does say that it is always the
partici pant protection, current and future, that is of
primary concern.

DR MJRRAY: | like that. | nean, the
context--and it is always a bad idea to nmake today's
policy solve yesterday's tragedy, but we have got to
bear in mnd what led to the concern anong t he Counci
of Public Representatives, which led to the NIH
appoi nted gene transfer research oversight task force
and such, and one of the reasons was that there were
serious adverse events in earlier stages of the
CGel singer trial and they did not tell Jesse. They did
not incorporate that information. They did not tell
the IRB apparently and they did not tell Jesse. So |
think that is the sort of consciousness that animates
t he concern anong research subjects and those
representatives of research subjects to not give too

much wei ght to the--and the eyebrows raised and the
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actual pal pable anger on the part of sone individuals
when they realized that, you know, conpani es were

cl ai m ng adverse event reports as proprietary
informati on, which is visible.

DR SHAPI RO | nmean, |--Larry?

DR MIKE \Wll, you know, naybe we are just
getting too nuch into the detail because the basic
point of this is a uniformsystemthat--so nmaybe we
shoul d just sort of say that is what it is and we nake
observations. Instead of this being part of the
system these are really observations on the issues
that have to be addressed when you put a uniformsystem
together. Then we do not have to take sides.

DR SHAPI RO That would go along with Tom s
suggestion of just dropping the | ast sentence and try
to see what we can say in the text. How do people feel
about that? How nmany people prefer to take that
approach here?

(A show of hands.)

DR SHAPIRO Well, it is clearly a majority.

DR SCOTT-JONES:. | still |ike the phrase you
added about the protection of research participants
bei ng paranmount to be added to what will now be the
| ast sentence if we drop the current |ast one. |
t hought that was just a nice addition.

DR SHAPI RO  Jinf®
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DR CH LDRESS. | would support that also.

DR SHAPIRO | have it witten down and wil |
give it to you later. Ckay.

Let's nove on then to 5.15. FEric?

DR MESLIN: These two recommendations are
j ust being suggested. The two proposals are to clarify
and meke it alittle sinpler. | will just read you the
substitute proposal for 5.15. "To reduce the burdens
of duplicative IRB review of identical protocols for
multisite research, federal policy should permt
alternative nodels such as central or |lead |IRB review
provi ded that participant protections are maintained."
This just makes two sentences into one.

DR SHAPI RO Comments on 5. 157

DR MJRRAY: | think it is very good. | just
wonder if--1 amlistening to sone of the critics on the
ot her side now and how they woul d respond to this and
how t hey responded to our conmments in the international
report about, you know, trying to avoid duplicative |IRB
review. Should we add an adjective that vigorous
partici pant protection? | do not know the right
adj ectives. | nmean, we do not want m nima
protections. W really want it to be--

DR CASSELL: Full.

DR MJRRAY: Full would work for ne. It does

not change the neaning. It just punches up the desire
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not to let anything slip.

DR. SHAPI RO QO her questions or comments on
t hi s?

DR MIKE Just a comment. | do not think--
no matter what |anguage you put in there, as |ong as

you provide an alternative to individual by individual
Institution review people are going to say it is not

full review so it does not matter what | anguage you put

I n here.

DR SHAPI RO.  Arturo?

DR BRITO Yes. | would just leave it as it
is. | mean, the phrase at the end "provided
partici pant protections are naintained," | think pretty
much takes care of that. Just leave it.

DR SHAPIRO M/ own judgnent is that the--I
nmean | am perfectly happy with the reconmendation. |
think the big barrier to actually getting it
I npl enented will not be--will be institutional behavior
which will get in the way of its being inplenented.
Liability, that will get in the way but nothing we can
do about that. W cannot change that system

Trish?

PROFESSOR BACKLAR: | think this mght be a
place to refer back to Jims suggestion. Perhaps one
woul d say “provided that participant's rights and

wel fare are protected and mai ntai ned” and that punches
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It up in the way that we start off.

DR SHAPIRO | do not want to get into Jinis
speech again. He thinks protections is all right. It
is just harns. But anyhow we wil |l --Di ane?

DR SCOTT-JONES: For recommendation 5.15
prefer the |anguage that begins with "permtting
alternative nodels of review' because |I think the first
phrase i s unnecessarily taking one side,

"to reduce the burdens of duplicative |IRB review of

I dentical protocols.” | think it would be nore neutral
for us to begin with sonething |ike “federal policies
should permt alternative nodels such as central or

|l ead IRB review or returning to sonething nore |ike
the original |anguage because | think that first phrase
just marks us as taking one side when | would rather us
appear nore neutral in the | anguage of the
reconmmendat i on.

DR SHAPIRO | agree. Qur recomendations
shoul d not be editorial. They should be as
recomrendati ons and | think you nade a very good point.

And | think we could use your suggestion. W could
start with a nmultisite research as we did before so
that you know where you are going, permtting--so we
can marry the first part of the second--the first part
of this one here and then go to the suggestion you

made. | think that would be useful. Thank you. That
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Is a lot nore appropriate.

Anyt hing el se on 5. 157

5.167

DR MESLIN. This is another reducing two
sentences to one. It is noncontroversial changes
regardi ng studyi ng reconpensati on prograns. You can
read it as quickly as | can.

DR SHAPIRO You will recall fromthe text of
t he docunent that we do not know much about
conpensati on and about what--the anbunt of research
injuries that take place so it is hard to know how to
design this system so we are really recomendi ng a
study take pl ace.

Steve, and then Jin?

MR HOLTZMAN. So what does it nean to
revisit? Can you visit and decide you do not want to
do it and woul d be happy that that was the visit that
they get paid or do we want themto do it? | think we
want themto do it.

DR SHAPIRO That is easy. W want themto
do it.

MR HOLTZMAN: Right. So--and inplenent the
1982 recommendation, and | think that conmes up in the
prol ogue as well where we also tal k about revisiting.

DR SHAPIRO Ckay. That is a good point.

Al ta?
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PROFESSOR CHARO  Just because this is going
to be like our last tinme through so | want to nmake sure
we really nmean what we nean, right. It starts by
sayi ng that the governnent shoul d study research
related injury in order to see if there is any need for
a conprehensive program R ght. It could be that such
a study reveals that, yes, you want conpensation but
you do not need a conprehensive program The
President's conm ssi on had suggested pilot studies to
eval uat e possi bl e nechani sns for conprehensi ve prograns
but what if your study said you do not need a
conpr ehensi ve program would you really want themto
have to go ahead and do the pilot study? Probably not.

So you do want a two step process, don't you? Do we
need a conprehensive progran? |If we do then let's do
what they said in 1982, which is do sone pil ot
progr ans.

DR CASSELL: You would say you cannot
det erm ne whether you need a conprehensive wthout a
pi | ot study.

PROFESSOR CHARO. | amnot sure that is true.

If you did a study of research injuries and you were
to find that there really are very few, that of the
injuries that do occur nost, in fact, are handled quite
adequately on an informal basis by the institutions

where the injury took place or, if need be, are--you
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know, wi nd up receiving substantial conpensation fairly
efficiently through sone other nechanism So you m ght
determ ne you do not need a conprehensive program

DR CASSELL: Well, then you woul d have done
the pilot study.

PROFESSOR CHARO  No, the pilot study--what
the President's conm ssion was calling for was stuff
| i ke do you want one of these adm nistrative--
arbitrator program-do you want an arbitrator program
medi at or progran? Do you want an insurance pool? Do
you want a no fault tort systenf? | nean, they were
real | y about nechani sns for conprehensive systens.
They were not about whether or not you need a
conpr ehensi ve system

DR SHAPI RO  Jinf®

DR CH LDRESS: | think we could probably
handl e this by sinply having two sentences and the
first one at the end of after program and if there is
a need for a conprehensive--1 amnot--this wording is--
| do not have it down for this, but if there is a need
for such a programthen they should conduct a pil ot
study to evaluate the nmechani sns because | agree with
Alta, the mechanismpoint is a different one fromthe
need poi nt.

DR SPEERS: | think we m ght have the

| anguage here. W were working on it, which would be
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to say that "the federal governnent shoul d study
research related injury to determne if there is a need
for a conprehensive conpensation programand, if
needed, should inpl enment the recommendation of the
President's Comm ssion to conduct a pilot study." |
have not typed it all. "To evaluate possible program
mechani sns. "

DR SHAPI RO Larry?

DR MIKE Actually I amnot satisfied wth--
| amokay with just dealing with the issue of a
conpensation programbut | amnot satisfied with either
of these because | think the step is that it is not
that you take a | ook at the extent of injuries and
deci de whet her a conprehensive programis needed
because you are either--you are tal ki ng about two
things. One is providing appropriate care for those
who were injured with the nexus to the research and the
other one is whether you should actually financially
conpensate them So | think it is a two step process
that says--and | think the first step is fairly easy.
You can | ook at past research protocols and the adverse
events and nake a judgnent on sonething like that.

But then the next step is if there is a
problemhere, it is not so nmuch a conprehensive program
or what is the appropriate response in terns of a

continued treatnent and financial conpensation kind of
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thing. So to nme neither of these catches that.

PROFESSOR CHARO Larry, you realize in the
revision it does not talk only about nunber of research
injuries. It actually tried to anticipate you a little
bit by tal king about studying the phenonenon of

research injury.

DR MIKE | know but it also says a
conpr ehensi ve conpensation program | am saying that
you do not know what the response will be until you

have done the first part of the study, so you do not
want to just sort of aimtoward a conprehensive
research program It is what the appropriate care,
treatment and financial conpensation should be.

DR SHAPIRO Oher comments? kay. W will
have to redraft this and pass it in front of you again.
The mai n point being we need two steps here to
determ ne what the nature of the problemis and then if
there is a problemto nake recommendati ons regardi ng
ways to deal with it. Ckay.

Al right. Anything? That is the last of the
recommendations in 5. Let's deal with the 6.1 and then
we w Il take a break.

DI SCUSSI ON OF DRAFT REPORT: CHAPTER 6

DR. MESLIN. So the difference between the
original 6.1 and the proposed is just a shorter version

and a nore general description of what the federal
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system should do. In the proposed version, "The
federal system shoul d have the resources needed to

i nsure the protection of human participants in the
pronotion of ethically responsible research" as
contrasted with the original recommendation that lists
various ways and net hods of funding and allow ng for
that support to occur in four points.

DR SHAPI RO Larry?

DR MIKE | like the original. This oneis
too general. It just sort of says we shoul d have noney
and it does not really--it just to ne is just too
general. | think we should keep sone of the specific
recommendat i ons.

DR SHAPIRO Carol ?

DR GREIDER | amusually for sinplicity but
| agree with Larry on this. | think that |aying out

the exact points solidifies it in a way that is needed.

DR SHAPIRO QO her comments on 6.1 or do
peopl e generally agree that the original is nore
sati sfactory? Steve?

MR HOLTZMAN: | aminclined towards the
original to get nore specific but I amwondering here
if we do not want to direct a recommendation to the
Congress to start out wth "noney shoul d be

appropriated for the inplenentation of the systenmt and
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then it is fromthat that you woul d get the points one,
two and three, right, that creates the pot of noney and
that is how we will access the pot of noney. DR
SHAPIRO | think the only problem | have with that--I
under stand the poi nt because only Congress can
appropri ate noney here but we are asking for nore--if |
understand 6.1, it is not just Congress and ny concept
here all along is that everyone involved in here should
be participating, right, sponsors of various kinds,

I nstitutions thensel ves, sponsors of course including
the federal governnent, not restricted to the federal
governnent. And so two, for exanple--let's see. Item
two, yes, 6.1(2) says that directly and so | do not
want to start with just Congress. That was ny only--

MR HOLTZMAN: You are right.

DR SHAPIRO  Jin?

DR CH LDRESS. Yes. | amgoing to have to
slip out at the break and | just wonder if | can beg
your indul gence and say a word about 3.1 if it would be
all right before I go.

DR SHAPI RO  Absolutely.

DR CH LDRESS: And this is really verbal in
nature but if people have 3.1 here is what | would
propose: Again virtually every word is there but just
reordered. "The federal oversight system shoul d

protect the rights and welfare of all human
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participants in research by requiring i ndependent
review of risks and potential benefits to the research
and i nformed consent from participants.” And then the
| ast sentence would remain the sane. | think that
captures it better.

DR SHAPIRO It does. Wy don't you just
make sure we have it so we can--free at last. Ckay. |
am goi ng to propose that we take a break now to be able
to reassess where we are. For those of you that are
able to stay, we will try to get together in 15
mnutes. Let's take a 15 m nute break.

(Wher eupon, a brief break was taken.)

DR SHAPI RO. Col | eagues, | did not want
everyone necessarily to sit down again. W are just
waiting for--you can stand up. W are waiting for a
new version of the recomendations redrafting many of
those that we had promsed to do so to give us a chance
to | ook over at |east as nmany as we can today and see
I f they have net the suggestions adequately.

There are a nunber of recommendati ons,
particularly 3.4, 3.5 and | think it is 5.9, which we
have not rewitten yet so we wll not be able to go
over those but | would |ike to get your reaction to the
ones we have rewitten, and then we will take your
reactions into account and try to get an entirely new

list out to you tonorrow norning. And then | woul d
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|l i ke about a 24 hour turnaround tinme on any further
suggesti ons you have on the reconmendati ons only.

As | nentioned before, the prol ogue and
executive sunmary will cone after that and so on so
this will be on the recommendati ons only.

So until they reappear fromthe business
center, | think they are trying--we stand recessed.

(Wher eupon, a break was taken.)

DR SHAPI RO Col | eagues, you shoul d have in
front of you revised recommendati ons, and perhaps you
could take just a few mnutes to go over them quickly,
and then | would like to go by themone by one to see
If you feel they have net the sense of our discussions.

That is certainly the intent but it is now a question
of whether they have. If they have, we can consi der
t hese recommendati ons done. |If they have not, we wl|l
go back and alter sone.

So perhaps we could just take five or ten
m nutes just to | ook themover and then we will just go
by them one by one.

(Wier eupon, a break was taken.)

NEXT STEPS: FINALIZI NG THE OVERSI GHT REPORT

DR SHAPIRO Let's go over these and | w |
try--in order to expedite it and get a focus of
attention on those which we still think need attention,

|l et me just go through each one and see if there are--
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there may be sone recommendati ons here, which everyone

feels are okay as they stand, and we wll just put

t hose aside and then focus on the ones where--so let ne
just ask as we go by this one by one if anyone has any

concerns or reconmmendations besides m nor typographi cal

| ssues, which we do not have to deal wth.

Recommendation 3.1? Yes, Larry?

DR MIKE | think "all" should be on the
research rather than--the enphasis of "all" shoul d be--
"in all research" rather than all human partici pants
because that is what we really nean. Al research.

Anyway | think it needs to be fixed.

DR SHAPIRO Yes. (kay. Let ne go at it
this way so we wll know-if there are--let ne just
find out if there are any recommendati ons in which
there are no further comments right now. Al right.
So 3.1 there is a cooment. Does sonebody have a
comrent on 3.2? Typographical we will just--yes,
things |like that--please | et us know what those are.
So 3.2 is okay for the nonent. 3.3? Ton?

DR MJRRAY: M nor?

DR SHAPI RO Yes.

DR MJRRAY: | would substitute the words
"instead off--"in the second |line "could be used for,"
| would say "should be created that could apply to--

woul d apply to." So it would read "united
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conpr ehensi ve--uni fi ed conprehensi ve federal policy
enbodi ed in regul ati ons and gui dance shoul d be created

that would apply to all types of research involving

human participants.” “Could be used for” sounds too
opt i onal

DR SHAPIRO kay. Any concerns of that?
Ckay. We will assune that is okay on 3.3 with that

change that Tom has just proposed.

Il will conme back to 3.4 and 5 which are being-

-3.4 and 3.5, which are being witten. Wat about 3.67?
Any comments on 3.67

Ckay. 4--excuse ne. | amsorry, Larry.

DR MIKE  Not specifically on that but 3.6
and 4.2 when you read themjust |ike these seemto be
sort of out of sync because they al nost say the sane
thing in sone of the sentences. No risk and m ni nal
risk. | think it is just sort of hard to deal wth
that. But they are in separate chapters but they
sound- -

DR SHAPIRO Al right. W wll wait and see
what 3.4 and 3.5 |l ook |like, which are being rewitten,
and that may have an inpact on that. 4.1? Tonf

DR MJRRAY: This is again just in the spirit
of clarification. It is in the second sentence, which
reads in general, "Each conponent of the study should

be eval uated separately and its risks should be..." and
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here is where | have a problem"...both reasonabl e and
justified by the potential benefits to society or the
participant.” It is anbi guous about whether the
reasonabl e is nodified by the phrase "by the potenti al
benefits." So | would just rewite it to say, "These
ri sks shall be both reasonable in thenselves as well as
justified by the..."

DR SHAPI RO Does anybody have any concern at
all with that? It sounds |like a useful change to ne.

Ckay. 4.2? Larry?

DR MIKE The last sentence is kind of
confusing so | would say change it to "if the risk of
daily living poses a risk to an individual that is
hi gher than woul d be experienced,"” et cetera. It is
just that the way that it is witten now does not to ne
capture what we nean

DR SHAPI RO Let nme suggest a--what | think
Is a simlar change in that but al so a change because |
think there is a problemw th that sentence. Wuld it
nmeet our meaning if we said "if an individual
participant is expected to experience..." and then go
on with the sentence.

DR CASSELL: Isn't that the sanme thing really
as the definition before? Mnimal risk should be
defined as, and then in the next thing we say "nore

than mnimal risk is nore than that." |Is that--I
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t hought we were trying to get to the idea that there
are people for whomtheir daily ordinary risks are nore
than m nimal risk because they are a particularly
fragil e popul ati on?

DR SHAPI RO That was--we are back to the
sanme di scussion we had before because there are two
I ssues here as Steve pointed out. One is you have a
study which only for certain participants is nore than
m nimal risk because of their special characteristics
they have and that is one thing. And then there is a
second issue which has to do if they are in sone
particul ar--they experience greater risk as a nornal
part of their lives.

St eve?

MR HOLTZMAN: It seens to nme we accurately
captured one of themand | provided | anguage--di stinct
| anguage for both of themon a piece of yell ow paper
over there.

DR SHAPIRO Ata?

PROFESSOR CHARO In one of ny interim
suggestions that eventually got rejected | had proposed
that we m ght use the phrase "average people" or
"average person" instead of general popul ation and |
went back fromit when | was asked to but actually in
some ways in the last sentence | think it may be

clearer. If you were to say if an individual
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partici pant woul d experience higher risk in the study
than woul d be experienced by the average person, the
research should not be considered to involve m ninal
risk, | think that actually that is clearer than when
you use the phrase "general population" there and it
woul d suggest that higher up where you tal k about risks
that are normally encountered in the daily lives, you
woul d say normally encountered in the daily lives of
average people. It is a different way of saying the
sane thing but | think it actually helps to clarify
what we are trying to say.

DR MIKE: Can | comment on that? No, | do
not think it captures it because correct ne if | am
wrong but | think what we are trying to say is that the
risks of daily living to the average person is a risk
that m ght be higher to another person. And that is
what we are trying to capture.

DR SHAPIRO There are two--1 amafraid there
are two different aspects of this and we have to decide
if we want to comment on both of themor either of them
or none of them But one is exactly what you said. It
I's people who are living in an environnment or context
where they experience nuch higher daily risks than
others and how to deal with themand the other is
soneone who for sone reason a particul ar protocol may

be at higher risk for themthan for the average
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popul ation, although they do not |ive in any general
environnment that is any different.

And I--well, let's--we will have to cone back.

VW have not succeeded in 4.2 so we will have to cone
back to that.

4.3. It seens to ne as it is currently
witten to not have what we said we would have in here.

It really is an acknow edgenent of the issue that Tom
rai sed so we are going to have to build that in.

Tom do you have a particul ar suggestion?

DR MJURRAY: No, unfortunately, but also |
woul d add as the--under 4.3 to protect participants
whil e pronoting...just add the word.

DR SHAPIRO Ckay. What about 4.4. because
we have to cone back and deal with 4.3? 4.4? Ckay.
4.5? Ata, | amsorry. | cannot see through Eric and
Marjorie.

PROFESSOR CHARO Not a lay down in the road
on this one but because | had been focused earlier on--
DR SHAPIRO That is a relief, yes.

PROFESSOR CHARO:  --because | had been focused
earlier on a wholesale edit, | never focused on the
speci fic |l anguage of the existing rec, and | just
wanted to say that I--with some mnor stuff on the top,
| find that the very first criterion is confusing to ne

because we have | argely dropped out of the
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recommendat i ons the phrasi ng about conponents desi gned

solely to answer a research question. |t appears in
the main text. | wondered if we m ght consider

clarifying or sinplifying that criterion by sinply

sayi ng no conponent of the study involves greater than

m nimal risk w thout any prospect of personal benefit?
DR SHAPIRO Yes, that is fine. | think that

wor ks probably better as we have seen in the

recommendation alone. | agree wth that.
DR MJRRAY: And this is mnor but 4.5--it
shoul d say "federal policy" and elimnate the "the."

W have consistently just been referring to federal
policy.

DR SHAPIRO Marjorie, did you get the
wordi ng that Alta suggested for sub (1)?

DR SPEERS:. Yes.

DR SHAPI RO Ckay.

DR SPEERS. Could | just raise a question
here, and that would be this recommendation is really
dealing with research that involves no interaction with
I ndi viduals, and so | amwondering if one should just
be rewitten to be the research study involves no
greater than mnimal risk

PROFESSOR CHARO. You know, there are sone
studi es on dat abases and on tissue sanpl es that

absol utely can offer personal benefit. You can be
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doing that wth an eye to bringing information back to
people that they will be using in a diagnostic
capacity, in a prophylactic capacity. W did nake a
distinction, | think, in the HBMreport between
research that offered sone benefit and research that
did not. W did not assune that all biological
material research was by definition wthout any
prospect of personal benefit and designed solely to
answer research questions so | would not want to nake
that assunption here if we could avoid it.

DR SHAPIRO No, | think we can reword the--I
think it does work better to reword one as you
suggested. It just takes it fromthe other perspective
and | think it reads a | ot easier.

Anyt hing el se on 4.5?

DR MJRRAY: | amsorry about this but Alta
just remnded ne that it may be superficial, at |east
I nconsi stent with sone of our recommendations in the
Human Bi ol ogi cal Materials Report if we just |eave the
phrase "using existing tissue sanples"” if it is using
anonynous. |If we are just giving exanples there using
anonynous tissue sanples would work. Really existing
can be fully identifiable and then you have got a human
subj ect and you need the full review So if we
substitute--no?

MR HOLTZMAN: No, this is what we are saying
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Is even if it is identifiable if the follow ng
conditions are net--right.

PROFESSOR CHARO. This is consistent with what
we said in the HVB except for one thing, which--

MR HOLTZMAN. W took out the practicability.

PROFESSOR CHARO Wl l, there is that but we
di d sonet hing on presunptions narrowy and sonet hi ng
el se but | do not know if you want to go--we said that
t hat busi ness about these waivers for existing
col l ections should operate only for collections that
were existing as of the tine we wote our report. W
t hen said now that we have witten our report and
everybody is on fair notice, these kinds of waivers
shoul d not be permtted because new col | ecti ons now
bei ng nmade, which nmay be existing ten years from now
when sonebody is trying to apply this recomendati on
were being nade at a tine when everybody was on fair
war ni ng and they shoul d have gotten the proper
prospective authorizations. And so to that extent this
recomrendation is slightly inconsistent with the HBM
but, you know- -

DR MJRRAY: W have inproved with age. | f
we just--1 really do not want this to be--you know, to
delay us any further. Wuat if we said “or certain
research using existing tissue sanples”? That woul d be

fine. | nean, | just do not want it to sound |like we
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are nmaking an unqualified claim That is all. Let
themthen go to that report and interpret it and
everything else. |Is that all right? |Inserting the
word "certain?"

DR SHAPI RO Ckay. 4.6? Steve?

MR HOLTZMAN: This is somewhere between
substance and grammar, nore about grammar, but you take
the second sentence, | think it will work better if you
start with the second cl ause where it says "there is a
nmeans” so if you put it in provided there is a neans of
verifying informed consent was obtained, signed witten
consent forms need not, yada, yada.

DR SHAPIRO. That is helpful. Very hel pful
and | think it does read a | ot better.

Any ot her comments on 4.6? Okay. 4.7? 4.8?

Ckay. Let's go on to the recommendations in Chapter
5. 5.1? kay. 5.2?

PROFESSOR CHARO  You ki nd of went by 5.1
faster than | did because | never got that far before.

DR SHAPI RO  Sorry.

PROFESSOR CHARO. | know t hat we added
sonmet hing in here about focused on partici pant
protection but sonehow the sentence does not scan so
can you just put an asterisk to double check it again?

Shoul d provi de educati onal prograns on research ethics

f ocused on--1 am not sure. | nmean, | do not want to



2

3

4

5

6

7

[e¢]

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

237

rewite it while |l amat the mc but sonmehow -

DR. SHAPI RO Ckay. | understand.

PROFESSOR CHARO It is just a tad awkward and
it can probably just be edited.

DR SHAPIRO It was awkward before and it is
alittle awkward now and we will have to still work on
It but that is not a substantive issue. W just have
to get the right felicitous wording here.

Anything else on 5.1? 5.2? 5.3? GCkay. 5.4?
5.57?

PROFESSOR CHARO  Sorry.

DR SHAPI RO Excuse ne. 5.47

PROFESSOR CHARO Is it accrediting prograns
or accreditation prograns?

DR SHAPI RO You are in now?

PROFESSCR CHARO 5. 4.

DR SHAPI RO 5. 4.

PROFESSOR CHARO:  kay.

DR SHAPIRO | think so. It sounds--ny usual
rule is if it sounds right to ne, | am w ong.

(Laughter.)

DR SHAPIRO 5.5? Wy don't we--why don't we
just take a few mnutes to finish--1et people read
t hrough all the recommendations. There is two pages
worth. Let's take five or eight mnutes and do that.

In the nean tine we wll | ook back at sone of the other
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t hi ngs.

(Wher eupon, a break was taken.)

DR SHAPIRO Ckay. | amsorry. Excuse ne.
Tom 5.77

DR MJRRAY: | can hear the shrieks of pain

right now fromthe nanagers of academ c nedica
centers. It says literally federal guidance should be
i ssued defining and managing institutional |IRB and
I nvestigator conflicts of interest. | know what we are
trying to say but we have said sonething nuch stronger
than we intended here. W are not going to--we are not
asking that federal guidance should tell you how you
have to manage all prospective conflicts of interest.
So we need to--Alta has got an idea.

PROFESSOR CHARO Let ne try this out on you.
“Federal gui dance shoul d be issued defining
institutional IRB and investigator conflicts of
I nterests and suggesting ways to insure the rights and
wel fare of research participants are protected”. The
| ast half is kind of nomand apple pie. Wll, the
defining is not so as to and suggesting--sorry, and
suggesting ways to manage the conflicts. Wat is it
that you would like the governnment to do if at all with
regard to the managenent ?

DR SHAPIRO | think it is--nmy own sense of

this is that it is perfectly appropriate for the
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governnment not to--1 understand the concern about
getting too detailed here and all kinds of conflicts
cannot be anticipated but it is not unusual for themto
define certain conflicts and to indicate what the
resol ution of those are, which is what managenent is.
It mght be disclosure. It mght be sonething el se.
And we just want to stop short of sort of a--which |
think Tomhas in mnd to suggest is a huge--a new book
about this. So | do not know quite what the right
words are but | think it is appropriate for themto

i ndi cate how t hese m ght be nanaged.

DR MJURRAY: Wth [anguage--Alta, | think you
were heading in the right direction. You had sonething
about | anguage proposing a federal policy framework.

It mght be guidelines. It mght be, you know -we
woul d be neutral on exactly how detailed that franmework
woul d be.

PROFESSOR CHARQO  Federal policy should define
conflicts of--sorry. Federal policy should define
institutional IRB and investigator conflicts of
I nterest and gui dance shoul d be issued suggesting ways
to insure that the rights and welfare of research
participants are protected. And guidelines should be
i ssued for managi ng the conflicts.

DR CASSELL: Conflicts of interest and

guidelines to ensure--it is the ensure part that has
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the verb in it that does what you want it to do.

DR SHAPIRO So perhaps it could be witten
as--when we begin we should say--if this is what people
have in mnd--federal policy should be issued to
defining various conflicts of interest and guidelines--
along with guidelines or sonething like it to insure
the protection of et cetera. Sonething of that nature
woul d be what we have in mnd here.

DR MJURRAY: Am | naking too nuch of a fuss
about this or aml--

DR SHAPIRO No, | think this is a hel pful
change. It is a helpful change. No, | think it is a
hel pful change. GCkay. W wll change it accordingly.

Ckay. 5.8? This is just, | think, perhaps
sonet hi ng that got caught in the word processor here.
The second sentence should--1 think we had agreed that
In particular investigator conflicts of interests
shoul d be disclosed. W did not say "all relevant."
That is where we--that is what | renenber.

PROFESSOR CHARO. | think I remenber it the
way Harold did that the conpromse was to list all the
various kinds of conflicts and then use the in
particular to pull out the investigator conflict.

DR SHAPIRO If you recall this was a
di scussi on about whether we should nention themall or

just investigator and we cane to this hal fway pl ace.
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DR MJRRAY: O course, | |ike the m stake
better.

(Laughter.)

DR SHAPI RO Larry?

DR MIKE Actually it is a different sense
In the sense that in the original one when we said in
particular, it was investigator conflicts but it was

supposed to be disclosed to nore than the partici pants.
And then now we are tal king about all relevant topics
to the participant.

DR SHAPIRO That is a good point.

DR MIKE So it is different. | actually
i ke this one better.

DR SHAPIRO That is a good point. | had
forgotten that. Let's do what we want here. Let's not
worry about what we--what soneone thought we said.
Let's do what we want.

DR MJRRAY: | |ike the m stake.

DR CASSELL: | like it too.

DR SHAPIRO kay. How do you feel, Larry?

DR MIKE | like this m stake better.

(Laughter.)

DR SHAPI RO Maybe we can neke a few nore
m stakes like that. That is right. Qur Freudian slips
are better than our thoughtful --okay. W wll go wth

it as it is then.
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Ckay. 5.9 we have to cone back to.

DR CASSELL: W could vote on those, the
first or the second.

DR SHAPIRO W will cone back to it provided
we have tine.

DR MIKE Harold, could I just nake a
conment on these?

DR SHAPI RO  Sure.

DR MIKE | actually like the first one but
| --just some wordsmthing. Should be at |east 25
percent but a single nenber or the second one these
persons may col |l ectively represent only instead of at
least. | think it changes the sense of--see what | am
concerned about is that people wll say, oh, default
condition, 25 percent of all collectively, and that is
not what we really nean.

DR SHAPI RO  No.

DR MIKE So | am maki ng sone suggestions
about those specific words. It sort of turns the
assunption the other way.

DR SHAPIRO kay. W will come back to 5.9
in a nonent if we have a nonent. Let's go on to 5.10.

DR MJRRAY: Mnor. One mnor thing.

DR SHAPI RO  Yes.

DR, MJURRAY: Instead of the word "percent," |

think if we said "distribution” or sonething simlar,
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"the distribution of IRB nenbers with rel evant
expertise." |s that okay? Gkay. But | like the
reconmendat i on.

DR SHAPIRO Ckay. |Is that all right with
everyone? 5.11? FEric?

DR CASSELL: Well, actually the way it is
witten now it does not make sense at the end but how
about "federal guidance should be issued describing how
I nstitutions should nonitor ongoing research," period?

PROFESSOR CHARO  Wul d you take a friendly

anendnent, "how institutions and sponsors shoul d

nmonitor"?

DR CASSELL: Yes.

PROFESSOR CHARO  Thank you

DR SHAPIRO kay. Let ne nake sure | have
that. Institutes and sponsors shoul d nonitor?

DR. MJRRAY: Because the current |anguage has
Institutions carrying out sponsors, which is--well,
occasionally we like to see that happen but | do not
think that is a recommendati on we shoul d nake.

DR SHAPIRO kay. That is fine. Ckay.

That is 5.11. Do you have that, Marjorie?

5.12?

DR MJRRAY: Mnor. Just to tighten up the
first sentence. The first sentence could read "federa

pol i cy shoul d describe clearly the requirenents for
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continuing IRBreview " et cetera. W have
requi renents. W have requirenents descri bing
requirenments. So it is "Federal policy should describe
clearly--"

DR SHAPI RO Requirenents for continuing.
Ckay. Thank you. That is very hel pful.

O her comments on 5.12? 5.13? 5.14? 5.15?
DR CASSELL: Because of the rewiting we have
alternative nodels. It is just as a matter we do not

say what it is alternative to. W have to take that
out and just take the words "alternative" out. Shoul d
permt nodels such as--otherwi se you have to specify
alternative to single institution review or whatever

DR SHAPI RO Wat about if we--why don't we
just say should permt central or lead IRB reviews? |Is
t hat okay? Does that satisfy?

DR CASSELL: Yes.

DR SHAPI RO  Ckay.

DR MJRRAY: | think Trish nmade the proposal
which | liked, so that this would end--would end the
participants' rights and welfare are rigorously
protected. | nean, | thought that was--

DR SHAPI RO The partici pants.

DR MJRRAY: Right, the participants' rights
and wel fare are rigorously protected. Sonething to

that effect. Miintain is a kind of weak thing here.
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Larry rightly said that it does not matter what words
we use, people are going to knock us for it but at

| east we should try to make our intentions clear that
there should be no dimnution in the protection of
human subj ects.

DR SHAPI RO That sounds fine. O her
comments on 5.15? 5.167

DR MIKE Just one point.

DR SHAPI RO Yes.

DR MIKE Are we wedded to a conprehensive
conpensation programor just |leave it a nore generic
conpensati on progran?

DR SHAPIRO | have no--I nean, | do not have
any viewon that. One viewis as good as the other
fromny perspective. | nean just so long as there is a
conpensati on program where we do not need anot her
adj ecti ve.

DR MIKE Yes, | think depending on the
pi | ot - -

DR SHAPIRO That is fine.

DR MIKE --the pilot will tell you what you
are goi ng to need.

DR SHAPI RO Wat you are going to need.
Ckay. That is a good point. Ckay.

Anyt hing el se on 5.167

6.17?
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Ckay. Let's go back now since we have a
little bit of tinme left, let's go back and try to see
if we can deal with 3.4 and 3.5. | think Eric has a
proposal for conbining--aml correct, for conbining 3.4
and 3.57

DR MESLIN. It is not printed out so | wll
read it slowy and nellifluously.

DR SHAPI RO  Menorably woul d be better.

DR MESLIN  "In general the oversight system
shoul d cover research involving human partici pants that
I ncl udes any systematic collection or analysis of data
with the intent to generate new know edge or that
I nvol ves exposi ng participants to mani pul ati ons,

I nterventions, observations or other interactions.”
That was one sentence.

"It should al so protect participants who are
identifiable as a result of exam nation of biological
materials, nmedical and other records or databases.
Federal policy also should |Iist those research
activities that are not subject to federal oversight.
It should also provide criteria for determ ning whet her
a particular study is a formof covered research and
who determ nes whether a research activity is subject
to federal oversight.”

DR SHAPIRO That is a lot to assimlate at

one tine.
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DR MESLIN Ckay. | will be happy to do it
again. Maybe just--1 will break it down into the three
sentences. Actually let's see if we can try and get
anot her version even though | amreading it. Can you
copy it?

"I'n general the oversight system should cover
resear ch invol ving human partici pants that includes any
systematic collection or analysis of data with the
Intent to generate new know edge or that invol ves
exposi ng participants to nmani pul ations, interventions,
observations or other interactions. |t should also
protect participants who are identifiable as a result
of exam nation of biological materials, nedical and
ot her records or databases. Federal policy also should
list those research activities that are not subject to
federal oversight. They should also provide criteria
for determ ning whether a particular study is a form of
covered research and who determ nes whether a research
activity is subject to federal oversight.”

W can get it printed out.

DR SHAPIRO Wl |, speaking for nyself, at ny
advanced age, | cannot quite sign off on sonething that
way because there are too many questions that occur to
me that | can see easily on the page and | cannot see
here. So | think we are going to have to--before we

sign off on this one we are all going to have to see it
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but there m ght be comments anyhow that m ght be
hel pful so those of you who have caught things--Larry,
then Carol and FEric.

DR MIKE | think the first sentence--|

under stand your intent but because you stuck an "or" in
bet ween those it turns out that manipul ations, et
cetera, et cetera, are not qualified by its being a
research project.

DR MJRRAY: Al'l of clinical nedicine would
be covered by that | anguage as | understand it, which
we probably do not want to do. Also in the |ast
sentence we want--rather than who deci des, we want a
process by which is a better--I cannot renenber the
speci fic language but it is not a matter of who, it is
a matter of the process.

DR SHAPIRGO Carol ?

DR GREIDER This is just a mnor editorial.

Rat her than several "also, also, alsos" why not have a
one, two, three like we have in the structure in one of
t he ot her recommendati ons, should, and have the one,
two, three.

DR SHAPIRO  Eric?

DR CASSELL: Well, it is the first sentence
that | find clumsy so | would like to hear it just one

nore tinme while we wait to see it printed. The first

sentence only.
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DR SHAPIRO Eric, the first sentence only.
The "only" underli ned.

DR MESLIN. "In general the oversight system
shoul d cover research involving human partici pants that
I ncl udes any systematic collection or analysis of data
with the intent to generate new know edge or that
I nvol ves exposi ng participants to mani pul ati ons,

i nterventi ons, observations or other interactions."

DR SHAPIRO | amgoing to suggest--1 am
certainly not going to be satisfied with this until |
see it and can |look at it.

DR CASSELL: Although | would like to say a
sentence should not start "in general" |ike that.

DR. SHAPIRO That is right.

DR CASSELL: That should go to the second--
generally and for the nost part as Alistair Maclntyre
woul d say, a sentence should not start out that way.

DR SHAPIRO Well, | do not think we are
going to--we are going to have to communicate on this
one until we get it right. | think we have a sense of
what we want but we are going to have to really
comruni cate to get it right. So let's see if there is-
-do we have anything on--now on reconmendation--1 wll
get to 5.9 in a mnute.

W still--1 amtrying to just identify the

ones on which we are going to have to have sone further
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communi cation in order to sign off onit. 3.4 and 51is
one, whether it turns out to be one or two
recommendations. According to ny list here, 4.2 and
4.3 are in that category because we did not quite get
that | anguage right. So it is 3.4/5, 4.2 and 4.3, and
then the next one is, in fact, 5.9. | wll cone back
to that in a second. And | think that conpletes it.
So there are about five of these that need sone further
attention but let's see what you want to say about 5.9
or what anyone would like to say about 5.9, either the
two categories that are in front of us, two
alternatives that are in front of us or, in fact, you
m ght have--Eric, do you have sonething el se?
PROFESSOR CHARO  There is a third one in
Marjorie conputer that tries to take advantage of the
things that worked in both of the existing versions and
It goes as follows: "IRB nenbership should include
menbers who represent the perspective of participants
and nenbers who are unaffiliated with the institution
and nmenbers whose prinmary concerns are in nonscientific
areas. Al of these nenber categories should be
represented at | RB neetings. For the purposes of both
overal | nmenbershi p and quorum determ nations, these
persons may collectively represent..." No. Wat
happened over here? "For the purpose of both overall

menber shi p and quorumdetermnations..." | guess these
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persons -- "...these persons should represent at | east
25 percent of the IRB." "Should collectively represent
at | east 25 percent of the IRB." Sorry.

DR SHAPIRO This is very close to the second
one of these.

PROFESSOR CHARO Wiat it did is it got rid of
the thing about the--see the--everybody went back and
forth this norning and deci ded they wanted sonething in
t here about overl apping and then everybody went crazy
and decided they wanted to take it out when they went
around the second tine. So what the rewite does is
try to say just explicitly that all of these nmenber
categories should be represented at | RB neetings. That
t akes care of Rhetaugh's concern that we | ose any one
of these perspectives.

And then it says that as a group the people
who neet these criteria--and there is going to have to
be at | east one person representing each of these
categories--collectively they have to represent at
| east 25 percent at the neetings and for the quoruns.

DR, SHAPI RO  Tonf

DR MJRRAY: | think that gets us in a sort of
reasonabl e conprom se here. | woul d suggest as D ane
suggested | think in an earlier that this is where it
I's probably useful to break out, you know, for the

pur poses of nenbershi p quorum one, there should be at
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| east one representative of each of these categories;
two, collectively they should constitute--and then your
| anguage of at |east 25 percent. And | think just--
because this is going to be misread, consistently

m sread and so we mght as well be as crystal clear as
possi ble but I think, Alta, I amagreeing with that
conpromse. | just want it to be presented as
unm st akabl y as possi bl e.

DR SHAPI RO  Larry?

DR MIKE: Mnor editorial thing is that this
shoul d be I RBs shoul d include instead of | RB nenbership
shoul d i ncl ude.

DR SHAPIRO Right.

DR MIKE And I still would Iike you fol ks
to consider nmy change at the end which is these persons

"may" rather than "should" and "only" instead of "at
| east" because to ne it then says you can have a

m ni mal anmount but that is not what we are conveying.
You may not disagree with nme that there is a content

difference but | think to say "only" rather than "at
| east” and "may" rather than "shoul d".

DR MJURRAY: Wuld you read the sentence,
Larry?

DR MIKE: Wll, the sentence woul d be "For
t he purposes of both overall nenbership and quorum

determ nations these persons may collectively represent
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only 25 percent of the IRB."

DR SHAPIRO You want a limt there, is that-
-have | understood this correctly, Larry? You want a
limt?

DR MIKE: No, it is the sanme thing but it is
the sane thing that is saying, you know, because we are
saying they can represent all three categories, then of
course there may be situations where there is al
t hree--when you conbine all three interests there is
only going to be 25 percent of them but what--I amjust
trying to say | think there is a difference to say "at
| east™ versus "only."

DR MJRRAY: Wen you were reading it |
actually interpreted it the other way.

DR MIKE  kay.

DR MJURRAY: | would say nust represent not
| ess than 25 percent of--does that nmake it clearer?

PROFESSOR CHARO | think, Larry, what you
really wanted to say was may represent only 25 percent
but could be nore.

DR MIKE Yes.

PROFESSOR CHARO  And you were not really
putting the phrase "but could be nore."

DR MIKE Yes, that is the only--

PROFESSOR CHARO. So there are two

possibilities. One is we spell out the neaning of "at
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| east” with various phrases that are, you know, maybe
signal it or we could also in the sentence that follows
the recommendati on, again as we have done in so nmany

ot her places, we can say, "This is a floor and not a
ceiling."

DR SHAPIRO Well, | think we are agreed
substantively on what to do here so it is just a
guestion of |anguage. W all agree that it could
easily be nore. That would be quite satisfactory and
even desirable many of us would feel. And so I think
we are agreed on the structure here in what we want to
do and we will try to make sure we get the |anguage
correct but | do not think there is any issue
separating us on this one.

DR MIKE One last thing, Harold, is that
maybe we can conbi ne that but replace the |ast sentence
with the | ast sentence of the first choice with a "but"
a single nenber. Think about that. The |ast sentence
"for each category it should be at |east 25 percent but
t he single nenber."

DR SHAPIRO Ckay. We will pass out final
resolution of this to nake sure you are all confortable
withit. | am sorry, D ane.

DR SCOTT-JONES: | amnot sure we got what |
t hought Tomwas saying just a mnute ago that there

must be at | east one nenber from each of the three
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categories. | do not think that is captured in either

one of them

PROFESSOR CHARO. The third version has it.

DR SHAPIRO It is in the version that was
just--

PROFESSOR CHARO  The third version said that
all three nenber categories nmust be represented at

neetings, at each neeting.

DR SCOTT-JONES. (kay.

PROFESSOR CHARO | forget the--whatever it
was. So it tried to spell that out nore specifically.

DR SCOTT-JONES: Ckay.

DR SHAPIRO And | think we are all agreed on
that issue. W want at | east one person representing
each of these. Ckay.

Fromny tally of things, | think we may have
taken this as far as we can go this afternoon. So we
have essentially approved, | think, in substance really
all the reconmendati ons but we do have sone | anguage
i ssues on 3.4/5 and on 4.2/4.3. And we will pass those
out, | hope, as early as tonorrow norning so that we
can then conpl ete these.

And let nme then review for you what our next
steps are going to be. After getting the
recommendat i ons t hensel ves done, we will go to | ooking

at what is a very inportant part of this report now,
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nanel y what we have cal |l ed "Prol ogue/ Executive Sumary"
together with recommendations out. M hope is that is
a matter of weeks and then the report itself with al
the various things that go with it, which are quite
substantial, in fact, is going to be a question of

nont hs, not before it is on the web perhaps but before
It is out.

So we have nade sone very good progress today
and | want to thank those of you who were able to stick
this out through the whole Iong day. W appreciate it
very much and we will be in touch tonorrow norning so
wat ch your e-mails, everybody because we are going to
have a short turnaround tinme on this.

Ckay. Thank you all very nmuch. W are
adj our ned.

(Whereupon, at 5:03 p.m, the proceedi ngs were

adj our ned.)

* * * * %



