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PROCEEDI NGS
COPEN NG REMARKS

PROFESSOR CAPRON:  Good norni ng, everyone.

W are gathered here in this lovely sybaritic
city to throw ourselves into 48 hours of work. W
begin wth sonme marching orders fromour Executive
Director.

DR MESLIN. Let ne also extend ny greetings
and to thank Bernie Lo, although he is not here yet,
for helping to arrange the San Franci sco neeting.

First, I want to apol ogi ze on Dr. Harold
Shapiro's behal f for not being able to be here today
and tonorrow to chair the comm ssion neeting. He has
been obviously foll ow ng di scussions over e-mail and
el sewhere but he is grateful to Alex and to Alta for
agreeing to chair the neeting in his absence.

Secondly, let ne both extend ny apol ogi es yet
again for experinenting wwth you wwth the briefing book
bei ng sent electronically rather than its custonary
three-ring binder version. | know that it was
difficult for sone to downl oad naterials, et cetera,
but | hope this has not proven too difficult.

Qur staff will be able to assist you in
putting together a virtual book during the course of

the neeting, both with tabs and three-hol e punches and
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the like, if you need that assistance.

The briefing book is |arge enough that you
shoul d be able to set parts of it aside. Today we wil|
be -- this norning focusing on the International Report
and switching over the Oversight Report in the
afternoon, and then reversing that order for tonorrow.

Sonme of the things that did not cone
el ectronically in your e-mail briefing book included ny
Executive Director's report.

The only itemof which I want to bring to the
Commi ssion's attention and the public who are here, and
those who will be reading transcripts, is that it is
our intention following the July neeting that the
I nternational Report be of sufficient quality and
consensus by the Comm ssioners that it wll go out for
a public comment period, a formal public coment
peri od.

That public coment period woul d begin on or
about the 18th of July and woul d extend until the end
of August, approxi mately 45 days.

It will be widely circul ated and di ssem nat ed.

It will be on our web site. W wll post a notice of
this report in the Eederal Register.

W will make copies available to the public in

hard version fromour office and any Conm ssioners or
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nmenbers of the public here who wi sh to nake their
I nterests known in getting copies of that report should
| et our staff know.

It is the intention of the staff and
Conmi ssion that the International Report be as w dely
di ssem nated as possi ble so that we can take advant age
of the public's views on the recomendati ons and the
body of the report.

The tinme line that we have worked out woul d
allow for the Conm ssion to discuss sone of those
comrents at its Septenber neeting and then to,
hopeful Iy, sign off on the final recommendations at the
Cct ober neeting.

The only other thing, M. Chair, is to
mention, as | often do, that we have changes in staff
that are, | think, inportant for Conm ssioners to know.

Dr. Anne Lyerly, as you know from
communi cations, has joined the staff as a G eenwal d
Fellow and Dr. Lyerly is sitting there, and | hope you
will all have a chance to neet with her.

Those are the only major itens in the report.

| can read other itenms but you can see them yourself.
The Stem Cell Volune 3 report -- volune rather --
will be available in July. It is going to the printers

wi thin the next couple of weeks.
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For the public who are here, that is the
vol une devoted to testinony and papers fromreligi ous
schol ars who appeared before the Comm ssion at their
May 7th neeti ng.

Those are ny comments. |f you have any
questions about ny report or any other itens that we
wi |l not be discussing, including, for exanple, Ellen

Gadboi s' Conprehensi ve Legi sl ative Update, al so nmade

avail able to you, please |et us know now or later on in

t he neeti ng.
And that is ny report.
PROFESSOR CAPRON:  Thank you, Eric.
Davi d?
DR COX: | just had a corment. My back

t hanks you because instead of carrying around the

report, | can carry around this. So although | realize

it may be difficult for sone, | really appreciate
getting an el ectronic version.

DR MESLIN: You are wel cone.

PROFESSOR CAPRON:  |Is Trish with us on the
t el ephone?

PROFESSOR BACKLAR  Hel |l o.

PROFESSOR CAPRON:  Hello, Trish. | want to
wel conme - -

PROFESSOR BACKLAR It is actually very
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difficult to hear and it sounds as though -- it sounds

again as though you are under water. You keep going in
and out and I do not knowif it is the phone line or if
it is the systemat the hotel

PROFESSOR CAPRON: It nmay be both but | wll
see whet her anyone can inprove it. 1|s that any better
for you? Not really?

PROFESSOR BACKLAR: Yes. Yes, it is for sone
reason but before when Eric was speaki ng and when you
were speaking until just now, it is as though there
were sort of blips where one heard absol utely nothing
and then it came back on

PROFESSOR CAPRON: Well, we will see whet her
If we all speak directly into our m crophones you are
able to pick us up. | amglad you are wth us because
you are actually our quorum W have ei ght nenbers --

DR DUVAS: Rhetaugh Dumas is on, too.

PROFESSOR CAPRON:  Ch, Rhetaugh. Very good.

PROFESSOR BACKLAR: So you have got an extra.

PROFESSOR CAPRON. W expect, | know, Tom
Murray and Steve Holtzman arriving this norning. And |
assune our | ocal host is sonewhere on the BART on his
way in, and Diane is in the building sonewhere, and
Laurie, also, | hope.

In any case, welcone to Rhetaugh and to Trish



10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

on the tel ephone.

W turn now to Ruth Macklin and Alice Page to
provi de an overview, an introduction, to our discussion
of the chapters that we will be | ooking at today and
tonmorrow of the International Report.

Rut h?

ETH CAL 1 SSUES | N | NTERNATI ONAL RESEARCH

OVERVI EW OF WORK TO DATE

DR MACKLIN.  Thank you, Al ex.

There is not nuch of an overvi ew because you
have all the chapters.

The chapter that still needs to be polished
and revised is Chapter 5. Needless to say, you nust
recogni ze there was a | ot of work between the | ast
neeting and this neeting so we consider that the first
four chapters are in good enough shape pendi ng
di scussi ons and revisions that conme out of this
meeti ng.

Chapter 5 will need a little bit nore work.

Let ne just point out what you have seen
bef ore, and what you have never seen, and what you have
seen part of.

Chapter 1, which is the first itemfor

di scussion this norning, is -- it really is Chapter 1.

It is called "Introduction to Report," but it is a
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full chapter. | apologize to the Comm ssioners that
the introductory chapter cane so | ate because

t hr oughout di scussions it would have been useful to
know where we were goi ng, what the scope was, and what
the justification for that scope was.

However, as anyone knows who has ever witten
a book or a doctoral dissertation, you always wite the
first chapter last so that is why this was so late in
com ng.

However, as currently witten, it should stand
to define the scope, provide a justification for doing
the report, and lay out sone of the basics, sone of the
ternms and sone of the distinctions that we make. So
that wll be the first item of business.

There are no recommendations that flow from
t he di scussion in Chapter 1.

Chapter 2 on "Inforned Consent,"” if you jog
your nmenories, you will recall that it was the very
first subject matter in this report that we di scussed
in very truncated form

What we presented you with back in Septenber -
- Septenber? Septenber, yes. Septenber. No, | was
not here in Cctober. OCh, the neeting was in Qctober.

Exactly.

But we -- there were a series of findings and
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reconmmendati ons, very truncated, and those exist in

al nrost the same form but have been revised in |ight of
di scussi ons at subsequent neetings and especially in
l'ight of sonme of the coments that Conmm ssioners nade
al ong t he way.

So you now have a full Chapter 2 on "I nforned
Consent . "

Chapter 5, which | just referred to, you al so
obvi ously have not seen before. And we will try to
poi nt out when we di scuss the chapter what nore we are
going to do wthit. | wll not do that now but when
we cone to Chapter 5 | will nention sone things that
we know are revisions and changes and additions that
have to be nade.

The two remai ning chapters, Chapters 3 and 4,
are schedul ed for discussion tonorrow. And maybe
sonmeone can explain why there were no copi es of Chapter
3 out there in case anyone did not pick themup. Al
chapters were out there. Maybe they are there now
Eric is going to see.

PROFESSOR CAPRON: | believe they are.

DR MACKLIN. Ckay. Al right. They are
there now Ckay. It is just in case anyone did not
get themor did not have them before.

Chapters 3 and 4 you have seen versions of
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before. The current version of Chapter 3 is virtually
unchanged.

Chapter 4 we discussed at the very | ast
neeting in May. You were sent a revision at the end of
t he weekend followi ng that neeting and it has all been
substantially revi sed again.

So both of them bear sone | ooking at |est you
think that the Chapter 4 that is up for discussion
today is the one that was sent to you, the revised one,
after the neeting.

It is also likely that there will be sone
addi tional revisions of Chapter 3. Let ne just nention
what that process has been.

W sent -- that is a key chapter, both because
of the recommendati ons and al so the descriptive
material, the technical nmaterial concerning different
study designs, research designs.

We thought it inportant before the tine that
the report is sent out for public cormment to send it to
a few key people to ensure that what we say there is
both accurate and credi ble. Accurate in the sense of
the description of the various research designs.

Renenber we had those two panels at the
neeti ng where that was di scussed.

And, al so, credible because we got a little
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i nformal feedback that the reconmendati ons or sone of
the material in that chapter does not accurately
descri be what scientists who do international

col | aborative research actually do.

So we have sent it out to a few key
I ndi vidual s, a couple of whom were people who testified
at our neeting, at the neeting in which the research
desi gn was di scussed, and al so at anot her neeting just
to ensure that what we have there is, as | said,
accurate and credi bl e.

W have begun to get sone responses. As those
responses cone in, it may call for additional revision
of the chapter.

So the only other thing to point out is when
we formul ated the agenda for this neeting, we really
had no i dea how | ong the discussion would be for each
chapter. So | think we should consider the tines
fl exi bl e.

I f everything seens perfectly fine, and | do
not nean the wordsmthing but the principles and the
justifications, then we can probably nove on to anot her
chapter. So there should be sone flexibility in the
tinme.

PROFESSOR CAPRON:  Thank you, Ruth.

Anyt hing from Alice? Nothing additional
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Let's turn then to Chapter 1. As Ruth has
suggested, our nmmjor concern is wth the substance of
each of the chapters we wll be | ooking at, but
sonetinmes | know it is difficult to separate the
substance fromthe presentation, and coments that you
have in that regard will be also in order

As Ruth al so suggests, if the tinme arrives
when we are going too slowy, we nmay need to just focus
in on a fewof the main points. |If we have nore tine,
we wll be able to get nore deeply into the process
since we do hope by the tinme of the July neeting to
have a draft with which we are all confortable for its
distribution for conment over the sunmer.

So | turn then to open the floor for the
di scussion of Chapter 1 and | think it is sensible to
go sort of section by section. So the opening couple
of pages before the first break, we will go through any
comrents that people have there.

Alta?

Pl ease wave your hand so | can see.

CHAPTER 1 - | NTRODUCTI ON TO REPORT

PROFESSOR CHARO First, I want to say how
much | really enjoyed reading this. As | had nentioned
before the neeting began, it actually feels like a

conplete report now and it is a pleasure.
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| found as | read the beginning of the
I ntroduction that | still wi shed to see incorporation
of a background phenonenon that drives part of the
probl em here and woul d even offer to wite sone text to
that if there was consensus that it is pertinent.

And that is that, in part, the problens that
are faced by devel oping countries are created by the
devel oped country governnents and the pharnaceutica
i ndustry's preference for nmaintaining intellectual
property rights on a global scale to the point of
| mposi ng trade sanctions on countries that violate
those intellectual property rights even when those
violations are done in order to manufacture or sell
pharmaceuticals that are needed at a reduced price.

| would like to see that incorporated
specifically because there is a bootstrapping issue in
the ethical analysis here. |f one argues that certain
ki nds of research is perm ssible and certain kinds of
treatnent interventions are permssible specifically
because gol d standard therapies are unavail able due to
expense, then |I think that one has to acknow edge t hat
the expense is sinply not an artifact of nature. It is
an artifact of an international trade systemthat
preferences mai ntenance of intellectual property rights

over affordability of drugs. It may do that for very
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sensi bl e reasons and | am not suggesting that this
report has to be a critique of the international
capitalist system only that we acknow edge that there
is a relationship between the way in which these
probl ens cone about and the analysis that then results
In determning that what we woul d consider here in the
United States to be substandard therapi es nmay
nonet hel ess be tested.

| think that begins to strengthen the
I ntuitive understanding of the dil emmas here of why
sonme people m ght be outraged here of the avenues for
conprom se, including the ones now bei ng pursued by the
U S. CGovernnent, WHO and the pharmaceutical industry
with regard to affordable access to AZT and ot her Al DS
and H V-related drugs. And opens up for the rest of
the report the wider range of the solutions that, in
fact, are being suggested with regard to provision
follow ng research at affordable prices of research
I nterventions that have been devel oped.

PROFESSOR CAPRON: | want to note for the
record our pleasure in having a real, as well as a
virtual, quorumnow with the arrival of D ane Scott-
Jones and Bernie Lo.

Vel cone to you both

DR MACKLIN.  Just a question of clarification
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to Alta.

Chapter 4 goes into those matters in
consi derable detail. Wuld your suggestion be
acconpl i shed by adding the points you nake here early
on or at sone point, and referring then the nore
detail ed discussion to Chapter 4? Wuld that do it?

PROFESSOR CHARO  Yes. | recogni ze that
Chapter 4 discusses it but | do not think it is ever
put all that boldly. And | would be the one person
here in the group perhaps that m ght urge for an even
nore dramatic presentation of the way this dil emm
cones about .

The place where it struck nme, as | was reading
t hrough the chapter specifically, was on page 4. |
hope the page nunbers turn out to be the sane for
everybody. This was a straight printout fromthe
attachnent .

For me it was page 4, towards the top of the
page, just before a paragraph that begi ns "However,
several factors nade it inpossible to use this
treatnent in resource poor countries,” and then
proceeds to tal k about the 076 AZT regine.

Now that is a trial that was marked by
probl ens both of affordability of the gold standard

therapy as well as logistical problens in the gold



10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

15

standard therapy. So | woul d not suggest that we use
that trial as an exanple of one where legally created
financial barriers to access had, in turn, been the
entire justification for the short-course therapy being
tried there. But it did seemto be the natural place
to introduce this phenonenon and the degree to which
there is, | really do believe, a bootstrapping issue
here in the justification of these trials.

DR CASSELL: (Not at mcrophone.) | did not
under st and what you just said.

PROFESSOR CAPRON:  Could I try another -- as |
understand it, the argunent in favor of the short-
course AZT trial was that it was inpossible in these
countries to contenplate the 076 regi nen, the reginen
that was standard. And, therefore, it was necessary to
seek sone different nethod, sone different and cheaper
met hod.

Now, as Alta points out, there was an
addi tional argunment that logistically, and | think in
terns of |local practice -- postpartumpractice, that is
to say --

PROFESSOR CHARO  Ri ght .

PROFESSOR CAPRON:  -- whether it was feasible,
as wth the 076, that the nothers would not breast feed

their children. That was al so probably not possible.
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But let's just limt it for the financial
side. If it were possible for the country to obtain
t hrough its own manufacture but not subject to the
restrictions that require license -- heavy |icensing
fees or whatever, or inportation of the AZT and
anything else that is in that drug cocktail, then it
m ght have been possible for themto have used the
"Western" standard at a rate which was affordable to
themif that were the only probl em

That would then raise a question, (a) do you
need to do -- to look for a | ess expensive nethod; and
(b) if you do, can you now say that the research can be
done using a placebo control instead of the 076's
control where the grounds for using the placebo rather
than the O76 is that the 076 is unavail abl e?

If it is a financial unavailability -- and
that is what | understood Alta to have said.

I's that correct?

PROFESSOR CHARO  Yes.

PROFESSOR CAPRON: Ckay. So that this is not
to be a report on this contentious trade issue. W
have no basis -- this is a report about the research.

And what Alta has said is that the research
I ssue is enbedded in a set of factors, one of which

derives fromthe way in which Anerican conpani es and



10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

17

maybe European conpani es --

PROFESSOR CHARO I nternational conpanies.

PROFESSOR CAPRON:. I nternational conpanies --
restrict the marketing at sonething nuch closer to cost
of the drugs or the restriction on other conpanies --
countries setting up manufacturing plants to
manuf acture themat a cost that they can afford.

Now that is what | understand to be the
franework as to how you want to introduce this. |Is
that right, Alta? |Is that basically --

PROFESSOR CHARO Yes. Wiat | would like to

get at is the degree to which this can strike people as

being very unfair. It is as if, Eric, | were to tell
you that you may not purchase -- you nmay not get
antibiotics fromme for less than $100 a pill. You
cannot afford it at $100 a pill. You could, in fact,

make it or bring it in fromsonme other place for $2 a
pill but I wll not let you do that and if you do that

| amgoing to i npose trade sanctions on you. This is
j ust what happened to South Africa.

But now since you cannot afford antibiotics
because they are $100 a pill, on that basis it is now
ethical for us to try garlic for the control of
I nfections because you cannot afford the gold standard

so we will try a second best.
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This is the dilenmma that these countries have
found thenselves in. This is why they have been going
to the international arena to debate the TR PS
Intell ectual Property Agreenent and why WHO has been so
active trying to carve out exceptions for necessary

phar maceuti cal s.

PROFESSOR CAPRON: | have Eric and then
Ber ni e.

DR CASSELL: Well, there is no argunent about
the fact that it is unfair. | do not -- there is no

argunent about its being unfair or that it is not
unfair just because of the United States or because of
i nternational corporations.

The question, it seens to nme, is not is it
unfair and because it is unfair that does not count,
which is -- actually what | amsort of hearing is
because of this particular peculiar unfairness, we
cannot tal k about that aspect as we discuss the
research. That is the environnent in which the
research i s done.

If you say, and you might very well say, the
whol e project, |like Bernard, the whole project is
unet hi cal because that country stands no chance of
benefitting fromthe research, never mnd they do not

have the drug. They sinply cannot benefit at all.
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There is no health benefit that will conme to themfrom
this research done in their country. That is an
argunent because that is the environnent.

But | am havi ng troubl e understanding. Wat I
hear you doing is separating that el ement out as
though, in fact, it could be separated out, and | do
not see how it can.

PROFESSOR CAPRON:  Bernie, would you yield to
a response by Alta?

Ata?

PROFESSOR CHARO  Two things. | do think
actually it can be separated out sonmewhat because, in
fact, there are international responses that are
avail able to this very point.

An exanple of that is the negotiation that has
gone on between South Africa, the United States, the
phar maceutical industry, specific conpanies in the
pharmaceuti cal industry that has recently yielded a
change in the rigidity with which intellectual property
rights were going to be protected with regard to AZT.

So in the area of AIDS, due in part to WHO
I ntervention, political action, et cetera, there was,
in fact, a change in international policy to nmake those
drugs affordable, which, in turn, will, in sonme cases

and in some countries, change the equation of what
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ki nds of research is appropriate now that the drugs are
somewhat nore affordable than they had been.

But even nore centrally, | think that |ater as
we get into the report and into places |ike Chapter 4
where we have debated the degree to which conceptions
of distributive justice affect our understandi ng of
what shoul d be nade available followng a trial, |
t hi nk an awar eness of the acknow edged unfairness
behind the | ack of access to first -- kind of first
order therapies is inportant, because when we debate
whet her we think that continued access to the second
order therapies is an essential elenent of an approve-
abl e protocol, whether it is because it neans that the
ri sk/benefit analysis is now adequate, or because it is
sinply an i ndependent obligation

| think that our discussion is likely to get
nore pointed as we realize that failing to nake even
the second order therapy accessible after the research
I's done just kind of conpounds the unfairness.

First, they cannot afford the first order
t her api es because we are nore concerned about
intellectual property rights than we are about
accessibility to inportant drugs.

And now we are going to go ahead and justify

research on second order therapi es because they cannot
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afford the good stuff.

And now we are going to say, on top of that,
t hat havi ng done the research on the second order
t herapies, we are not going to insure that there is
access to it at affordable prices for the long-term

At a certain point | think people will sinply
find that there is revulsion at the notion that this is
all acceptable in the nane of ethics.

So | want to get us started off with a notion

of outrage. | guess | want us to be outraged to begin
Wit h.

DR CASSELL: ay. Then I -- just one quick
thing. Then let it be outrage. | think that is where
It should stay. It should stay as a statenent of
out r age.

PROFESSOR CAPRON:  Bernie, and then Bette.

DR LO | also think there are inportant,
sort of, scientific and research issues which we need
to try and keep cl ear

| agree with Alta and Eric that there are
real, sort of, issues of ethical outrage against --
with regard to the unaffordability of drugs in
devel opi ng countri es.

But | think we need to point out that we are

citing things with the hindsight of having had
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random zed pl acebo-controlled clinical trials in a
Third World. And at the tine that the Thai study, the
short-course Thai study was done, there were real
scientific issues in addition to econom c and financi al
I ssues.

I think we cannot oversinplify by |osing sight
of the fact that there are real issues with regard to
whet her intravenous or whether oral AZT was equi val ent
to intravenous AZT peripartum

In retrospect, we say, "Ch, it should have
been obvious." At the tine | do not think it was
scientifically obvious at all and | think to sort of
overl ook that over sinplifies things.

There are real concerns about -- in many parts
of the world in addition to breast feeding being
standard care, wonen do not present for prenatal care
as early as they do in the United States. So the
ability to use the 076 reginen is conpromsed if wonen
do not cone for prenatal care early in pregnancy.

Again, in retrospect, we go back and say,
"Well, you know, there is evidence even fromthe
original 076 trial that a little AZT is better than
none. "

Those ki nd of post-hoc anal yses sinply are not

acceptable as a matter of scientific validity. It is
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suggestive but the thing that is standard of, sort of,
evi dence-based nedicine in this country is you then do
a second study to say whether the insight you gain from
t he post-hoc analysis holds up in a prospectively

desi gned st udy.

I think obviously passions run high here but I
think that where there is sort of legitimate scientific
uncertainty we cannot sort of just sweep that aside and
say it is so outrageous that people cannot afford this
that we | ose sight of the fact that it was not clear
bef ore sonme of these studies were done what was
effective in those circunstances and what was not.

| think another related point is that a | ot of
the argunent in this paper suggests -- in this report
suggests that everything needs to be worked out in
advance.

| would argue that a |lot of the reason that
there is so much pressure for using AZT is the fact
that a convincing study was done and w t hout that study
| think it is not at all clear that there woul d have
been so nmuch pressure.

So to say that everything has got to be worked
out in advance overl ooks the fact that sonetines a
pi votal study creates both scientific but also sort of

political nmomentumto change a policy that otherw se
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woul d have been accepted w t hout questi on.

So | think that outrage is fine but we should
not | et our outrage override sort of what woul d be
considered to be rigorous scientific evidence.

PROFESSOR CAPRON: Bette?

M5. KRAMER  The problem | have wth it is
that the outrage -- fromny perspective, the outrage is
not just in this particular area. The outrage is
really the whole set of circunstances in which these
countries and the people who Iive there find
t hensel ves.

And | do not say that this should not be
nmentioned but to single this out as a focus of the
outrage, | think, is going to give the report -- it is
going to look as though it is set out to oppose this
particul ar area as opposed to stating what the
situation is and that these are the circunstances in
whi ch we find ourselves.

Thr oughout the report | had a problemwth the
fact that we are trying -- we are working so hard to
better the condition of these popul ations. Not that |
do not think it should be done. O course, | do. But
| kept thinking to nyself but, you know, we have such
terrible situations here around these sane issues in

the United States.
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It seens as though there is an inequity in the
focus that we are putting on this. It is not that we
do not nmention that there are those problens in the
United States, but this seens to be the target of our
concern, as is appropriate in this particul ar paper,
but it is just that we pay lip service to what is here.

| had a probl emthroughout the report whenever
there was a reference to the fact that in the United
St ates nost people were able to get the drugs and
prescriptions, whatever, that they need, the care, the
nmedi cal care that they need because that just is not
true. And to say that through Medicare or Medicaid
they are available, that just is not true.

So | think that the report could benefit very
well in the introduction froma description of a fuller
description of all of the circunstances in these
countries that create problens and | think that that is
really just one of them

I think the people who are picking the report
up, who do not have the background, that will be very
hel pf ul .

PROFESSOR CAPRON:  Arturo?

DR BRITO First, I want to say thanks to
Ruth and Alice for the incredi ble anmobunt of work they

have done, and | really think it is com ng together.
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| was telling themthis norning, | thought,
you know, we are al nost there but then, of course,
different issues were going to be raised this norning.

As we all know, there always are.

| amin favor of Alta witing a piece in here
because | would like to see it in witing a little bit
nore clearly.

The only request | have, Alta, is that when
you do it, if you can mnimze the 076 trials within
that witing. That is one side note | had witten
about this.

In here it is not real obvious that this is --
even though | understand the reason that this
particular study is cited so often in this report, in
this chapter, in the introductory chapter, it al nost
gi ves you the sense that this is what this whol e report
i s about.

So I would suggest to Ruth if you could
sonehow nake it a little nore obvious to the new reader
that this is just one exanple that provides all these
di fferent caveats.

Bernie, the one thing | did not agree with
what you said, even though | agree with nost of what
you said, is the 076 trials, it was not -- it was --

one thing was real clear, is that a placebo trial was
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not going to work.

| want to nmake that distinction clear because
| had a hard tinme with the justifications and
rationalizations to use placebo arns of 076 in under
devel oped countries when it was al ready known that
those were not going to work, so that is one thing |
want to make a little clearer

And that, also, nakes ne think about why I
think we need to try to mnimze as nmuch as possible
this 076 trial because there is a |ot of controversy
surrounding it and we do not want themto get the
flavor of this report is about that trial.

PROFESSOR CAPRON:  Jim then Bernie and Bill.

DR CH LDRESS. Let nme join the chorus of
praise for Ruth and Alice. | think their work has
really been quite inportant and they have really been
able to nove us along in developing what | think wll
be in the end a fine report. | amsure wth sone
difficult steps along the way yet to be taken

If we draw a distinction between the general
context for a debate about a variety of protocols in
the international |evel and a particular context for a
particul ar protocol such as AZT, a short-course trial,
| think what Alta is pointing towards i s sonething that

really has to be part of the general context and it nmay
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or may not have particular bearing on this protocol
that is enphasized in this section.

| would really like to see her draft it and
| et us discuss it because | think it really would be
good as part of the context in which sone of the
di l emmas ari se.

Berni e's suggestions really relate nmuch nore
to the particular protocol that is discussed here and |
think they are very inportant and shoul d be included as
wel | .

So you are recommending to fell ow
Conmi ssioners additional drafting but I think both of
those would add to this proposed chapter.

PROFESSOR CAPRON:  Berni e?

By the way, Trish and Rhetaugh, just say hands
up when you want to get in the queue.

DR DUVAS: (kay.

PROFESSOR BACKLAR: | am having difficulty
hearing. | can hear you, Alex, but | am hoping that
ot her people will nake sure they speak very clearly
into their m crophones.

DR LO | wanted to pick up sone conments
that Bette nmade, which | agree with very strongly.

There are in a nunber of places sort of a tone

of noral snugness about the |anguage which | think
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really needs to be taken out.

The problens that devel opi ng countries face
are very largely the problens in this country,
particularly with regard to H V.

On page 10, | think, the description there of
what is happening in the U S. just is not accurate.

| mean, to second what Bette said, it is just
not true that nost people in this country, certainly
not a lot of people with H'V, have access to adequate
care. Medicaid often does not cover in nmany states
state-of-the-art chenotherapy for HV. 1In the states
where it does, it is only because of trenendous
pressure brought by Al DS advocat es.

More to the point of this report, there is a
| ong and di sgraceful tradition in this country of using
poor uni nsured people for clinical trials.

The WAl| Street Journal ran a feature series a
nunber of years ago on a drug conpany in Indianapolis
that recruits honel ess al coholic people for Phase |I and
Phase Il drug trials because they are attracted to
rel atively | ow conpensation that you cannot get other
people to sign up for. And after those trials are
over, they do not have access to nedical care. They do
not have access to the drugs.

So | think that all our points are valid. W
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just have to say that our sane ethical outrage that we
are saying exists for discrepancies in devel opi ng
countries has to al so be focused on the discrepancies
to the systemin this country.

The Europeans | augh at us when we take these
positions because of all the industrial countries, we
are the only one that does not provide sone sort of
uni versal health care.

So that | think that for us to be taking the
position of pointing fingers w thout recognizing that
I n our country we have many of the same problens, it
just does not strike the right sort of noral tone. |
think we should -- you know, we can neke the sane
poi nts and just include ourselves in the criticism

PROFESSOR CAPRON:  Bil I ?

MR OLDAKER First, | want to identify nyself
with Bernie's remarks. | really agree whol eheartedly.

Alta, | agree that it would be very good to
have you do a draft here but | would suggest that when
doing it that we not tilt too heavily at the
intell ectual property windmlls, realizing that they
are extant and we are not going to have a whole lot to
do with that.

Second, recognize that while a conprom se was

reached in South Africa or Southern African, recently
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there was a pricing conpromse. It was not an
i ntell ectual property conprom se and that, you know, we
just want to be correct on those facts so that they do
not cone back and bite us.

| think that we have to realize that
conprom ses |like that al so cause conplications here,
getting back to Bernie's statenent, at |east where
live in Washi ngton and dealing with the political
wor | d.

Now there are cries saying that if the pricing
I's changed for AZT in South Africa, why is it not
changed in the United States for the people who cannot
afford it here?

So really conplicated conundrunms cone out of

this and I do not knowif they are totally ethical but

they are certainly -- they do rai se outrage.
Now on a very mnor point -- no, actually a
maj or point to start with. | want to conplinent the

staff on doing a great job of putting this together.
But on a m nor point we nentioned Puerto Rico
as a country where an ethical |apse occurred in the
"50s. | think we should keep in mnd that Puerto R co
Is part of the United States and it is not a separate
country. It is a mnor point but, you know, just for

t he poi nt of accuracy.
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PROFESSOR CAPRON: Al ta?

PROFESSOR CHARO  First, | wll go ahead and
try to wite sonething up and will obviously circul ate
it by e-mail to the Conmi ssioners for their comments
and will make sure that it accurately reflects the
ki nds of conprom ses that have been devel oped as wel
as the negotiations now about future interventions by
VWHO on the interpretation of the TRIPS agreenent wth
regard to exenptions for countries that need life
saving or health preserving pharnaceutical s.

| think that in [ight of Bette's comments, as
well as Bill's, that there is sonmething we m ght
consider, Ruth, adding to Chapter 1 as a way of setting
the stage for this report.

As | glanced through it again, | realized that
for people who have not had the opportunity to travel
in really poor countries, there may not be a kind of
vivid i magi nation of the range of obstacles that are
faced by people there who are trying to get health
care.

Real | y concrete exanples com ng out of the
contractor reports that we have may hel p us because it
allows for the kind of conplex presentation that Bette
wants where you are tal king not only about the cost of

drugs but problens rangi ng from i nadequat e war ehouse
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facilities so that the drugs that you have rot on the
docks before they actually get to the clinics, the
absence of professionals, the difficulty with roads to
get to the clinics, the difficulty of getting to
clinics multiple times, phone service is chancy so that
you cannot followup with people easily. | nean, al
of these contribute.

M5. KRAMER  And the cultural part as well.

PROFESSOR CHARO. All of these contribute to a
situation in which a variety of therapies that work
here will not work there.

| absolutely understand that the pricing is
only one of many elenents but it is an inportant
element and | did want to nmake sure we highlighted it.

Finally, on the conparisons with the United
States, and the suggestion that we have the sane
problens in the US., it is fair to say we do. W
certainly have themon a smaller scale but we do have
t hem

In sone ways, | think we mght be able to take
advantage of that fact to say two things in the report.

One of which is already there and one of which could

be added.

One thing that is there is that we do not have

t hese problens on the sane scale and that |eads to
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di fferent kinds of conclusions about what is really
appropriate in devel oping countri es.

The second thing is to play upon the fact that
al though we used to have a tradition of using the
uni nsured poor in charity hospitals as research
subjects, we noved away fromit. To note that when the
Vall Street Journpal covered that recruitnent process
t hat focused on honel ess al coholics, it was scandal ous,
not ethically justifiable because it was in the world
of kind of a Libertarian analysis that the best
possi bl e deal that a rational al coholic honel ess person
could nmake in terns of earning a few dollars in
exchange for serving as a research subject.

The fact that we view these things as outrages
here in the United States and that they get reported
this way in the Wall Street Journal should point to our
viewng it as an outrage when we thrust the sane kind
of thing on other people who are in simlarly
constrai ned circunstances.

And that may take care of the tonal problem
and kind of present the U S. and the conplexity that it
has.

PROFESSOR CAPRON: | have Eric and then Jim

DR CASSELL: Well, | just want to point out -

- | mean, there are certain things that do not get
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resolved in a discussion and this is one of themthat
wi |l not get resol ved.

Yet it is not the purpose of this report to
resol ve that particular discussion. It is to go ahead
and make reconmendati ons about research in
international climtes, and so what we have to do is
make sure that every chapter of this goes and underlies
the ultinmate recomendati ons.

If there is a disagreenent, it really
represents the point of view of not just you but lots
of people, and not just Bernie but |lots of people, and
so forth. The points of view should be put there so
that we do not at that -- early on, at |east, have to
take a position about which one of these do we believe
I n.

There is no way to justify. |If two percent of
this country's population is unable to get nedical care
and 100 percent of some other, it does not nake any
di fference.

What we ought to be doing is laying out the
argunent, including the stronger points that people
make, and going towards a set of recommendati ons that
we think can be justified in the face of disagreenents
and so forth.

PROFESSOR CAPRON:  Ji n?
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DR CH LDRESS: | agree with sonme of Bernie's
concerns about tone and the snmugness and so forth, and
we wll need to work on that.

But, | guess, Bernie, in |ooking at the
par agraph on 10, which | believe you described as
I naccurate, | amnot sure if there is anything there
that -- other than a tone nmatter that we woul d consider
actual ly inaccurate.

I f we distinguish between "universal access to
heal th care" versus "adequacy of the level of health
care," it seens to nme the kinds of clains being made
there are sound ones.

But | wondered if you had sonething particul ar
in mnd in that paragraph that you felt ought to be
chal | enged?

DR CASSELL: The word "mgjority" and you
cannot argue as long as you say "majority,"” but that is

DR CH LDRESS. That is right.

DR CASSELL: -- not Bernie's concern. It is
not that the nmajority gets it, it is the size of the
mnority that does not get it.

DR LO Yes. | think it is one of those --
that sentence is literally true but it |eaves out the

sentence -- a couple of sentences that follow it say
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but on the other hand a sizeable mnority gets either
no -- virtually no nedical care at all or clearly
substandard care by the standards of care in the U S

You know, again | just think that, you know,
what we see with Medicare patients who have to pay out
of pocket if they are not in an HMO, and Medicaid is
just really spotty, and HV is probably one of the
wor st di seases for coverage.

PROFESSOR CAPRON:  If | may inject a conmmrent
her e.

| have heard a lot this norning which would
support the foll owi ng suggestion, | believe:

| think we need fromthe very begi nning of the
chapter to be a little nore direct in |inking what we
are tal king about here with the human subj ects
regul ati ons that already exist, which, of course, talk
about a process of IRB prior review and tal k about
three basic principles. A favorable risk/benefit
ratio, infornmed consent and justice in the selection of
subj ect s.

| think we ought to begin not as you do now,
Ruth and Alice, talking about |ingering concerns and so
forth. This kind of | anguage tries to suggest by
indirection what | think we can say right up front,

which is the United States Government and private
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phar maceuti cal conpanies spend billions of dollars a
year in research and a sizeable portion of that goes to
research invol ving human subjects. Mst of that
research that they sponsor is conducted in the United
States but sone of it is not.

The question is, does research that is
conduct ed abroad rai se any questions or concerns as to
whet her the standards whi ch have been established in
this country are being followed in those countries or
whet her there are barriers to the inplenentation of the
systemthat we have here in those countries.

| would then think we could catal ogue the
reasons why conpani es m ght conduct research abroad.

One woul d be such research nmay be necessary to
get the regulatory approval for the sale of the drug in
that country.

Anot her may be that the condition is sonething
whi ch occurs frequently in that country and
I nfrequently in the devel oped country.

But there nmay be ot her reasons.

One of those reasons woul d be that although
prevalent in both countries, the condition is nmuch nore
preval ent in the developing country nmaking it easier to
recruit subjects and, therefore, easier to carry out

the trial
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Now many of these points, by the way, Ruth and
Alice, many of these points are in the report but I
think they could be stated right at the begi nning of
the report and in the chapter quite straight forwardly.

Anot her reason would be that the cost of doing
research m ght be | ess.

Anot her reason m ght be that the research
coul d be done with fewer regul atory burdens.

Not all of these reasons rai se concern.

Certainly the first that | gave does not raise
any particular concern. You got a drug that is
approved in the United States but Pakistan will not |et
you sell it there until you use Pakistani subjects if,
that is the case.

Sonme of those concerns, however, give rise to
concern within the existing U S. regul ati ons.

And, as | think has been pointed out by Bernie
now, if research were done only on poor people, not
only whose consent is |less free but whose access to the
products of the research are very doubtful, both
concerns about justice in the selection of subjects and
concerns about a favorable risk/benefit ratio are
I nplicated, and the sanme would be true if that research
were exported to another country sinply because it was

easier to recruit people there.
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And | think we can nmake these kinds of
statements. | would |like to see them nade nuch nore
straight forwardly.

| would then say these are not theoretical
concerns. There have been for nany years exanpl es of
research that has been conducted in other parts of the
world. And, | agree with Bill, we have to note that,
of course, Puerto Ricois aterritory of the -- a
Commonweal th.  But in 1955 --

DR, OLDAKER  1948.

PROFESSOR CAPRON:  Thank you. 1948. A
Commonweal th but not a state of the United States but a
part of -- an extended part of the United States.

But | would actually ask our group now or
ot herwi se, do we have no ot her exanpl es between 1955
and 1996 or '97 of research conducted in Third Wrld
countries?

Wiile it is true that we do not want to nake
this a report about the 076 reginen, it is also true
that the issue was crystallized as a public issue for
researchers in the United States and for governnent
agencies wth the publicity around the short-course AZT
trial in Africa and, | guess, in Thailand as well.

Those events made it, | think, clear to us

that the entire issue of research in devel oping
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countries was one that deserved our attention as a
separate itemon our agenda, not just as a footnote to
our overall exam nation of research regul ati on.

If we gather several other exanples so that
you have a very -- a page just giving a little sequence
her e.

Now when we get to the contraceptive trial, |
do not think it is worthwhile doing what is done now,
which is to say, "Wll, actually the federa
regul ati ons were not in place then so this was not
strictly a violation of the regulations,” and so forth.

The point about it is judged by ethical
standards, a trial in which wonen, particularly
Cat hol i ¢ wonen who, of course, for whombirth control,
as such, was a doctrival issue, were the subject of a
trial in which, as subsequent exam nation showed, there
was a lot -- there was not a lot of clarity apparently
for them about what exactly was going on or the nethod
that the contraceptive would use. Mich I ess a question
of if it did not work and they becane pregnant,
obvi ously these were wonen who were not in a position
then to end the pregnancy given their own beliefs and
t he circunstances of their country.

It certainly raises questions about that

sel ection or that group of subjects.
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| suspect that if we |ook through the Annals
of Research we can find a few ot her exanpl es between
1955 and 1996 that woul d raise that question.

| do not think we have to say that these were
conducted in violation of existing regul ations.

The point is not to try the people who did
that. It is sinply to give an indication that these
probl ens, the problens of exporting research, are ones
whi ch have been around for a while.

But | would prefer a nmuch nore straight
forward description of the ways in which the issues
here connect to the existing precepts, the Bel nont
Principles, if you wish, right fromthe begi nning.

Is that --

DR. DUMAS:. Rhetaugh has her hand up.

PROFESSOR CAPRON.  (Ckay. W have Rhetaugh and
then Eric has his hand up, and then Arturo.

DR DUVAS: | would |like to underscore the
statenent and the suggestion that has just been nade,
and | hope we will not lose it.

| think it is inportant to be straight forward
and to have such statenents right up front, and | think
t he context should be laid out very clearly.

And | think what | am hearing you say is that

the context is the regulations for the protection of
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human subj ect s. And then the issues, the ethica
I ssues that arise, can be laid out.

| had sonme concern because it seens as if the
exanpl es over shadow the other major points in the
report. And if we turned it around the way that is
bei ng suggested -- who was that who just spoke? Al ex?

PROFESSOR CAPRON:  Yes.

DR DUVAS.: Yes. The way that you suggested
woul d take care of many of the concerns that | have
about the perceived enphasis being on violations
particularly having to do with H V/ AIDS and Al DS
treatnent and what have you. And that is not the ngjor
thrust of the report. The major thrust of the report
Is the protection of human subjects.

So | would like to underscore your suggestion,

Al ex.
PROFESSOR CAPRON:  Thank you. Ckay.
Eric, and then Bette, and Arturo.
DR CASSELL: Wwell, follow ng up on what
Rhet augh said. | think one of the solutions to this is

to nove the section on page 15 through 19,

"Responsi veness to heal th needs of popul ation," which
I's our major -- one of our central points that we are
trying to get across -- nuch further forward, and

opening with just sone introductory material and go
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right into what we believe is an absol ute essenti al.

And then we can discuss individual instances
whi ch have failed to do that, as well as having perhaps
other nore or |ess egregious difficulties.

But if we do that, we go into a positive note
right away. W are able to get in the difficulties of
the previous research. W are able to solve the
probl ens that sone peopl e see nore outrageous than
others, but still everybody having difficulty because
we have stayed on the positive thrust of the report.

PROFESSOR CAPRON: Bette --

DR CASSELL: And it is already witten. That
is another big advantage. It is already witten.

PROFESSOR CAPRON: Right. Ckay.

Bette i s passing.

Eric or Arturo?

DR BRITO | agree with what Eric just said
and | had raised ny hand because | have sone comments
that -- about particular sections that | think adding a
sinple one or two or three sentences to those areas
would really help with one of the problens that Bernie
poi nted out earlier about the noral smugness of this --
or what appears to be that tone.

One of themis that what is now page 17 on

this, is when you -- when it is discussed about the NIH
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and the CDC, | think in here, and the other federa
agenci es, how they have done all this research, what |
found striking was that what is lacking is the fact of
how resource poor countries have benefitted from
research by this country.

More in the tone -- you know, there is no
sentence saying that there is -- and then by -- sone
statenent of the order of sw nging the pendulumtoo far
one way could actually put people in resource poor
countries nore at risk.

So | would like to see sonething to that
nature in there sonmewhere.

| had other coments but | do not know if I
should -- if anybody el se has their hand raised or
sonething -- in different areas of the report.

PROFESSOR CAPRON:  You can -- different areas
of the chapter you nean?

DR BRITO | nean of the chapter.

PROFESSOR CAPRON: | think we have fairly
substantially departed fromny initial suggestion that
we wal k through it section by section so | think you
can feel free.

DR BRI TO kay.

PROFESSOR CAPRON. W have got about 15

m nut es by our schedul e.
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DR BRITO This is a very quick suggesti on.

One page 7, also, where it is discussed about
the growth of research conducted by for profit
organi zations. If | -- ny recollection is correct, we
heard sone conments, and | agree with these coments --
| cannot renenber who it was that said it, but the
academ ci ans are not exenpt from being notivated, not
necessarily by financial gains always but by other
t hi ngs.

So |l think it would be nice to put sone
sentence in there stating that people in academa --
whil e they are not under the sanme financial
notivations, they have other notivations that have in
the past and in the future can still nake them do
unet hi cal research, et cetera. Because here it al nost
sounds like we are picking a little bit on the for
profit organizations.

So once again a sentence or two in there to
say sonething to that nature.

PROFESSOR BACKLAR: | have ny hand up.

PROFESSOR CAPRON:  Trish, why don't you go
ahead?

PROFESSOR BACKLAR: | am just concerned about
what Arturo said considering what has been going on

about academ cs having financial notivation at the
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nonent. So | think one has -- we have to be very, very
careful on how that is put out -- put down.

PROFESSOR CAPRON: Coul d you be nore specific
about the --

PROFESSOR BACKLAR: Wl I, | amjust thinking
about the recent discussion and that Marcia Angell has
been tal ki ng about academ cs being -- having
connections with -- being nmuch nore notivated for
financial award than heretofore because of their
connections to industry and so forth.

DR DUVAS: Can | conment on that? Rhet augh.

PROFESSOR CAPRON:  Yes.

DR DUVAS: This is Rhetaugh. Can | conmment
on that?

PROFESSOR CAPRON. Pl ease go ahead.

DR DUVAS: | do not think that we want to get
into issues of nmotivation. | think we want to stick
with whether or not the intent of the regulations to
protect human subjects are being conforned to.

| think we would be in trouble to try to deal
with issues of notivation. | do not -- ny own feeling
Is that | amnot as concerned about the notivations. |
am concerned that whatever notivates researchers to do
the research in the foreign countries that they carry

themout in an ethical nanner.
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PROFESSOR BACKLAR: | agree. | just was
concerned about refuting a remark that Arturo just
said. That is all.

DR DUVAS. (kay.

PROFESSOR BACKLAR: | agree.

DR BRITO Can | nmake a comment about that,
Rhet augh?

On page 7, the chapter between lines 7 and 18
talks and inplies that notivation can | ead researchers
to do unethical things, et cetera.

But the tone of it is it is picking on the
for-profit organizations and | think to be fair if we
are going to include sonething like this, we al so have

to say that unethical research can also be done in

academc settings. That is all | amsaying. So we
either include it, you know -- if we are going to say
by "for-profit" organi zations include the -- what the

constraints they are under and notivate themto do
certain things, we also have to do academ cs in there.
PROFESSOR CAPRON:  Ckay. Shoul d we | ook at
this just for a nonent and nake sure that we are all on
the sane page so that the staff knows what we want done
her e?
W have Troy Brennan's statenent, which tal ks

about the growmh of for-profit research and a
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concom tant enphasis on market principles. Now as |
understand that, that can have two rel evant inpacts.
One is the choice of what things to -- what
di seases to study are influenced by whether or not
there is an economc pay off for doing so. 1Is that a

fair reading of what he says, Ruth and Alice, do you

t hi nk?

And another is that --

DR BRITO Lines 11 and 12.

DR MACKLIN. Well, the next -- the very next
sentence explains what that is supposed to -- what --

t he neani ng.

PROFESSOR CAPRON. Right. Right.

DR MACKLIN. That is the enphasis created
greater pressure for efficiency, which nay produce
conprom ses. That is any tine --

DR BRITO VYes.

DR MACKLIN. -- efficiency becones a goal
then other things nmay be overl ooked so it is just
explained by that. | nean, if you want nore said, |
suppose, it could spell it out but it is --

PROFESSOR CAPRON: Wl |, ny inpression of
federally funded research is that the federal
governnment does not regard research dollars as

infinite.
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Therefore, in |ooking at a way research is
designed, an efficient design of a research project is
a relevant and an appropriate thing to look for. If a
study section sees sonet hing which goes about answering
a question in a way which does not make good use of the
resources, it is considered | ess good science than
anot her project |ooking at the sanme question which
would do it nore efficiently.

So | do not think that market principles alone
| ead towards a desire for efficiency.

| had understood the point that Arturo was
rai sing and that gets raised is whoever is conducting
the research, if their own desire to receive the
research funds is great enough, if they are in the
position that they are being expected by our system
and perhaps by the subjects thenselves, to play sone
sort of nore disinterested protective role for the

subjects, that role nmay be conprom sed, and that is

what the --

DR BRITO  Yes.

PROFESSOR CAPRON:  -- that is what the word
“conprom se" here -- that role as a nore disinterested
per son.

But let's face it. The person who is | ooking

for tenure or for the Nobel Prize may have a notivation
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at | east as strong as sonmeone being paid a generous
anount by a research conpany to cut a corner, and that
Is a risk that always exists.

W can see it nore easily because nost of us
are nore aware of "filthy lucre" as the drive towards
unet hi cal conduct than other things. But people -- and
| agree wth Rhetaugh. | do not think we want to get
into i ssues of notivation as such. W want to get into
I ssues which involve the protection of human subjects
and just be clear that people when they wear two hats,
whet her the hat is a drive for research or a drive for
noney, in addition to their hat as the physician with
sonme role vis-a-vis the research subject, that is when
we have to have other protections in place to nmake sure
t hat sonebody who does not have that particul ar
conpr om se.

In the international area | have seen this in
this report as raising the concern what about the other
peopl e such as governnment mnisters or the people who
run the academ c research establishnment in the country
who also are in a position of having a second
notivation. That is to say if the conpany says, "Well,
we wWill build a research facility and | eave it behind,
or we will train some of your staff in our country and

bring them back better trained,” or any nunber of other
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ability to have sone

ng to look at this with

cl ear eyes and nmake sure that the appropriate bal ance

of risk and benefit and the sel

ection of subjects in a

just fashion has been carried out.”" And that seens to

nme a question that we can ask.

Bette?

M5. KRAMER  Yes. Apropos of that, | think we

need to be careful, in general,

t hr oughout the report

not to bash for-profit conpanies acting according to

market principles. | think that that would be a

m st ake.
PROFESSOR CAPRON: Al
PROFESSOR CHARO,  Thi

[ittle bit to what Al ex was tal

ta, and then Bill.
S is going to return a

ki ng about earlier in

terns of a presentation in Chapter 1 of material that

appears el sewhere.

H s suggestion that t

here be a kind of

cat al ogue of the reasons that may | ead to conducting

research abroad, which, in fact, appears in another

chapter as a kind of list, coul

d be suppl enented with

each particul ar reason presented with an exanple so

that the trials in the Commpbnwealth of Puerto Rico

woul d be presented at a nonent

in which one is
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catal oguing that in some cases there is an interest in
running trials abroad because there is a perception
that it is easier or nore efficient.

The exanpl es you give of a different kind of
contraceptive, and I do not recall if it was an
Injectable or an IUD, | forget what it was, as well as,
| think, a nmalaria intervention -- there were a couple
of other exanples of things which never appeared in
those countries until 10 to 20 years after the trials,
and after they had appeared in the First Wrld despite
havi ng been tested in the Third Wrld -- m ght appear
i n conjunction with the nonent when you catal ogue yet a
di fferent exanple for testing things abroad, and that
I's presumably because they m ght be used abroad.

And yet, in fact, in the end the absence of
any real plan or any follow up neant that they never
did, in fact, yield a benefit for the popul ation, and
in this way m ght achi eve the goal of hel ping
everybody, even in the first chapter, to have a limted
series of exanples that tie notivations or reasons for
doi ng research abroad with concrete exanpl es of which
there are many in the report already.

It would also, as an incidental fashion, allow
us to kind of catal ogue all the exanples that are in

the report and see if there are any that are mssing to
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illustrate a particul ar reason why you do research
abroad and then to go out and search for it.

PROFESSOR CAPRON:  Bil I ?

MR OLDAKER | guess, we are drawing to the
end of this chapter here. Near the end you use sone
nodels as -- on the last -- | guess on page 22. And
al though | nostly agree with the concepts set out
there, it nmakes ne a little unconfortable the way it is
set up. And it could be -- | realize that "south only"
Is kind of a generic term used.

| think, though, you know, we are really
tal ki ng about under devel oped countries and not
necessarily just the south, and | realize that China in
sone international |exicon is considered part of the
"south."

My feeling is that China is probably with the
new areas of trade going to be a place where a |ot nore
research is going to be done.

So | suggest that we change that sonmehow to
deal with the world at least as | see it.

The second issue dealing with what | said
before as far as tilting at wwndmlls, | think that,
you know, recognizing that the U S. Governnent has
gotten into the fight with South Africa, it has been

much in the press, | think citing it there on page 23
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really is criticizing the U S. CGovernnent for basically
enforcing its own | aws.

| think that, you know, we have to recognize
that they are -- there is a treaty between the South
African Government and the U S. Governnent.

So | agree that it creates difficulty, outrage
for the South Africans, but | amnot sure that it
advances our report a whole | ot though.

Thank you.

PROFESSOR CHARO | amsorry. You know, |
just realized looking at this that this is precisely
what | was just tal king about, and it is right there at
the end of Chapter 1.

So | apol ogi ze, Ruth.

DR MACKLIN. | knew it was in there.

PROFESSOR CAPRON:  Berni e?

DR LO Alex, to respond briefly to your
suggestion that we | ook for other exanples of research
conducted internationally that rai ses concerns, | think
we mght want to |l ook at the hepatitis B vaccine trials
as an interesting exanple.

As far as | know, there are no clains that the
research was unethical in the sense that people were
not informed or that it was -- the research was not

rel evant to a serious problemin many of these
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countri es.

I think by the standards of 2000 there can be
concerns raised, which I do not think were raised at
the time. First, did the people in the placebo group
recei ve the vaccine after the trial was conpleted,
which is a point that we nmake a | ot of subsequent to
the report. | actually do not know the answer to that
but it would be worth sorting through.

Then anal yses, there is the issue of
availability of the vaccine in the countries where the
hepatitis Bis, you know, a serious health problem

And there is a big tinme | ag because these
vacci nes were under patent and they were really
unaf f ordabl e for nost devel opi ng countri es.

Finally, there is another -- there is a third
I ssue, which again for the retrospective scope you can
| ook at, and that is what care was given to peopl e who
got hepatitis B, not because they were in the trial,
but because being -- living in that country put you at
risk for hepatitis B

Certainly there was no consideration given, as
far as | know, to giving the kind of care that woul d be
given in this country to the people who got hepatitis B
in those trials.

So, you know, it is an interesting exanple.
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At the time, | think there was no criticismraised.
Are we now going to sort of |ook at these studies and
say, "Gven that we think we have universal tineless
ethical principles, are those studi es now open for
criticisn®”

PROFESSOR CAPRON:  And are we tal ki ng about
the 1960's and '70s or what is the era?

DR LO '60s and ' 70s.

PROFESSOR CAPRON:  Yes, okay.

DR LO Particularly the ' 70s.

PROFESSOR CAPRON:  Further comments? Ruth,
pl ease?

DR MACKLIN | just have to ask a question
here. | nmean, to the extent that people are raising
questions or nmaking comments for addi ng new sent ences,
changing -- putting the material around, changing the
tone, changing the enphasis, that is sonething that is
relatively easily done at this | ate stage.

To the extent that sone of these requests are
requests to do research and include exanples that are
not in here now, |I very nmuch fear that we do not have
the time or the resources to do it.

Now sone of the questions Bernie -- the points
that Bernie just made are matters of historical fact,

and you say you do not even know the answer. |, for
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one, woul d not even know where to begin | ooking and
gathering this information, and then we would need to
have it verified.

O hers are asking for nore exanpl es of
research that by today's standards woul d be unethical.

So | amreally asking whether all of these
suggestions are ones that you are asking us to take on
board and for sone of themat least -- | nmean, not the
tone and the adding of a sentence but anything that
requires doing nore research is actually going to del ay
this report because it is going to be physically
| npossi bl e given the tine between now and the next
neeting to start doing research anew.

So | just want to know where we stand on these
suggestions that are now com ng out.

PROFESSOR CAPRON:  Bernie, you were going to
offer -- | think, by your body |anguage, you suggested
you had sonme way of offering a way of perhaps
efficiently answering the question on the research
proj ect that you nentioned.

DR LO Yes. | would suggest, you know,
contacting the principal investigators of the pivotal
studies on hepatitis B vaccine and just ask them you
know, was it given to subjects after the -- subjects in

the control armafter the trial. And those can be
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tracked down.

| nean, they are sort of in -- the standard
t ext book of medicine or hepatology will cite -- Pal nmer
Beasl ey, who is now at sone place in Texas, dean of one
of the schools of public health in Texas, was
instrumental -- was the Pl in a lot of those studies in
Asi a and, you know, he would be a good place to start.

PROFESSOR CAPRON: | can see the research
staff sitting at the back table furiously taking notes
and they wll probably have the answer by this
af t er noon.

DR DUVAS: Rnhetaugh has her hand up.

PROFESSOR CAPRON:  Rhet augh, pl ease.

DR DUMAS: | would like to just caution
agai nst going into too nuch detail about the studies
t hat have been done and the ones that were unethical or
what have you

Again, | think we should keep our focus on
what we consi der adequate protections for the rights
and wel fare of human subjects. And give exanples, as
best as we can with the data that we have, and bal ance
themso that they illustrate the points that we are
goi ng to nake.

But | think we can get into a |ot of conplex

difficulties trying to test out whether or not
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subj ects' rights are being violated or not violated by
particul ar studies.

PROFESSOR CAPRON:  Yes. | gather fromthe
comments | have heard that no one is asking that we, in
effect, violate our charter and actually adjudicate the
ri ght ness or wrongness of any of these particul ar
exanpl es.

The issue is whether it would be helpful to
say that in the last 50 years, as research has been
conducted abroad, fromtine-to-tinme attention has been
focused on the ethical difficulties that arose through
the way in which that research was conduct ed.

If you have -- you could al nost have a
sentence or two on each of these, whether it is the
testing of contraceptives in the 19 -- the original
oral contraceptive in the 1950's in Puerto R co,
whether it is the devel opnment of hepatitis vaccines in
what ever countries, Bernie, the research was conducted
in, in the 1960's and ' 70s.

I think it would be appropriate to note in
t hat process that when conparabl e research has been
conducted in the United States in popul ati ons which
t hensel ves appear either to be particularly vul nerable
because of -- as the report now says about the wonen in

t he Sout hwest who were the subject of a later
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contraceptive study -- or are unlikely to have access
to the research products, as Bernie notes fromthe
research that was done in -- is it |ndianapolis,
Ber ni e?

That those concerns arise in the framework of
the present federal regulations and so the -- a basic
question when the 076 trial -- | nmean, the short-term
AZT trial presented this in Africa and Thail and was our
exi sting regul ati ons and the expectations being
violated in those circunstances.

As we get into the subject, it becones
apparent that there is an additional set of questions,
which is are there requirenents in the federal
regul ati ons, which are either inappropriate to or very
difficult to conply with under the circunstances of
research done abroad and, if so, are there reasons to
nodi fy any of those requirenents, or is this sinply a
way of saying that the requirenents have to be enforced
as witten because they are inportant requirenents, and
I f they inpose greater burdens, that is sonething which
t he sponsors of the research will have to deal with
but that there is no reason to nodify them

And that is really, it seens to ne, what the
rest of the report goes on to address. I think we

can franme it in that way.
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And, Ruth, | think nost of what you have heard
there for -- isinline with what is already here. It
Is a matter, as you say, of editing and presentation.

And only a few of these little points, which I
think really should not be that difficult because you
are -- we do not need to have the conpl ete recounting
of the hepatitis B vaccine trials. W sinply need to
have an accurate sentence or two that suggests that
they raised a particular genre of issue.

And, as Bernie has presented it, perhaps
particularly the i ssue of what happened to the subjects
who were receiving the placebo and what happened to the
popul ati on of the country nore broadly if they were
unable to get the vaccine after it was devel oped.

O her comment s?

Yes, Bette?

M5. KRAMER  Going back to the end of the
chapter and the discussion around the nodels. On page
22, line 25, and then on page 23, lines 1 and 2, there
are references to 15 to 20 years and then another 15 to
20 years, and then 10 or 15 years. Are those factual?

DR MACKLIN.  This was -- this canme out of the
testinmony of Don Burke. | nean, in both answer to
Bill's question and this question.

It is not noted here, |I guess, or -- | nean,
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it will be in the formof a footnote or a reference.

Actually it does say -- it begins on the top
of page 22. It describes those nodels.
And he -- this was part of his testinony so

these are facts as he stated them and when we have
expert testinony what we are doing is citing the
remar ks of soneone who gave us the expert testinony.

And it was his |anguage, by the way, Bill,
that used the "south only" and it does describe -- |
mean, we can change this |anguage and drop it all
t oget her but, you know, it says here, "For ease of
reference and follow ng common parl ance, industrial
country will be referred to as 'north' and devel opi ng
countries as 'south'." Wiich of course is neant to
recogni ze that this is not a geographic descriptor.

PROFESSOR CAPRON. Do you know what you could
do to, | think, avoid the problem Ruth? It would be
sinply to say, "Burke referred to industrialized
countries as north and the other as south."” And that
woul d make clear that this |anguage is a quote.

Al right.

| realize that | am having problens with
pagi nati on because as ny conputer printed out the
report the pagination is different and | was searching

for Bette's reference, and Alta seens to have your
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ver si on.

So thank you, Ata.

PROFESSOR CHARO  Sure.

PROFESSOR CAPRON:. W are now at a point where
the schedul e said we were going to nove on and we wi ||
do so unless there are further comments and
suggestions. | amsure that Alice and Ruth will
appreci ate anything you want to give themin witing.

And | believe | heard Alta agree to wite out
for us the suggestion vis-a-vis the |licensing and
availability, the price availability of |icensed drugs.

And there was an assignnent that Bernie was
going to take on as well, is that right, earlier? Yes.

It is not necessary that this be done today.

DR MACKLIN: It would be hel pful.

PROFESSOR CAPRON: | know. | amsaying it is
not necessary but it would be helpful if it can be done
as soon -- but | do not believe it is appropriate to
ask Comm ssioners to sit here and wite when they
shoul d be di scussi ng ot her chapters.

Al right.

Davi d?

DR. COX: Forget it.

PROFESSOR CAPRON:  David is volunteering to

wite the report. He has got the whole thing on a
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| aptop right there in front of him

DR COX: Wll, that is actually what | was
going to discuss but I amnot going to discuss it.

PROFESSOR CAPRON: Al right. W will turn
then to Chapter 2 on "Informed Consent” and ask Alice
and Ruth if they want to introduce this with any
hi ghl i ghti ng conment s.

CHAPTER 2 - | NFORVED CONSENT
DR MACKLIN. The only -- | guess the only

comment here -- as | nentioned before, this is now a
full text and what you saw nonths ago was basically the
reconmmendati ons at the end.

W are not certain but there may be nore
I nterpol ations of a factual nature in here. And what |
mean is this: Renenber | ong, long ago there were
some comm ssi oned papers, sonme studies conmm ssi oned,
and we heard reports very early on fromthe
consultants. This was Nancy Kass and Elizabeth Dawson
-- Eliza, sorry. -- Liza Dawson and Adnan Hyder and
Noreen Teoh. They -- in addition to Patty Marshall and
Jereny Sugar nan

Al their -- all of the material from Jereny
Sugarman's report and Patty Marshall's final report is
in this chapter.

However, we only have had prelimnary
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information. There was a brief presentation of
prelimnary data and sone results of focus group
di scussions that both Hyder and Teoh and Kass and
Dawson conduct ed.

Their reports -- they have prom sed their
final reports on June 15th.

Now t hose reports will be in discursive form

It will not be -- they will not contain material only
for Chapter 2, although | would say the majority of
coments, al though not exclusively, deal with Chapter
2.

So the question is whether or not there wll
be sufficient information or even necessary information
to interpolate into this chapter or whether those
reports will stand alone as -- because there is already
sone references, quite a few, as you can see, but
whet her any new nmaterial will sinply be relegated to
Vol une 2 of this report.

But there is nothing that will be put in here
that woul d either change the nature of the
reconmendat i ons that now exi st or add anyt hi ng but
either further support or additional descriptive
materi al .

PROFESSOR CAPRON:  Ckay. That is the

f ranmewor k.
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Jim has a comment.

DR CH LDRESS. This is becomng a very rich
chapter. | have three points | would |ike to raise.

The first is on page 1 where the claimis nade
that in all the docunents that are referred to in the
first several sentences, the requirenent for consent
rests on the respect for autonony.

And | guess | wonder whether that m ght need
to be qualified in some way. For exanple, even in the
Bel nont Report it is really a principle respect for

persons wi th autonony being a subset of that.

And if we look at -- and | have not | ooked at
thembut if we |ook at all these other docunments, | am
wonderi ng whether -- particularly given the way in

whi ch respect for autonony tends to be viewed as a very
I ndi vidual i stic concern, whether sone ot her
justifications are not present in those docunents such
as preventing harmto subjects.

| guess the question | amraising in part is
whether this claimis nmade in sentences -- lines 10 to
12 -- is a claimabout the explicit justification that
Is given in those docunents versus what we mght offer
as an interpretive justification of what really
underlies those argunents.

So | guess this first paragraph -- | would
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feel better if it probably were nore -- devel oped a bit
nore and perhaps nore nuanced in that regard.

That is the first.

A second -- on page 3, lines 4 through 6,
which follows the presentation of two different views.

One by Lisa Newton and then by Faden. The second one
-- referring to the second view, it says, "W are
persuaded that this latter view supports the
application of substantive ethical principles,” and it
Is, | think, true that that view does support that.

| guess what is not clear to ne --

PROFESSOR CHARO | amsorry, Jim Can |
i nterrupt?

Could you -- | think sone of us have different
page nunbers. Could you just help us follow you a
little bit better where you are now?

DR CH LDRESS: Ckay.

PROFESSOR CAPRON:  Par agr aph begi nning with
what | anguage?

DR CH LDRESS: Beginning with "exactly the
opposite position.” That would be on page 2 on m ne
and going into page 3.

PROFESSOR CHARO Ckay. | amsorry. Thank
you.

DR CH LDRESS: GCkay. Al right.
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PROFESSOR CHARO  Thank you. | appreciate it.

DR CH LDRESS. And then it says, "W are
persuaded that this latter view supports the
application of substantive ethical principles.” Again
| think that is right but what I amnot clear is
whet her in this we have adequately argued for taking
t hat vi ew.

That is whether we argued for taking the Faden
viewin contrast to just that it would lead to this if
one took it.

And then the last comment | would rmake is on
page -- ny page 5 but it is headed, "The basic el enents
of informed consent” initalics. So | think that one
probably can be located fairly easily.

| would take what follows under the "Basic
el enents of infornmed consent” really not to be elenents
of informed consent but rather the el enents of the
obligation of disclosure, and that what appears there
I's what the federal regulations would offer as
requi rements for disclosing information to subjects.

So | think that just needs to be clarified
there and at the end of that because el sewhere we talk
about elenents in informed consent. For exanple, on ny
page 3, we do include a variety of other things. So |

just think that |anguage clarification would be needed.
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PROFESSOR CAPRON.  (Ckay. Any coments? Any
response, Ruth?

DR MACKLIN.  No, | take those -- all of those
conment s.

Actually your -- | agree with what Jimjust
observed. This language is directly fromthe
regul ati ons even though I think you are absol utely
right and we can say it. It does say in the
regul ati ons basic el enents of informed consent but, of
course, these are the elenments to be discl osed.

DR CH LDRESS: D sclosure.

DR MACKLI N But those words, those
italicized words do appear in the regulation so we can
do better than the regulations in saying what we nean.

PROFESSOR CAPRON:  Yes, Alta?

PROFESSOR CHARO  Two things that -- one, |
guess, is pragmatic and one goes nore to a substantive
deci sion that we have nade.

On the pragmati c one, when we get to the
reconmendati ons and we | ook at recommendati on one,
whi ch says that U S. sponsored researchers nay not
deviate fromthe substantive ethical standard of
I nformed consent in the process of obtaining infornmed
consent or in consent docunents, | find that I am not

sure that the typical investigator or I RB would be
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absolutely sure yet what things are waive-abl e and what
things are not waive-able fromU. S. practice when it is
bei ng exported to a coll aborative project abroad where
practices mght be different.

And when you go to the begi nning of the
chapter and you | ook at things that are identified as
process versus substance or el enents now of disclosure,
one gets the idea that that is where this distinction
is being made, but | woul d suggest that for the sake of
clarity in any kind of explanatory text follow ng the
bol d recommendation or in the recomendation itself we
m ght want to try and nore precisely define what it is
that is waive-able and what is not so that the gui dance
Is as clear as it can be.

| have watched ny own I RB go around and around
incircles. In fact, you cite the Vietnam protocol,
whi ch was our protocol, as an exanple of one in which
we went for nonths trying to figure out what ought to
be wai ve-abl e and what not wth regard to truth
telling.

Which |l eads ne actually to --

DR MACKLIN. Could I just --

PROFESSOR CHARO  Sure.

DR MACKLIN. -- on that point --

PROFESSOR CHARO  Sure.
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DR MACKLIN -- are you asking for an
enuneration or a set of exanples because ny own view,
and | do not know about other's view, is that we w |
never cone up with an exhaustive |ist.

PROFESSOR CHARO  Ri ght .

DR MACKLIN If you start nmaking a list, it
will raise the question what el se belongs on the |ist
and very often you cannot tell it until you see it.

PROFESSOR CHARO  Ri ght .

DR MACKLIN. So, | nean, one possibility is
to start talking -- is to try to describe or give
criteria for what is waive-able and the only way to do
that -- or what is and is not waive-able -- it seens to
nme the only way to do that is to elucidate a little bit
nore what "substantive" neans.

PROFESSOR CHARO. | woul d be confortable with
either. | agree with you that the laundry list is
probably dooned, although it is what everybody wants
when they are doing checkli sts.

But anyt hing that elucidates w thout getting
us into kind of an endless | oop of words that each need
to be interpreted by reference to additional words
woul d be hel pful .

For exanple, within this recommendati on or

any, you know, small anmount of explanatory text that
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follows it, because that is all that people wll
probably ook at in the end when they get the docunent,
sonething that clearly identifies whether or not fully
under standi ng the range of alternatives is considered a
substantive requi renent, because that was an issue in

t he Vi et nam pr ot ocol

Ful I y understandi ng the change in the
fiduciary relationship of doctor-patient versus
i nvestigator-subject, is that a substantive part of the
consent process or not?

These are the kinds of things that if we could
communicate it a little bit nore by describing what it
is that makes sonebody adequately informed woul d,
think, help the PIs and al so avoid the kind of endl ess
subm ssi on, anendnent, resubm ssion, anendnent,
resubm ssion pattern that | think in my own | RB
experi ence has dogged the international protocols.

Because since everybody is so uncertain, they
keep going around in circles and the Pls eventually
just want to -- they just want to cry.

That actually, though, led ne to one of the
nore --

PROFESSOR CAPRON:  Coul d --

PROFESSOR CHARO Onh, | amsorry.

PROFESSOR CAPRON.  -- before you go on, could
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we try pressing this issue of substance versus
procedure just to -- | amnot clear where as a result
of this exchange you think changes are going to be
made, if any.

Because | heard in response to Alta's request
for some enuneration an exchange whi ch ended up sayi ng,
"Wl |, people want the laundry list but we are afraid
that if we start the process the list is going to be
i nconpl ete so we --"

DR MACKLIN. Well, we give exanples at the
very begi nning of the chapter. W give exanples of
witten versus oral, signing versus not signing. |
nmean, a whole -- they are |isted as exanpl es of
procedures versus om ssion of information that is
material to a person's being able to make a deci si on.

Now all that stuff does not followthe
recommendations. It is in the text.

PROFESSOR CAPRON: | understand but you have -
- you have al so the statenent, which | see as dangling
unresol ved, right before the basic -- that heading that
Jimpointed out to us before, and it is on page 5 with
me but | think ny pagination is different than others.

“However, not everyone who was concerned with
ethics in research agrees with the position that

substantive ethical matters are nore wei ghty than
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procedural aspects.”

Now | amwaiting for the other shoe to drop or
sonething. | amwaiting for us to -- do we -- do you
feel that el sewhere in the report we cone out on that
or is that a statenent that we al ready have cone out,
you believe, in the previous few sentences saying
substance is nore inportant than procedure because the
previ ous two sentences -- few sentences to ne say,

"Cee, sonetines an accunulation, as it were, of
procedural things rise to the | evel of substance.”

So | am frankly, not clear.

DR MACKLIN.  Well, you are not clear because
it is not clear. | mean, there is a point at which the
request for nore clarity is going to do violence to
bot h ordinary | anguage and ethics and if we cannot
resolve -- | nean, when sonething is procedural and
rises to a level of inportance that it is so inportant
you want to say, "Hey, now, this is really
substantive,"” | nean, we could probably engage in a
treatise on that but | think it is naturally unclear
It is a gray area.

If we need to say nore -- | nean, ny own
preference would be elimnating that sentence entirely.

It is only because soneone once said to nme, "I do not

think there is any difference at all. | think that
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procedures are just as inportant." So, | nmean, | put
It in because that guy is going to read this report and
he is going to say, you know -- so it is only

acknow edgi ng that some people nake different clains.

If we have to say nore, | would rather say
| ess.

PROFESSOR CAPRON: Wl |, | guess ny question
inall of thisis, is this something which is
tonelogical in the sense that what we are saying is if
-- if it is waive-able it is procedural ?

DR, MACKLI N No.

PROFESSOR CHARO  No. May | --

PROFESSOR CAPRON: W are not doing that? |If
it is substantive, is it waive-able?

DR MACKLIN. Well, let's put it another way.

Ckay. In alot of contexts, and we see it even in
sonme of the quotations fromone of these chapters -- |
do not renenber which one. People refer to ethica
standards in the United States and they clai mwe shoul d
be exporting our standards to other countri es.

Now what they end up referring to is signing
the piece of paper. Now that is a procedure. It is
not a standard.

A standard is sonething that can be defended

by principles and that is, | think, the way we try to
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elucidate it at the beginning of this chapter.

| guess one of the problens is if you | ook at
t he recommendati ons al one, they do not have this
el uci dation and that brings us to another question
about how we are going to lay out or state the

recommendat i ons.

But | amnot -- | nmean, | amnot going to fall
into the trap of saying if it is procedural, it is
wai ve-able and if it is not -- because it does not fit
I n that way.

PROFESSOR CAPRON. Wl |, see --

PROFESSOR CHARO Alex, may | try somethi ng?

PROFESSOR CAPRON.  (kay. Go ahead. Al
right.

PROFESSOR CHARO  Ruth, |ooking at the
recomendation | find nyself wondering if we m ght
simplify it by elimnating the reference to substantive
ethical standards and elimnating the reference in
other places to -- in the text to procedures, and take
a page a little bit out of the back of the
reconmendat i on.

| think | amgetting the gist of it in the
foll owi ng way:

U. S. sponsored researchers nust give subjects

in other countries all of the sane kind of information
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that they would give themif they were in this country.

But the procedure -- the nmethod by which the
Information is delivered, the nethod by which we
ascertain that the informati on has been understood, and
t he nmet hod by which we prove |ater on that the
I nformati on was gi ven and understood is all anenable to
t weaki ng based on | ocal practice and needs.

So we -- by avoiding the phrase "substantive
ethical standard" and just substituting in a sense
“informati on" we nmay be, in fact, getting at what you
were trying to achieve.

PROFESSOR CAPRON: What do ot her peopl e think
of that?

DR DUVAS: Rhet augh.

PROFESSOR CAPRON: Rhetaugh, and then Bette
and Bill.

DR DUVAS: | like that suggestion.

PROFESSOR CAPRON:  Ckay.

PROFESSOR BACKLAR:  And Trish does, too.

PROFESSOR CAPRON:  Let ne -- before we al
agree with it, let me throw-- one other thing is I
gat her besi des being an i nforned decisi on nmaker,
another criterion is being a freely consenting deci sion
maker .

PROFESSOR CHARO  So that --
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DR DUVAS: Right.

PROFESSOR CAPRON: | believe that is --
PROFESSOR CHARO. -- in addition to this --
PROFESSOR CAPRON: -- | believe that is --

PROFESSOR CHARO  Ckay.

PROFESSCR CAPRON:  -- anot her basic
subst antive standard that --

PROFESSOR CHARO  Ckay.

PROFESSOR CAPRON.  -- or drop the word
"substantive."

PROFESSOR CHARO: So it would be --

PROFESSOR CAPRON:  Pri nci pl ed

PROFESSOR CHARO -- so let's try --

PROFESSOR CAPRON: -- principled concl usion
that we insist on.

PROFESSOR CHARO  So trying this out would
nmean that you would say that U S. sponsored researchers
have to give the sane kind of information, that people
have to be judged free and conpetent by the sane
standards as we woul d apply here.

PROFESSOR CAPRON: | woul d think that sounds
essential, yes.

PROFESSOR CHARO  Anyt hing el se?

PROFESSOR CAPRON: Wl |, what -- we can all

t hink of whether there is anything else but this is a
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direction that Alta has suggested, and we are filling
in the substance, as it were, of that direction.

Bill?

By the way, | have Alta on the list to raise
ot her subjects but | would |ike to keep us on this
question for a nonent.

MR OLDAKER. On this issue, | realize we seem
to be shying away froma distinction between
substantive and procedural -- | amnot certain why we
are doing that but we can -- if we want to go in that
direction, that is fine.

But | would think that, you know, as | woul d
descri be substantive types of matters, they are not
wai ve- abl e and procedural matters may be wai ve-abl e
Wi th the appropriate anount of denonstration.

One of the things -- so, you know, | do not --
you know, wording of how you get there is fine by ne
but | think there are things that cannot be wai ved and
we shoul d specify what those are and what we are trying
to protect.

One of ny fears in reading this, and | nust
say | read it late last night so | may have not done it
justice, was that it al nost appeared too soft. | am not
criticizing that first you have to maybe be a little

too hard but, you know, | think we have to lay out --
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and | do not knowif it is possible to |lay out where
one cannot go. There have to be sone exanpl es of where
the culture is so different that they have to conduct
research in that culture and foll ow their norns.

W woul d be creating an ethical inpermssible
event and | do not -- and so it nmay be here and | may
have mssed it but | think that that is --

PROFESSOR CAPRON.  (kay.

Bernie, | have Bernie on the list. It was on
this point or do you want to rai se another point?

DR LO  No.

PROFESSOR CAPRON:  Because if it is another
point, I will go back to Alta.

DR LO No. On this point. | agree with
trying to be very clear about, sort of, what is waive-
able and what is not, and | think the ideas that Alta
and you have put out are good ones. | just think that
at various points in the text we can nmake that really
cl ear.

| nmean, it is sort of -- for instance, on page
8, lines 4 to 8 we kind of say that you have got to
tell peopl e about placebos, random zati on and di agnoses
but it can be rewitten to make it stronger.

And then | think, also, in the way the

reconmendations are witten, rather than using the
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| anguage of substantive and procedural, to just say
that you have got to tell people their diagnosis, the
alternatives, the fact that it is random zed, and the
fact that they may be getting a placebo. Those -- to
nmention those specifically rather than trying to have a
basket phrase that we have a hard tine defining.

There nmay be other things as well that people
may |ater want to put in but at |east those are the
ones that, it seens to ne, we can think of that every
subj ect shoul d be inforned about.

PROFESSOR CAPRON:  Jim on this point?

DR CH LDRESS: | think another problemwth
t he substantive procedure |anguage is, of course, a
maj or procedure we are tal king about that is very
I nportant and not waive-able is sone kind of |ocal
revi ew.

So | think that it can becone confusing, but I
think what is done in the text is quite adequate in
t hat regard.

What Alta has proposed for the reconmendation
or sone version of that would be the way to go.

And, obviously, as Ruth has already raised, a
lot is going to depend on how we put these together,
the recommendations relative to an explanatory and

justificatory text.
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But | think the directions that have been
suggested are quite workabl e and desirable.

PROFESSOR CAPRON. Ckay. Alta, you had
anot her point?

PROFESSOR CHARO.  Yes. And this one is --
this one is nmuch nore mnor and | think it mght be
sonet hing that could be handl ed during the coment
peri od.

There is on substantive direction here, to
coin the phrase of substantive that occasioned a fair
anount of discussion, and there is a concl usion here.
| agree with the conclusion but | think it needs nore
justification.

And that has to do with --

DR MACKLIN. Were are you?

PROFESSOR CHARO | amin Chapter 2 and it has
to do with truth telling. Telling people the truth
about their diagnosis.

Now it was pointed out to us that this was
very difficult in settings in which in a clinical care
context people are routinely not told their diagnosis
iIf it istermnal, serious, a variety of situations.

U S. practice changed fromthat normonly 20-
25 years ago and so if you | ook around, the other

i ndustrialized countries that are doing research within
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their own borders and are doing coll aborative research
I n resource-poor countries, you wll find that the
pattern, in fact, is often one of deception rather than
truth telling with regard to serious illnesses.

| amconfortable with our conclusion that we
wi sh U S. sponsored researchers to follow U S
practi ces when doi ng research abroad, but first | think
that this is one of the exanples of areas where we
m ght actually see sone conflicts in "north-north"
col l aborations wwth U S. researchers working in Japan
or certain parts of Europe, Italy.

And so | thought that during the comrent
period it mght be helpful to try very specifically to
get responses from people who work in countries that do
not have the truth telling kind of tradition to find
out two things.

First, how they react to the recommendati ons.
How t hey perceive this affecting their own ongoi ng
col l aborations with U S investigators.

And, second, to inquire how they handle this
when they work abroad. | nean, | am kind of curious
how ot her countries handle this dil emma.

France, for exanple, does have a code that
governs its research with human subjects. | do not

know t he ot her European donestic codes but I do not --
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| would be interested in finding out if there were
provisions on this, and we coul d probably ask people in
t hose research establishnents to tell us.

DR MACKLIN  Yes. Well, it is curious that
you nmentioned Italy because Italy has been changing its
own nedical -- | nmean, this is sort of blurring what
goes on in the nedical therapeutic context --

PROFESSOR CHARO  Right .

DR MACKLIN. -- and what goes on in the
research context.

PROFESSOR CHARO  Right .

DR MACKLIN. And Italy has actually over the
| ast several years changed its nedical ethics or its
presunptions in therapeutic nedicine fromdiscretion on
the part of physician to disclose to a requirenent in
usi ng autonony based | anguage as a nmatter of fact.

PROFESSOR CHARO I nteresting.

DR MACKLIN.  You know, in Italy.

PROFESSOR CHARO  Right .

DR MACKLIN. So this is changing, too.

PROFESSOR CHARO  Ri ght .

DR MACKLIN.  And, in fact, even in Japan -- |
nmean, they have sonmething that they refer there -- to
t here as Japanese infornmed consent, which enables it to

retain its --
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PROFESSOR CHARO  Right.

DR MACKLIN. So we may be able to find that
out .

PROFESSOR CHARO  Yes.

DR MACKLIN: | nean --

PROFESSOR CHARO  And | appreci ated and agreed
wWth the justification that the research context wl|
generate a demand for truth that is greater than the
usual demand in a clinical context and justifies why we
woul d not, kind of, do a cultural bow and say, "Do it
your way."

But to the extent that there are sone
countries that have not nmade the switch yet, it would
be interesting to get sone responses.

PROFESSOR CHARO:  Eric?

DR CASSELL: | want to point -- | spent six
weeks lecturing in Japan on truth telling and it is an
Interesting exercise. | wll tell you the food is
good.

(Laughter.)

DR CASSELL: The change in the United States
fromconceal nent to truth telling did not just happen
in nmedicine. There was a huge change in the whol e
popul ation, the rise of individualismand nmany ot her

t hi ngs happened at the same tinme, which nade that
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possi bl e, including therapeutic optimsm

In the absence of therapeutic optimsm truth
telling is -- it can be a destructive thing.

So a lot of things happened in the area and
this is one area in which | actually think |oca
practice should rule but it should not rule
automatical ly.

You know, "Oh, we do not do that" is not an
answer. It is something that has to be addressed and
It 1s another area of negotiation where negotiation
shoul d take pl ace because there are two things.

The negotiation allows the |ocal practice to
be made clear but it also allows themto begin to be
changed.

But | do not think that this is sonething
where we ought to rule.

PROFESSOR CAPRON:  Well, we will get to the
recommendati ons as such in a few mnutes but | guess,
Eric, | hear you being pretty substantially at odds
with what Alta just said.

DR CASSELL: Yes.

PROFESSOR CAPRON.  Is that correct? Okay. So
that we will -- and | would like to talk about the part
of the report up to page wherever -- whatever page it

is wth you, roughly page 30-31, where we get to the
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recommendati ons and then we will take a short break and
conme back and start going through the recommendati ons

as such.

DR DUVAS. Alex, this is Rhetaugh. Before
you go to that can | raise one observation?

PROFESSOR CAPRON: Pl ease.

DR DUVAS: On page 3, line 23, | notice that
the -- in the --

PROFESSOR CAPRON:  Coul d you identify the
par agr aph because we are not all reading fromthe sane
page as it were.

DR DUVAS: kay. This is the definition of
"informed consent."”

PROFESSOR CAPRON:  (kay.

DR DUVAS.: It refers particularly to "trial"
and I would |like to suggest that we substitute "study
or research project,"” or whatever for "trial" because
“trial" has a particular connotation and I think this
I's broader than just clinical trial.

PROFESSOR CAPRON:  Thank you.

| have Arturo and then Bernie. Dd you --

DR BRITO  Yes.

PROFESSOR CAPRON:  Yes.

DR BRITO And | will try to stick with the
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topi c here because | have ot her comments obviously
t hroughout it.

But | am not sure what pages you were
referring to, Alta, when you started the di scussion but
one concern | have here is that on page 6 where under
the heading "Cultural barriers to require full

di scl osure,"” the second paragraph. | think this is
where it is introduced about the -- not truth telling.
Ckay.
We do not introduce the concept of therapeutic
m sconception until much later in this chapter. Ckay.
My concern here is that there is a blurring here of
definitions because this on page 6 refers to the
medi cal intervention
Later on we tal k about therapeutic
m sconcepti on when people have a difficulty
under st andi ng what is research and what is nedi cal
care.
Sonmehow | think that concept needs to be
I ncorporated earlier related to this because there --
particularly people that conme fromresource-poor
countries, those cultural differences in nmaking those
deci si ons becone nore inportant.

In other words, a person in a resource-poor

country who has no know edge of what random zation is
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or has a lot of difficulty, |like we have heard before
about what random zation or placebo controlled trials
means, and when they are desperate for nedical care and
t hey all ow soneone el se to nake that decision for them
on a nedical level, they are going to be allow ng them
to make it for -- on a research | evel and not
understanding that that is.

| amnot sure if | am nmaki ng any sense but
sonmehow it bothered ne that the therapeutic
m sconception was i ntroduced so nuch later and not
related to the nedical -- the non-truth telling
basi cally for nedical interventions.

| do not know if | am naki ng sense but does
that -- | amjust alittle bit -- | do not know if we
need to change it around a little bit and introduce
t herapeutic m sconception in earlier

DR MACKLIN:. Well, here is what | woul d
suggest here: | understand what you are saying and it
makes perfectly good sense.

The problemis, you know, you cannot introduce
everyt hing at once.

DR BRITO No, | understand. Yes.

DR MACKLIN. So | would try to resolve this
by perhaps adding a sentence and referring the reader

to later in the chapter.



10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

91

DR BRITO Ckay.

DR MACKLIN.  Sinmply saying part of this
barrier may arise out of the therapeutic m sconception,
refer the reader to later in the chapter, but go on
with it here because it gets much nore nuanced | ater
on.

So woul d that acconplish it? | nean, just to
say that this is further conplicated by --

DR BRITGO Yes, that woul d.

PROFESSOR CAPRON:  Berni e?

DR LG | wanted to say a few thins about
t herapeutic m sconception, which is a topic that has
bedevil ed us for nonths or years even.

| thought the discussion here was really very
good and | think it just needs to be carried the next
step further.

On the one hand, | would like to try and --
starting on page 22 forward but it is a whole section
on the therapeutic msconception. On ny version it is
22, line 3, and conti nuing.

| would like to see us give sone exanples,
hopeful ly, fromour contractors on how researchers have
successfully addressed this issue in their actual
st udi es.

| nmean, ny problemw th therapeutic
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m sconception is we say it is a problem it is a big
problem And then, you know, we do not give any advice
on how to deal with it.

So if any investigators have -- if any of our
contractors have found positive ways to deal with it,
as they have for other things we have nentioned in this
chapter, | would like to see the exanmples. | think

that woul d be really useful.

Secondly, | think as |I scan the
recommendations -- | know, Al ex, you wanted to get to
this after the break. It seens to ne there are about

three or four reconmendati ons on therapeutic
m sconception we m ght want to consider because it
seens to ne this is such a big area and we need to sort
of try and do nore with it as best we can but, | wll
hol d off on the specific recommendations until |ater.

PROFESSOR CAPRON:  Eric Meslin has sone
comments he may want to pass along from Harol d Shapiro.
Not right now?

DR MESLIN  No.

PROFESSOR CAPRON.  Ckay.

Al right. Well, then why don't we -- yes?

DR BRITO | just --

PROFESSOR CAPRON:  You had a coupl e nore?

DR BRITO Just a quick response to what
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Berni e said about --

PROFESSOR CAPRON:  Ckay.

DR BRITO -- therapeutic m sconception.
agree maybe sone exanples woul d be hel pful but one
problem | still have with therapeutic m sconception is
If we rely too nuch on investigators and how t hey have
settled the problem | think there is a therapeutic
m sconception on the part -- often on the part of
i nvestigators, too. So we just have to keep that in
m nd when we do that.

And then that |line that we may have been -- we
were tal king about, Ruth, on page 24 of ny version,
lines 6 to 8, but it is a msconception to believe that
t he purpose of the research maneuvers to adm nister
treatnent rather than to conduct research. Sonething
to that nature would be hel pful earlier on.

PROFESSOR CAPRON.  Ckay. Al right.

VW w il take a break now and when we cone back
we W ll turn to the recommendations which wll
actually, | amsure, get us back to sonme of these
earlier pages if people have further coments.

Coul d we cone back in ten mnutes, please? |
will see you in 15.

(Laughter.)

(Wher eupon, at 10:10 a.m, a break was taken.)
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PROFESSOR CAPRON: Do we have Trish on the
phone?

DR CASSELL: They went to sl eep.

DR DUVAS: Rnhetaugh is on the phone.

DR CASSELL: Rnhetaugh is on the phone.

PROFESSOR CAPRON:  Hel | o, Rhet augh.

DR DUMVAS. Hi.

PROFESSOR CAPRON:.  Trish, are you on the
phone?

PROFESSOR BACKLAR:  Yes.

PROFESSOR CAPRON:  Cood.

PROFESSOR BACKLAR:  Who is this?

PROFESSOR CAPRON: It is Alex. | am

reconveni ng you and I want to know who is present.

PROFESSOR BACKLAR: Ckay. | am present.

PROFESSOR CAPRON:  Physically or virtually.

PROFESSOR BACKLAR: | am present virtually.

PROFESSOR CAPRON:  Very good.

DR CASSELL: W still did not get Trish.

PROFESSOR CHARO  She sai d yes.
PROFESSOR CAPRON:  (Ckay. W turn now to the
recommendations and | would Iike to give staff as clear
and hel pful directions as possible so that the next
time we see these we will have little reason to have to

make nodifications in them because we will not have as
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much time at the July neeting for this report.

Recommendati on --

DR MACKLIN.  May | --

PROFESSOR CAPRON:  Yes, please, Ruth.

DR MACKLIN Let ne just -- we heard sone
comrents this norning that suggested or inplied that
sone text would foll ow these recomendati ons.

Now l et nme tell you what we have in mnd now
and see what we are going to do --

PROFESSOR CAPRON:  Ckay.

DR MACKLIN. -- and determ ne that.

When -- in previous incarnations of any of
t hese chapters the recommendati ons appeared in exactly
the place in the text that was either preceded by or
followed by -- usually preceded by a discussion and a
justification.

Apparently fromwhat | understand, previous
reports, | do not know how consistent we have to be,
but previous reports fromthis Comm ssion put all the
recomendations in a chapter at the end.

What we woul d prefer is to have them-- if
they are going to be at the end of anything, that they
be at the end of each chapter because all we coul d
produce by way of a Chapter 6 would be a repetition of

what was in Chapter 2, Chapter 3 and Chapter 4 because
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all of the justificatory material is there.

So we are, therefore, proposing that the
recommendat i ons, which were previously enbedded w thin
the chapter, now cone at the end of each chapter in the
hope -- and | hope it is not an idle hope -- that the
justification fromthe chapter itself will be clear
enough. That is fromthe material in the chapter

Now | say this because we heard a coupl e of
comments this norning that said, "Well, what wll
foll ow the recormendation will then explain it further,
justify it." So we have to deal with that question as
we di scuss the recommendati ons.

PROFESSOR CAPRON: (Ckay. As an initia
observation, Ruth, | think there are two types of
textual material relating to a reconmendation. There
Is the justification, which is usually sone formof an
argunent expl ai ni ng how the principles, which are
enunciated, lead to a certain set of conclusions and
here obvi ously surrounded by or include text about
findings fromresearch that we had conducted for us and
so forth

Then there is explanatory material which
sinply tries not to justify a conclusion but to go
perhaps into greater depth than the black letter of the

conclusion could as to what -- the recomrmendati on coul d
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-- as to what it neans.

And so, for exanple, if we are trying to
differentiate "wai ve-able" from "non-waive-able" and we
find sone global termthat describes the non-waive-able
and sone ot her the waive-able, that we m ght have
expl anatory or text that follows that gives exanpl es.

And it mght, for exanple, say, "Wile not
exhaustive, those things which derive fromthe
principle of respect for persons would include a full
expl anation of the research project, et cetera, et
cetera, and the free -- the position of the subject to
be a conpetent and vol untary deci sion nmaker.”

DR MACKLIN: | got it.

PROFESSOR CAPRON: It is just so that you do
not have to have a recommendati on that goes on for a
page but soneone reading it would understand. Ckay?

DR MACKLIN:  Yes.

PROFESSOR CAPRON: Now t hat does not answer
the question that -- the other question you raised,
whi ch is one on which the Comm ssioners' view should be
solicited.

Do we want to follow the nodel that we have
done el sewhere where a subject -- a particular subject
I s di scussed and then the conclusions that foll ow from

it are made clear but not crystallized into a
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recomendation until the end of the report?

O do we want to foll ow the recommendati on
that Ruth has nade here, which is that as those points
crystallize into conclusions they also be stated as a
reconmendation so that the justification is |inked
sequentially with the recommendati on rather than
accunul ating the recomendations for a conclusory --
yes -- chapter.

Yes, Davi d?

DR COX: So |l really like the idea of having
the recommendations stated followng the -- or in
association with the information by which it was
derived but that at the sane tine having, you know, an
overall |ist of reconmendati ons sone pl ace.

But it is like a research paper. You have a
summary or here is the recomendations. But then you
do not have to search by going through the text for
where the informati on was and where that recomendati on
canme from

So | think that having it tied to the text is
a key thing to do and | do not think it limts having
it listed as a series of recommendati ons.

PROFESSOR CAPRON: Wl l, we can put all the
recomendations in the Executive Summary in any case.

DR COX: Yes, exactly. Exactly.
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PROFESSOR CAPRON:  But the question is -- |
think it is true in our other reports. W have had
them both in the Executive Summary and in a final
chapter. The final chapter -- it provides nore
di scussi on of them

DR MACKLI N But there is no nore discussion
of themthan what appears here.

PROFESSOR CAPRON:  No, no.

DR MACKLIN.  So, David, do | understand your
suggestion that they be --

PROFESSOR CAPRON. He is agreeing with you.

DR COX: | amagreeing with you, Ruth.
DR MACKLIN.  Wait a mnute. Agree -- let --
there were still two possibilities. Not -- forget the

chapter at the end.

DR COX: Yes.

DR MACKLIN.  Now we have the possibility of
the recommendations at the end of each chapter.

PROFESSOR CAPRON:  Yes.

DR MACKLIN. O inserted into the chapter at
various points and I am-- at the points at which the
argunent is made. Now | am not sure which one you are

DR COX: So | actually like theminserted at

the points where the argunent is nade because what |
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will do is |ook at the Executive Sunmary to see what
the hell the recommendations are and then | will go in,
okay, and try and understand where did that cone from
and so if it is there next to the text into the
di scussi ons the exanpl es and where they cane from
That is how | would use the report personally.
PROFESSOR CAPRON:  Now that actually is, |
believe, a fair statenment of what we have done at | east
in some of our reports. That is to say the points at
whi ch the recommendati ons cone, they actually have
pages of justification, recommendations, sone

expl anati on; next discussion, recomendation and so

forth.

So are people confortable with that? And
think we could -- we could --

DR DUVAS: | am

PROFESSOR CAPRON:  Yes? That was a yes from
t he phone?

DR DUVAS: Yes.

PROFESSOR CAPRON:  That was Trish?

DR DUVAS. Rhetaugh.

PROFESSOR CAPRON:  Rhetaugh. Thank you,
Rhet augh.

PROFESSOR BACKLAR: May | ask you a question?
PROFESSOR CAPRON: Pl ease.
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PROFESSOR BACKLAR: Ckay. So because it is
sonetimes very hard to hear exactly what. The point
that you are making, Alex, is that you would -- that it
woul d be as we did in previous reports or we would do
it as Ruth is doing it now?

PROFESSOR CAPRON: Wl |, actually neither. |
believe in previous reports -- and we may not have been
consistent in all of these, Eric. | do not have them
all typographically commtted to nenory. Eric says he
does.

But we have had di scussions -- we have had a
chapter on ethics and a chapter on | aw and a chapter on
religion or whatever, and in each of these points have
been made and concl usi ons have been reached but then
one gets to a final chapter --

PROFESSOR BACKLAR: R ght.

PROFESSOR CAPRON:  -- concl usions and
recommendati ons, which itself has text and then a
recomendati on and then nore text and a recommendati on,
and so forth.

What Ruth is suggesting is the draft we have
in front of us of Chapter 2 has discussions and then at
the end of that chapter are the recomendati ons.

She is actually suggesting and David j ust

agreed that we woul d, indeed, keep the recommendati ons
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in that chapter but now distribute themthroughout the
chapter at the point at which enough explanation and --
excuse nme -- justification had been given to that
concl usion that would I ead to the recomendati on.

Is that correct, Ruth?

DR MACKLI N:  Yes.

PROFESSOR CAPRON: Ckay. And that is the
proposal that is before us and, as we have heard from
staff, if we are going to have a report, which is ready
for our final review and approval next nonth, they need
to be able to rely on the concl usions, which we reach
today, so that subject obviously to the way the puddi ng
| ooks when we get it -- it is always possible that we
can give very clear directions and they can carry them
out and we wll |ook at them and say, "This does not
work." But subject to that, that we are now commtting
ourselves to tell them "Please, put the
recommendati ons at the appropriate point in each of the
various chapters where they would cone. Not all at the
end of a chapter nor at the end of the report.”

They will also appear in the Executive
Summary, which is a separate issue.

DR, CASSELL: And al so appear.

PROFESSOR CAPRON:  Yes. They will appear

there because we always -- you have to be able to pick
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up the Executive Summary --

PROFESSOR BACKLAR: Right. Right.

PROFESSOR CAPRON:  -- without |ooking at the
report. It is published separately as a separate
brochure as well.

PROFESSOR BACKLAR:  So, Alex, then as |
understand it, in a sense each chapter will |ook |ike
our -- what our chapters |ook |ike where we put all our
recomrendat i ons toget her.

PROFESSOR CAPRON:  Yes. They --

PROFESSOR BACKLAR:  Were there was
di scussi on, reconmendation, discussion, reconmendati on.

PROFESSOR CAPRON:.  Right. But -- that is
right.

PROFESSOR BACKLAR:  And it will be not in one
pl ace but throughout the report. Ckay.

PROFESSOR CAPRON: On the different --
dependi ng upon the different subjects of inforned
consent or research design.

PROFESSOR BACKLAR: Right, exactly.

PROFESSOR CAPRON: O duties after the fact
and so forth. Is that everybody's understandi ng? That
Is what we are talking about. So that is the plan that
we are asking the staff to carry out.

PROFESSOR BACKLAR: R ght.
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PROFESSOR CAPRON:  All right. Now let's turn
-- Bernie, a comment on that, please?

DR LG | like the idea of integrating the
recomendations into the chapters with the appropriate
text but | guess | would Iike to suggest -- and | do
not think we can do this in the Executive Summary --

t hat sonetines the recommendations in toto are nore
than just the separate recommendati ons.

O'ten our recomendati ons are ained at very
di fferent people so we have recommendati ons for
researchers, IRBs, funders, N H.

One of the things that is hard to do if they
are just listed in each chapter is to sort of bring it
all together. So to the extent we can do that in the
Executive Summary w t hout having a separate chapter in
the text that does that, that is fine. But | would
like to see at sone point our sort of bring it all
together into sort of a coherent report as opposed to
just a series of recomendations in each chapter.

PROFESSOR CAPRON:  Well, that is going to be -
- that, | think, we should ask perhaps the Executive
Director or soneone to look at. It may be hard for
Ruth and Alice to do that in addition to redrafting
because as | would -- | would anticipate that we woul d

ot herwi se nunber the reconmendati ons consecutively
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t hr oughout the report. So we are going to not have a
recommendation one in Chapter 3 if we have already had
a recommendati on one in Chapter 2.

What you are saying is if we -- if the
recomendations fall into those that are particularly
for researchers, those which are for |IRBs, those which
are for health mnistries, those for U S. conpanies, or
what ever, that those woul d be gathered, which m ght
nmean that in the Executive Summary, it goes
Recommendation 1, 2, 5, 7 or sonething like that if we
wer e gat hering them

Now i s that acceptable, do you think?

DR LO Well, I think it is not just a matter
of gathering themso that everyone knows what they are
supposed to do. But to have sone discussion that -- to
make this work |ots of different people are going to
have to do things differently than what they now do.

And one of the things | think is going to be a
problemis that sonme people are going to say, "Wll, |
can do what you are asking ne to do," but that is only
a small part of the picture and we have got to expect
ot her people to do their role.

I think that kind of |evel of tying together
Is what | think we need here because so nmuch of this is

so different than what currently takes place and unl ess
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we have kind of a rah-rah, let's really do it and pul
together, | think it is going to get diffused.

PROFESSOR CAPRON:  Eric Meslin?

DR MESLIN  Just two quick things. There
are two conventi ons we can use.

The first is the Executive Summary can be nore
than sinply a conpilation of the recommendations. They
can do nore work as you have descri bed.

Secondly, the cover letter to the President
that describes what the report is, which is often
pi cked up by nost people before they even read the
entire report, can also frane that for you.

So, Bernie, your worries can be net in those
two ways at the very | east.

Just as a remnder, | think Ruth may have said
it while | was outside, the format of this report is
different frompast reports in that there is not a
sci ence chapter, an ethics chapter, a |legal chapter,
and forcing previous reports aesthetic nodel into this
one just did not work and probably would not work for a
nunber of the reasons that have been nentioned but your
worries can be net by those two conventions at |east.

PROFESSOR CAPRON:  Trish, were you able to
hear that?

PROFESSOR BACKLAR: Actually | amsorry,
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somet hing el se was going on here. | amvery sorry.
PROFESSOR CAPRON:  Ckay.
PROFESSOR BACKLAR: | will get it fromEric

| ater.

PROFESSOR CAPRON:  Well, | just want to
encour age everyone -- | know Trish and Rhetaugh are
havi ng sonme difficulty hearing -- that we be very

vigi l ant about speaking directly into our m crophones.

Let's turn then to Reconmendation 1. W have
already, at Alta's urging, |ooked at this
recommendati on sonewhat. | guess | had a question to
start off with, which is whether there is sone
advantage to having this parallelismwthin one
recommendati on between researchers and | RBs.

| nean, it seened to ne either there would be
a reason to state these as separate recommendati ons or
sinply conbine into the same sentence the research
sponsors and | RBs nust assure that the research adheres
to but I do not see that repetition adds anything since
the -- as far as | could tell, the substantive
requi rement was the sane for each

But do | -- Ruth, do you have a reason --

DR MACKLIN.  They were witten like this --
remenber this chapter was only a bare bones outline

when you last saw it and the recomendati ons renain
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the same. It is just the text that has been added.

At the very early stage in which these
recommendati ons were formul ated, there was sone
di scussi on of whether or not they should be directed to
specific individuals or agents so that researchers was
one group. On the assunption, as we just discussed a
nmonment ago, that there mght be in the Executive
Sunmary, recommendations for | RBs, recommendations for
resear chers, reconmmendations for sponsors if it is
going to be broken down that way this reflects that
br eakdown.

On the other hand, if it is not going to be
broken down that way then the repetition is not needed
and we can put where needed. |f we are tal king about
all these guys, we can put it in.

The one thing we tried to do, it did not
succeed everywhere, but tried to put these in an active
-- nanmed an agent who had to act rather than --

PROFESSOR CAPRON:  Yes.

DR MACKLIN. -- put it in the passive voice.

Now it is pretty clear just for one second
when you | ook at Recommendation 2, when it says, "The
provi sions of the U S. Code of Federal Regul ations”
shoul d be nodified,"” it is quite clear who the agent

there is. You can put it in the passive voice. W are
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not there tal king about the researchers.

But what we have tried to do is say who has to
do what actions by nam ng the agents. So dependi ng
upon what you would like to see, you want to see it al
| unped into one and then it will be repetitious or are
they going to be broken out according to who the agents
are.

PROFESSOR CAPRON: Wl |, for nyself, if it is
all in one recommendation, | would |ike the sentences
to have both actors init.

DR MACKLIN. Right, that is what it will be
but it is --

PROFESSOR CAPRON:  But if we think that there
Is -- this is a question for ny fell ow Conm ssi oners.

If we think that we want to be able to say here is a
recomendation for researchers, here is basically the
same recomendation for I RBs, then they should be
separate -- there should be Reconmendation 1 and 2,
precisely so they can |later be sorted and identified.

So what is people's preference? |s there any
reason to separate themout?

Bernie, and then Bette?

DR LO Wll, before we get to that question,
which to ne -- you are going -- we -- at sone point we

need to do it both ways. But one of the things that |
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would like to see is to nake the parallels really
explicit so it seens to ne the general flowis
researchers need to nmake explicit how they are
proposi ng to change, give adequate justification.

| RBs have to ensure that the justification is
adequate. It seens to ne sponsors al so have an
obligation to ensure that any deviation frompractices
that would apply in this country is adequate as well.

So |l wuld like to -- it alnost invites sort
of nitpicking if some of the recomendations have all
three actors having duties and others do not to say
does that |et sonebody off the hook.

So | would like to just be very careful and to
make sure that we are as explicit as possible as to
what peopl e shoul d do.

As to Alex's question as to whether -- how we
stylistically present it, | do not have strong feelings
one way or the other, other than to say that | think we
ought to do it both ways at sone point in the report,

that it ought to be topic and by actor at two different

pl aces.

PROFESSOR CAPRON:  Bette?

M5. KRAMER | like the way it reads as al
together. | think it has a cohesi veness.

PROFESSOR CAPRON: Vel | --
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M5. KRAMER | think it is a big issue.

PROFESSOR CAPRON: -- Bernie has, in effect,
rai sed an additional question to nmy mind and that is do
we want always to identify on the sponsoring side two
actors. The actual sponsor, the conpany or the
governnental agency that is conducting the research.

And, secondly, the scientists who are carrying
it out.

Yes, Ruth?

DR MACKLIN: | think you have to | ook at each
recommendati on to answer that question because, as you
will see fromthe reconmmendations in Chapter 4, sone
things go only to sponsors because researchers do not
have the wherewithal to --

PROFESSOR CAPRON:  Right .

DR MACKLIN.  -- nake products avail abl e.

PROFESSOR CAPRON:  Right.

DR MACKLIN. So -- and then a question is who
I's doing the negotiation. So |I think you have to take
up that point, point by point --

PROFESSOR CAPRON.  Ckay.

DR MACKLIN -- to see what fits.

PROFESSOR CAPRON:  In this first one was there
any reason to | eave sponsors out?

DR DUVAS: It says, "U. S. sponsored
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researchers."” That includes sponsors.

PROFESSOR CAPRON:  No, | do not think so.
"U. S. sponsored" is an adjective.

DR DUMAS: For what?

PROFESSOR CAPRON:  For nodi fyi ng researchers.

DR MACKLIN  But wait a mnute.

DR DUMAS: Yes. But if you are tal king about
sponsors then the researchers are sponsors.

PROFESSOR CAPRON:  No. The sponsor is Merck

The researcher is Dr. Jones. The IRB is sonething at
the University of |Idaho at Dares Sal aam ( phoneti c)
University. | nean, those are the -- | nean those are
different actors.

And, as Ruth says, sonetinmes we explicitly
want to separate the sponsor fromthe researcher
because - -

DR MACKLIN.  And here is an exanple: | nean,
the sponsors do not get the -- are not involved in the
process of obtaining infornmed consent, the researchers
are. So that is precisely why sponsors are not in
her e.

W are tal king about who does what in the
I nfornmed consent.

PROFESSOR CAPRON:  Berni e?

DR LO Don't sponsors have an obligation to
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review the protocol they are sponsoring and ensure that
it neets ethical standards?

PROFESSOR CAPRON.  They do both for FDA and
for N H.

DR LO So that if there is a -- not so mnuch
in one --

PROFESSOR CAPRON:. O CDC or anybody el se.

DR LO -- but for --

PROFESSOR BACKLAR:  And Trish has her hand up.

PROFESSOR CAPRON:  Yes, Tri sh.

PROFESSOR BACKLAR: And the ot her aspect of
this is it is inportant to have a list of sponsors
because sonetinmes it neans that they have to put in
nore noney because it costs nore to do this.

PROFESSOR CAPRON:  Yes. That is true.

So do we want | anguage, which, in effect,
says, "United States agencies and conpanies in the
research which they sponsor; United States
I nvestigators and the research which they conduct; and
Institutional Review Boards in the research that they

revi ew and approve should ensure that --" and then we
get to this question of what they are ensuring but
usi ng the |l anguage that is here now that the
substantive ethical standards of inforned consent is

adhered to.
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They may, however, vary the procedure by which
I nfornmed consent is obtained. |Is that a fair summary
of what we want to do?

Yes, Bernie?

But we have to cone back to this question of -
- | thought we had nade sone progress earlier with the
suggestions that were nade and we have to refine thema
little bit as to what is required and what is waive-
abl e.

DR LO Right. In addition to that point, |
think your last thing you said, Al ex, they may vary
"procedures.” It seens to ne we need a cl ause saying
"provi ded they give adequate justification for the
variation." So that is language that is in sone of
t hese ot her reconmendati ons that you cannot just do it,
you have to justify it.

PROFESSOR CAPRON:  Yes.

DR LO | think that should be there.

PROFESSOR CAPRON:  And, in fact, obviously a
nunber of the recommendati ons that follow this one
address that issue.

Now perhaps we do not want to say both of
those things in one recommendation. That is to say
per haps we should say that certain things are not

wai ve-abl e and hold for the next recommendati on or the
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next recommendati ons those points which we are going to
say may be wai ve-abl e and, indeed, wi th Reconmendati on
2, in effect, calling on federal regulators to change
the regulations to all ow such a waiver.

Is that fair?

So if that is -- yes, Ruth?

DR MACKLIN | just have a little probl em now
that we are making -- putting all the agents in here --
usi ng the word "wai ve-able."

The | RBs, according to the regulation, nmay
wai ve. Sponsors do not waive. They do sonething el se.

And researchers do not waive. They omt or they
alter.

So | think you just have to be careful because
of who is charged wi th doi ng what.

| do not mnd taking up any of these. | have
no i nvestnent in any of these alterations but every
tinme you say "put it all together" and then you start
tal ki ng about what is waive-able, you do not have the
ri ght peopl e doing the waiving.

PROFESSOR CAPRON: Right. So that if we -- if
we start off with what is required, we have no probl em
saying that in the research which they sponsor and the
research which they conduct or in the research which

t hey approve as each of those agents, there should be



10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

116

no devi ation fromthose requirenments which flow from
the basic principle of free and inforned consent.

Is that --

DR DUVAS: Rnhetaugh has her hand up.

PROFESSOR CAPRON:  Rhet augh, and then Eric.

DR DUVAS: | like the idea. | like the
format that is used in the Recommendation 1 and |I woul d
li ke to suggest rewording that, | think, would take
care of the concerns that are being raised.

"U.S. sponsors should ensure that researchers

adhere to the substantive ethical standard of i nfornmed

consent," et cetera, et cetera. O "They should ensure
that there is no deviation.” Whichever you would
prefer. And then all the other things follows.

Does that nmake sense?

PROFESSOR CAPRON:  Sonre.

DR DUMAS: Recommendation 1.

PROFESSOR CAPRON:  Yes.

DR DUMAS: "U. S. sponsors of research shoul d
ensure adherence to the substantive ethical standards
of infornmed consent." The process of obtaining
i nformed consent or infornmed consent docunents.

PROFESSOR CAPRON: | think, Rhetaugh, we are
going to have to go around on this issue of what it is

that they are ensuring and get the | anguage of that.
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DR DUVAS: That is right but if you start out
with the sponsor's responsibility and it is global.
And then this neans that researchers, you know, there
Is certain flexibility for the researchers and then
there are certain expectations of the |RB

PROFESSOR CAPRON. Bette, did you have a
further cooment? | had your hand before.

MS. KRAMER:  No.

PROFESSOR CAPRON:  All right.

Eric, did you want to weigh in?

DR MESLIN. Well, | have two coments. One
I's substantive and one is procedural.

The substantive coment is that if you go with
Rhet augh' s suggestion you have to add sonething at the
end of that first clause that describes where they are
doing the ensuring. In the process of awardi ng noney
and that sort of thing? So you have to sinply add that
I n.

The procedure -- the two other procedural
comments are (1) it is 11:00 o' cl ock and we have a
di scussion of Chapter 5 | oom ng.

More relevantly, Harold Shapiro has sent to
all of you some thoughts in a fax, which | just
recei ved nonents ago, sone of which are relevant to the

di scussi on now, sone of which are relevant to the
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di scussion | ater.

| amgoing to circulate themw th his w sh
that you read themand I will direct you through it. |
have been on the phone wi th hi mgoing over this.

So | just nmake those for your benefit.

PROFESSOR CAPRON:  Ckay.

If we are getting to the |evel of
wordsmithing, | think the nessage is we will not have
time to do that.

| would take so far fromthe summary that we
do want to address as to this first reconmendation all
three actors and that appropriate | anguage shoul d be
crafted to do that.

| al so saw sone noddi ng of heads affirmatively
when | suggested that we separate out the affirmative
obligation to ensure things are provided fromthe steps
that would follow in subsequent recommendati ons about
varying the standards or waiving the standards as to
t hi ngs which are not as required or the procedures.

Bette, | had Eric and then David.

M5. KRAMER | just wanted to nake a
suggestion to maybe hel p us nove along on this.

Wiy don't we just ask Ruth and Alice to just
draft it both ways, all in one and broken out, and we

will just be able to quickly see what it |ooks |ike and
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pass on it.

PROFESSOR CAPRON:  |s that the way you woul d
prefer to operate? |Is that easier for you?

DR MACKLIN.  Well, | do not know what is
easi er but since we have 11 recomendations in this
chapter and we are only dealing with nunber one now, |
think we have to think both of how we are going to get
t hrough themright now to see what we are going to
redraft and how we are going to get to Chapter 5, and
how we are going to get to Harol d' s neno.

PROFESSOR CAPRON. Ckay. | have Alta, Eric
and Davi d.

Ata?

PROFESSOR CHARO | only wanted to say that |
thought that this is a stage of report witing where
the actual words of the recommendati ons do not strike
nme as being as crucial as a clear explanation in the
text of what we are trying to acconplish.

This draft is for public comment. This is not
a draft of regulatory |language so that if it would be
at all helpful, | would personally urge that we worry
far | ess about what particular words appear in the bold
type and far nore about explaining what we want to get
to.

And at the end of the day if that is signed
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of f on, worry about the words here and then | ook into
whet her things |ike decision charts becone the best way
to communi cate to individual actors what to do versus

| anguage.

But it mght be a way to kind of break the
time barrier here.

PROFESSOR CAPRON. Ckay. FEric?

DR CASSELL: Well, | just want to say that
the nore conplicated the thing is, the easier it is to
evade. That is on the first hand. And the easier it
Is not to understand clearly step by step. So | would
rather see it broken out.

| actually also think that when you call it
U S. sponsored research and | eaving out researchers in
the first section of that will take care of all the
actors init. And that you should identify -- that
shoul d be one section and then the next section should
be researchers, however, maybe. Make it a separate
recommendation as sinple as it conceivably can be. Not
to cover everything in one thing but sinple. O clear
-- not sinple, clear.

PROFESSOR CAPRON:  Davi d?

DR COX: So | agree with what Alta just said
and | amgoing to nmake a comment in that respect with

respect to informed consent and this first
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recommendat i on.

Not to have people agree with ne but to put
forward sort of ny sinple mnded view of this.

So JimChildress said early on the concept of
respect for persons being a fundanmental ethical issue,
whi ch | understand sort of what that neans. So what we
dointhe United States, at least, is we represent that
very often by the process of informed consent.

But inforned consent is not the ethical
principle. Respect for people, persons, is the ethical
principl e.

So our regs deal with inforned consent. W
have to have a rule for international work with
I nformed consent but one of the problens becones is
that different people have different views about
personal autonony, which is tied up in the concept of
i nf ormed consent.

So that what we do then is we say, "Listen, we
start with respect for persons. W in Arerica do it
with informed consent.” Wen you take that into an
international context, it nakes |life conplicated
because ot her people | ook at autonony differently.

So what we can do is have sonme ot her ways that
we can have inforned consent and these are them

Aut onony may be one thing that is different in
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different places. So we use that as an exanple. Al
right. And that we do not get tied up. That is not in
here right now. | do not see that witten in a place
where | can understand that | ogic.

So | amnot saying to agree with ny train of
| ogic but have a train of logic that starts wth the
principles, goes into what it is that -- what the
statutes use as inplenmentation. In this case, inforned
consent. And why that is nore difficult in
I nternational situations.

| use the exanple of autonony as one thing
that you have to face up front because we know t hat
peopl e di sagree with that.

PROFESSOR CAPRON:  Yes. | think that a | ot of
that is in Chapter 2, frankly.

Ruth, | think that a lot of that is in Chapter

What | conclude -- | want to nake clear what |
under stand, however. W do not think that individual
I nformed consent can be put aside for consent given by
third parties for otherwi se conpetent adults. That is
to say a husband cannot consult for the wife, a Chief
cannot consult for nmenbers of his Tribe or whatever.

In other words, when we tal k about those

things in the report we see those as perhaps additional
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procedural things that would be allowed. That is to
say you get -- you go through a process of negotiation
before you go to individuals in the group by looking to
group | eaders.

But we do not see -- so that we do not say
autonony is just this U S requirenent. W believe
that you still are going to have to get the free and
i nformed consent of individuals before they are in
research even if that is not the standard in that
country and either the standard is so difficult to
accommodat e that you cannot go to the people in that
country and do the research or the people who you go to
are going to be going through a sonewhat unfam | iar
process.

Is that a fair statenent of where --

DR MACKLI N Yes.

PROFESSOR CAPRON.  (kay.

DR MACKLIN. It is a rock bottomrequirenent.

PROFESSOR CAPRON:  Yes.

DR MACKLI N I ndividual consent.

PROFESSOR CAPRON:  Yes, right, and we do not
think -- and | took our discussion that Alta pronpted
earlier today to lead to the conclusion that we w |
try to explain in the | anguage here that follows this

that what we -- not to touch every possible exanpl e
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sonmeone could cone up with, but we are tal ki ng about
those things which relate to being infornmed of what the
research -- that there is research and what is involved
in the research. And the person be situated so as to
make a free and conpetent judgnent about whether they
wi sh to participate is something which does not get

wai ved.

And if we split this up into our first
recommendation that deals with what is not wai ve-abl e,
that is the core of it, and we are going to -- you
know, we mght -- if this follows the point where we
have di scussed in the text procedure and substance, say
that sone people describe it in those terns, that these
are the substantive requirenents.

But that they derive, as you just suggested,
David, from-- and as Ji msuggested earlier -- fromthe
principle of respect for persons, which plays out to
this rock bottomrequirenent.

Are we all confortable with that?

DR COX: So, Alex, can | just conment on your
conment on ny conmrent ?

PROFESSOR CAPRON:  Yes, pl ease.

DR COX: | think it is in Chapter 2, all of
these words are in the chapter, but when we | ook at the

recomrendati ons and the point that Ruth wanted to put
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forward, which is what is the logical trend by which we
derive these conclusions. Right? |Is that it is not
clear to ne where this one -- precisely the things that
It comes from

And the second thing I would |ike to say,
Alex, is that the -- what you did -- okay -- just now
Is basically said we have al ready reached a concl usi on,
okay, in terns of what the rock bottom principles --
and | would like to come back to Jim Childress, and
maybe | m sunderstood your point, Jim

But | heard when you nade the point about
aut onony, right, that that was not a clarified issue
yet .

DR CHLDRESS: O at least inthe -- if we
are referring to all the codes in different countries
and internationally there mght well be different
statenents of the justification.

DR COX: | ndeed.

PROFESSOR CAPRON:  Jim | think David is
taki ng sonething different fromyour commrent than
took fromit.

DR CHI LDRESS. kay.

PROFESSOR CAPRON: | took you to be saying
that if we | ook at those statenments, we would do better

to generalize that they all enbody a respect for
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person’'s view as to which a particul ar | anguage about
aut onony m ght be thought to be particularly a Western
or US. way of deriving fromthat.

But respect from persons in the Bel nont Report
had not only aut ononbus consent but other aspects to
it.

Is that correct?

DR CHI LDRESS: That is correct and | think
respect for persons would cone closer to being nore
general i zabl e.

But even there | just do not want us to rest
everything on that as -- because even in the U S many
have argued for first person voluntary informed consent
as a way to protect subjects, not as a way to respect
autonony. That is there are many --

PROFESSOR CAPRON:  Yes.

DR CH LDRESS: -- and you have one of the
famous lists of --

PROFESSOR CAPRON:  Right .

DR CHI LDRESS: -- the different kinds of
functions, for exanple.

So, | guess, | just did not want to over
simplify in this first paragraph exactly why we think
voluntary infornmed first person consent is inportant.

PROFESSOR CAPRON:  But you do not differ from
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the conclusion that it is a rock bottomrequirenent?

DR CH LDRESS: R ght, absolutely.

PROFESSOR CAPRON:  (kay.

Now let's turn to sone of the spelling out
that occurs in the subsequent recommendati ons of those
aspects of the U S regulatory requirenents that may be
wai ve- abl e and tal k about how this plays out.

I n Reconmendation 2 the present statenent is
that "the provision of the U S. Code of Federal
Regul ations requiring witten signed consent docunents
for all research involving nore than mnimal risk
shoul d be nodified to allow for waivers of one or both
of these requirenents. Researchers nust provide
adequate justifications for requests for such waivers."

Now | understand that inplicit in that latter
sentence is the notion "justifications based on | ocal
custons, which would nmake witten forns or subjects
signing such forns culturally unacceptable."

Is that the correct reading of that?

DR MACKLIN:  No.

PROFESSOR CAPRON:  No. Wiat is -- what nore
do you have in m nd?

DR MACKLIN. Because, for exanple, if a
si gned consent formby a person who i s engaged in

i1l egal behavior but is a research -- a subject of
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research, if the signed consent formcan identify the
I ndi viduals and may put themat legal risk, that is a
different kind of justification.

Simlarly, in sonme HYV research, it has
nothing to do with the local custons but it has to do
with the possibility of the information being reveal ed.

So there are other justifications. It need
not be only local custons and | think it is better --
it is preferable to |l eave it general because these
ot her conditions may al so obtai n.

PROFESSOR CAPRON:  Yes, Bette?

M5. KRAMER M recollectionis inreading it
that it flowed very naturally out of the earlier
di scussion so | think when it is put back where the
discussion is it is going to be very consistent.

PROFESSOR CAPRON.  (kay.

M5. KRAMER  And cl ear.

PROFESSOR CAPRON: | left out that
parent hetical clause and it just remnds ne -- | do not
know at what point, | guess, each of us should try to

gi ve you |l anguage that rewites the | anguage.

| did not find that sonme of these
recommendations read |ike recommendations in our other
reports. They read nore like a statenment of the topic

and a concl usi on.
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But ot her than that, concerns of that sort,
are we all confortable wth this as a concl usi on?

Recommendation 3 states, "In addition to the
basi ¢ el ements of inforned consent and any optional
el enents deened rel evant and appropriate for the
proposed research, the informed consent process and
docunent shoul d include information about what wll and
will not be nmade available to subjects when their
partici pation has ended. "

On this one | thought that that first |anguage
made it sound, as Alta said a nonent ago, that we were
trying to wite a regulation, which | did not think we
wer e.

Perhaps it would be nore direct sinply to say,
"Subj ects nust be infornmed what will and will not be
avail able to themwhen their participation has ended.
The I RB should ensure that this information will be
adequat el y conveyed by researchers in the process of
obtai ning infornmed consent and in all informed consent
docunents. "

Recogni zing that there may not be, for
exanple, a witten formand so forth.

But is the substance of this agreeabl e?

Now this actually, of course, refers readers,

the text surrounding this is going to have to refer
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readers ahead to Chapter 4 because that is where the
substantive di scussion of that cones but you would |ike
to have that here in the infornmed consent chapter

DR MACKLIN It was not here earlier but
since we now have Chapter 4 and that is one of the
things we are saying in Chapter 4, it belongs in both
pl aces.

PROFESSOR CAPRON:  Well, | would, frankly,
| eave to you in the polishing of the next draft the
questi on of whether when you get to this point you
decide that there has to be so nuch forward referencing
that this conclusion actually belongs in Chapter 4
because after all we are now saying that the
recommendati ons are spread throughout.

Not every recommendation that says the word
"infornmed consent” has to be in this chapter but |
woul d leave it to you to see that -- whether it flows
nore acceptably here or |ater.

Eric?

DR CASSELL: Well, since this part of the
reconmmendati on i s about sonething we have not even
resolved and it is open to so many i ndividual
vari ati ons, depending on the kind of research and
whet her the trial is successful or it is not

successful, and so forth and so on, | just -- | do not
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see a point in having it here until we at |east have
di scussed it thoroughly in Chapter 4.

| would like to leave it out nyself.

PROFESSOR CAPRON:  Ji nP

DR CH LDRESS: Let ne respond to Eric.

| think it ought to be included because it
does not really at all say what policy or practice has
to be present. Only that whatever you have you need
to disclose that to the participants.

M5. KRAMER  Just say not hing.

DR CASSELL: There will be no followup in
this trial.

MS. KRAMER R ght.

DR CASSELL: But what does that nean? Wat
does no followup nean? | do not understand that. It
Is just too vague. There will be no followup. That
isit. W wll never say another word. No other word
will ever follow | nmean, you can just think of --

PROFESSOR CAPRON: Wl |, that probably woul d
not be a very hel pful description is what you are
sayi ng.

DR CASSELL: No, exactly.

PROFESSOR CAPRON:  But woul d a description
whi ch says, "At the conclusion of this trial the

sponsors will not provide you with any product
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developed in this trial."

DR CASSELL: Well, | can think of a situation
where they woul d say, you know, you will have a piece
of boilerplate that says that but it does not have
anything to do with that particular trial

It is just too vague.

| think that the issue has to be argued out
| ater on and then the recommendati on shoul d be that
that should be part of the informed consent.

[f you put it in here without the discussion
about it -- | was reading it and | was thinking what am
| supposed to say. | nean, | amwiting a trial of a
particular -- | do not knowif it is going to work.

It is a phase this trial. Sonmebody else -- | amonly
trial nunber two. | know four nore trials are com ng.
They will not really know the answer until trial
seven. Wat am| supposed to say now?

There will be nothing following this trial,
whi ch sounds like I amtaking something away from you

You know, when you wite down | amnot going to give
you anything, that says | amtaking sonethi ng awnay.

Wereas, after trial seven we are going to
real ly know whet her there is sonething comng out of
it.

So you are sticking people with sonething that
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does not apply to themand it may not -- it nakes them
| ook bad when they are not bei ng bad.

| do not think we ought to put this in here.

I think we ought to argue it out conpletely where it
bel ongs and then if it |looks |like we can cone up with
| anguage, that is a different issue.

PROFESSOR CAPRON:  Yes, go ahead on the phone.

PROFESSOR BACKLAR:  Trish has her hand up.

PROFESSOR CAPRON: Go ahead, Tri sh. And t hen
Arturo.

PROFESSOR BACKLAR It may be that one coul d
have the discussion in the text sonewhere that whatever
is relevant -- it is understood that whatever
agreenents are nade that are relevant for the subject
to have know edge about this will be -- the subject
wi Il be inforned.

This is not at all the | anguage | woul d nean
to put it in but it seenms to nme that this is sonething
that could be discussed in the text itself.

PROFESSOR CAPRON: | have Arturo and then
Bette. On this point?

DR BRITO On this point.

PROFESSOR CAPRON:  On this point.

DR BRITO Because it just occurred to ne

that there is no recormmendati on here -- okay. Earlier
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in the chapter we describe the basic el enents of
I nfornmed consent that we already -- that Jimearlier
t al ked about the rephrasing that as obligations of
di scl osure instead of calling it infornmed consent.

And there is no general recomendation, which
-- It just seens to ne there should be sonewhere here -
- about -- because you start off "in addition to basic

el enents of informed consent..." what would be wong
wi th maki ng a general reconmmendation to say that al
t hese basic elenents of the obligation of disclosure or
what ever phrase we use need to be discussed, and then
| ater on in Chapter 4 being specific if we decide to --
what will be nade avail able to subjects when their
partici pati on has ended?

| amnot sure if | am m ssing sonething here
fromthe recomendations but it just -- there seens to
be a gap here sonmewhere especially if we are going to
go back and put the recommendations follow ng the text.

PROFESSOR CAPRON. Bette, do you have a
conment on this as wel | ?

M5. KRAMER No. | think it ought to be in
bot h pl aces and perhaps it would -- perhaps we coul d
just include at the end of the recommendation just a

note that a broader discussion follows in Chapter 4.

PROFESSOR CAPRON: Wl l, let ne see --
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M5. KRAMER O in addition.

PROFESSOR CAPRON:  -- | amnot clear whether
anyone agrees with the nost sweeping version of what
Eric said, which was that sonehow -- wherever it is
that the information that you woul d be conveying in
many cases woul d be sonething you should not either
have to convey or would be harnful to convey.

DR CASSELL: Wll, yes. | say if you have
nothing to contribute at the end of the trial because
It 1s that kind of a trial and that you are obligated
tosay I will do nothing followng this trial in one
formor another, you have just nade a negative
stat enent when you have done anythi ng negative. You
have not hi ng you coul d have done.

PROFESSOR CAPRON: Wl |, you have -- | gather
that the thought here is simlar to the present
requi rement that people be told whether or not there
wi |l be any conpensation if they are injured in the
research, that people could gointoit with a
m si npression that they will be taken care of because
they are being research volunteers and they shoul d know
If the policy of the institutionis if you are injured,
what ever conpensation, nedical care you get is on you
and your present insurance nechanisns. W do not

guarantee to do anything for you. It is thought to be
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i mportant to say that.

Now you may regard that as a negative
statenent, Eric, but it is --

DR CASSELL: Wwell, | would like to see
| anguage then, | guess, you know, or see it discussed.

And | guess that is ny problemwth it.

PROFESSOR CAPRON:  No, | understand. That was
a separate.

DR CASSELL: Yes.

PROFESSOR CAPRON:  The nore nodest version of
what you were saying is it wll only nmake sense in
context of a discussion of the point and that is going
to occur in Chapter 4 and, therefore, the

recommendati on should be held until Chapter 4.

DR CASSELL: | wll take the cloak of
nodesty.

PROFESSOR CAPRON:  The nore nodest. Ckay.

DR BRITO Al ex?

PROFESSOR CAPRON:  Yes, Arturo?

DR BRITO | amsorry. | just -- | think I
have figured out what -- where the problemis here with

what | am sayi ng.
| agree that it probably should be in Chapter
4 so | agree with Eric on that.

But going back to this recommendati on, we have
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got to go back to Recomendati on 2. The way
Recommendation 3 reads right now, "In addition to the

basi c el ements of inforned consent,” and then it talks
about the process and docunent.

The inplication is that we are assum ng there
Is going to be a witten docunent but yet in
Recommendation 2 we are allowi ng for nodification or
wai ver of one or both of these requirenents, which is
the witten -- one of themcan be the witten docunent.

Right? A witten signed consent form
PROFESSOR CAPRON:  Yes. | do not -- Arturo, |

do not think that is a problem | nean, in other

words, if there is not a witten signed consent form

there still has to be information conveyed.
DR BRITO | understand that but what | am
saying is there is -- Ruth, maybe you can hel p ne here.

There is really no recommendati on here saying that on
I nternational research settings if there is no witten
docunent that anybody has to be obligated to follow the
basic el ements of informed consent --

DR MACKLIN: Well, those nmust be disclosed in
the process. Those are the substantive requirenents
that nmust be disclosed in the process whether or not
there is a docunent.

DR BRITO R ght. Were in the
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reconmrendati ons does it say it?

PROFESSOR CAPRON: | have a sense that as
refornul ated, Recommendation 1 is going to say that.
Isn't it?

DR MACKLIN:  Yes.

PROFESSOR CAPRON:  Yes. The Recommendation 1
Is going to say, "This is the core requirenent of what
must be conveyed,"” and now we are going to get |later on
to the process of conveying it.

DR BRITO Ckay. |If that is the case, once
it is reformatted, then | agree wth Eric that it
shoul d be put --

PROFESSOR CAPRON:  And | woul d suggest,
frankly, right here, Ruth, that it may very well work
out in the conmmentary on that first recomendation to
note that one of the things that is -- that nmay be at
issue is what will be given to the participants, and
that is addressed in Chapter 4. That signals the
reader that there is going to be further discussion and
t he di scussion then gives -- in the view of sone peopl e
-- probably a better way of understanding the
reconmmendat i on.

Wiy don't you see how that works out because |
think now we are getting to the point of trying to

anticipate what the next draft is going to | ook |ike
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and | think we have to let Ruth and Alice try to work
it out.

They have gotten advice and they have gotten
Eric and Arturo's concerns.

Recommendation 4. |s there any discussion of
that? "Researchers shoul d develop culturally
appropriate ways to disclose infornmation that is
necessary for adherence to the substantive et hical
standard of informed consent.” That |anguage may have
been nodi fi ed.

"Researchers shoul d describe and justify in
the protocol the procedure they plan to use in
di sclosing information to participants.”

Yes, Bernie?

DR LO Just to say that | think we need a
paral |l el sentence that says, "IRBs have an obligation
to ensure that..." blah, blah, blah. And if you want
to put another one in for sponsors as well.

PROFESSOR CAPRON:  (Ckay. Any further comment?

I s the substance of the recomendati on agreeabl e?

Davi d?

DR COX: So this cones back to the sane issue
that if in a culture, all right, it is not culturally
sensitive to go to the individual, all right. So, |

nmean, | understand our rock bottomthing but that if it
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is not culturally sensitive to go to the individual in
the first place, right, then it is inpossible for
researchers to develop culturally sensitive ways to do
what we are asking themto do.

So to nake it so that it is not logically
totally inconsistent with what we are doi ng, we have to
say up front -- and Harold had suggested this earlier -
- that there are just sone types of research that under
these rules it is not possible to do in other places.

PROFESSOR CAPRON: | believe that --

DR MACKLIN. Could | just say here --

PROFESSOR CAPRON:  Yes, Ruth.

DR MACKLIN  -- this reconmendati on does not
go to the question of who may be approached. It goes
to the earlier discussion about disclosing fatal
i1lness and in the text where this is going to go back
it should be clear from-- with the inclusion of sone
exanples that are in this text that this has to dea
Wi th how you break news to people that is required in
order for you to be disclosing the basic el enents of
inforned consent if, in fact, it is one of these
cultural situations where people are not usually told
that they have a fatal ill ness.

So this does not go to the question of whom

t he approach to an individual so nuch as the content
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that is disclosed.

PROFESSOR CAPRON:  But you woul d agree with
David's bottomline that the result of this would be to
say if you are dealing -- you are doing cancer research
in a country in which patients are not told they have
cancer, you either have to find a way of conveying that
fact to them which is sensitive and so forth but that
conveys it, or you cannot do the research there.

DR MACKLIN: Exactly.

PROFESSOR CAPRON:  That is what | take to be
t he concl usi on.

DR DUVAS: But when you convey it back it
m ght be considered culturally inappropriate.

PROFESSOR CAPRON:  Right. And, therefore, if
It is culturally inappropriate you either -- you decide
that if that cultural inappropriateness is so great a
barrier that there is no nmeans to devel op appropriate
ways of overcomng it.

DR. DUMAS: Right.

PROFESSOR CAPRON:  You cannot do the research.

Is that what we are sayi ng?

M5. KRAMER  Yes.

PROFESSOR CAPRON:  Yes. Yes. Yes, David.
Yes, Bette. Yes, Arturo.

DR COX: | just want to nmake that clear for
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t he researchers because what you are going to be doing

PROFESSOR CAPRON:  Yes.

DR COX: -- and for everybody -- is that
there is going to be sonme ways where you try and figure
this out and it just will not conpute. And what that
nmeans is we are saying that, you know, that is life
because we have got certain rules that we do in the
US and if we are using U S. noney we are using these
rul es.

Now Harold said this before. | really nust
say | have thought a I ot about it nyself as the bottom
line. But that the -- if that is what we are saying,
which is | think the whole sort of |ogical foundation
about what we are doing, we have to be cl ear about that
up front.

DR MACKLIN. Yes. | guess | do not want to
buy into the phrase that it is "US. rules" and if you
are using U S. noney you have to rely on U S. rules.

The chapter starts out by pointing out all of
the other international docunents that buy into the
principle of disclosure of relevant information so that
peopl e gi ve an understandi ng and know ng i nf or ned
consent, and it ticks off the nanes of those docunents.

So there is no nore specificity in the U S.
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rules than there is CIOVM5 or in the ICHGH et cetera.
So | just want to resist because that is a different

claim If you are going to use U S. noney you have
got to pertain to U S. rules.

What we are trying to say about these
requirements for informed consent is that they are
uni versal even in Uganda and I ndia, which buy into the
principle, and I think they do use the word "autonony"
by the way but we will check it.

PROFESSOR CAPRON:  Di ane, you had your hand up
bef or e.

| want to wel cone the Conm ssioner from
Massachusetts. Steve Holtzman has joined us for the
record.

DR, SCOTT- JONES: It seens that the phrase
“culturally appropriate” is too anbi guous to use here
because the recommendati on does not say anyt hi ng about
how t hat woul d be determned. | think cultures change
as ours has changed over tinme. It just seens to ne
that this should have nore specific information than

can be conveyed by the phrase "culturally appropriate.”

PROFESSOR CAPRON: Al ta?
PROFESSOR CHARO | have a feeling that there

is, in fact, a very common understandi ng here of what
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is going on and that if you -- if we were to sinply say
that when U S. researchers work abroad the subjects

Wi ll receive the sane information that they would have
received in the United States, which would then

i ncorporate the truth about their diagnosis, but that
researchers should feel free to vary the way in which
that information is communicated to take into account

| ocal conditions.

W will have clearly stated what is here in
different words that maybe convey it nore clearly to
ot her peopl e.

DR MACKLIN.  Alta, | guess | want to be very
careful. This is goes back to the sane point | just
made to Davi d.

There is so nmuch, as you will see later on, of
peopl e saying, "You are inposing U S. standards, rules,
practi ces, behavior on other countries."” And phrasing
it in the way that you have, even though |I know what is
behind it, it is saying it should be the sane
everywhere, is going to nmake it ook as if once again
we are saying this is the way we do it in the US. so
you better do it el sewhere and people are going to
object to that.

PROFESSOR CHARO  Ruth, | synpathize with your

objection and I -- but the reason why | am phrasing it
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the way | amis because these recommendati ons are being
made by a Presidential Conmm ssion to the Federal
Governnent to tell the Federal Governnent how it ought
to behave, which neans what we are saying is how shoul d
U S. researchers behave.

Now we coul d say they shoul d behave the way
all researchers around the world in places that use any
of these various international codes behave or we could
say they have to do what they ordinarily do here.

The first would be nore politic. The latter
woul d be a | ot easier to inplenent because the I RBs
have | ots of experience in applying U S. donestic
standards to U. S. donestic situations. And if you tel
an IRB, "Do wth your U S. research in Uganda what you
woul d have done with U S. research in Massachusetts,"
they will know what you are tal ki ng about.

DR MACKLIN  Yes. And renenber then that the
ot her people who are going to have to deal with this
are the IRBs in other countries and they are likely to
gi ve -- because you are tal king about collaborative
research, and all these other countries have or wll
have or are required to establish IRBs, and they are
the ones who are going to |look at this and say, "Ah-ha,
you see yet again they are saying you should do here

what you do in the United States."
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Whereas, if you nake it neutral to the
country, it is nowthe other IRBs are not going to say
what we have in Chapter 5, and nmaybe too many
guotations in Chapter 5, of people saying, you know, be
nore flexible and do not -- we do not want any nore
I nperialism

PROFESSOR CHARO | see your point. But now I
have got a problemof kind of infinite regress because
| do not know how t hose ot her international docunents
have been interpreted.

For those places that are follow ng C OVS
guidelines or interpreting the Wrld Medi cal
Associ ation statenents, | do not know what their views
are on things like truth telling with regard to the
di agnosi s sonebody has prior to enrolling themin a
clinical trial.

So | do not know if a directive that says
followthe rules on truth telling that are enbodied in
all those docunents will actually acconplish what | am
hopi ng to acconplish because | am substantively,
whet her we admt it or not on paper, trying to, in
fact, export the U S. interpretation of truth telling.

DR COX: Exactly.

PROFESSOR CHARO  And so can you tell nme from

your own experience with places that work with those
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docunents instead of our own regul ati ons whet her the
equal | y vague | anguage has resulted in simlar
I nterpretations?

DR MACKLIN. W heard from Chri stopher Pl owe,
who said they are inscrutable.

(Laughter.)

DR MACKLIN: | do not think we are going to
know t he answer to that question, Alta, and | think
this is at this point a somewhat political point and |
think there may be a way of saying it and saying that
the standards in the world for the disclosure should be
the sanme wi thout making -- using -- saying explicitly
resear chers shoul d do el sewhere what they do in this
country.

PROFESSOR CAPRON: | have Bernie, Bette,
Arturo.

DR LO Yes. | guess | would like to go
back to sort of what is it we are trying to get across
here and then separate that from how we are going to
justify it and explain it in a way that people are
going to accept it. And if what we are really trying
to say is that researchers should tell people their
di agnosi s, that they are being random zed, and they may
get a placebo if those, in fact, are going to happen,

then I woul d suggest we say it just straight forwardly
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and not sort of take the back door approach that we now

have i n Recommendati on 4.

Then how we justify that in text, | think, we
shoul d have this whol e di scussion encapsulated. 1 |ike
actually Ruth's approach that this is universal. It is

not just the Americans exporting. But you can say --
and that we are sensitive to the notion that, you know,
it is cultural inperialism

But | think I would sort of then nmake Alta's
point that fromthe point of view of the IRB or
researcher this involves doing the sane kind of
bal ancing they do in this country of what is clear,
what is feasible, what is understandabl e.

But | think I would -- if we are just dealing
with the recommendations | would sort of first clarify
what it is we are reconmmending and trying to say.

| guess | would | ean with what David was
saying that we need to say pretty explicitly that these
things which are -- that these issues of diagnosis --
and | think it is diagnosis, random zation, placebo.
There may be others | ammssing. |If that is part of
your protocol, you need to explain that in a way to
your potential subjects -- in a way that they are
likely to understand it, period.

And then the cultural appropriate really cones
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nore into sort of the | anguage you are using and the
concepts but not to the nmandate to convey t hat
I nformati on.

PROFESSOR CAPRON: Ckay. Bette?

M5. KRAMER | pass.

PROFESSOR CAPRON:  Arturo?

DR BRITO This -- | think one of -- | agree
with what Alta said about that this is a docunent neant
for the Federal Governnent and | also agree with Bernie
that in the text that we shoul d include discussions
that Ruth nentioned about international regulations.

One of the problens | have with this
recomrendation is the word "shoul d develop.” That to
nme has a tone of arrogance to it.

And | think what we are tal ki ng about here is
that the U S. sponsored research in other countries
should utilize culturally appropriate ways to disclose
the information. Not develop themand it nmay sound
like a mnor point but | think this gives it a tone of
we are telling -- once again here we are the big bad
U S A telling other countries how they should do
things and we are going to devel op systens.

So I know -- so | would just change the
wor di ng around here so that -- or culturally

appropriate ways should be utilized by U S. sponsored
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researchers, et cetera, in foreign countries.

DR MACKLIN What if we said "in consultation
with --"

DR BRI TO kay.

DR MACKLIN. "-- people in the host country,"”
or sonething |ike that?

DR BRITO That is perfect. Perfect.

DR CASSELL: Well, if you --

PROFESSOR CAPRON:  Now | have D ane.

DR SCOTT-JONES: | just wanted to comment
agai n about this notion of culturally appropriate and
it is related to what Arturo just said about should
devel op.

There is still an air of cultural superiority
here because we in the U S. need to rem nd ourselves to
adhere to these standards and this reads as if we are
sonmehow doing things in a perfect way and we are not by
any neans, and that we are going to sonehow rel ax our
very hi gh standards when we go to other countries.

| think we need to refrane this along the
lines that others have said so that we are not giving
this air of cultural superiority.

PROFESSOR CAPRON:  Ji nP

DR CHI LDRESS: And there are variations in

the U S and if we distinguish, for exanple, diagnosis
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from prognosis, and | ook at N cholas Christakis
(phonetic) book Eoretelling Death, there are trenendous
variations in U S. professional norns regarding

di scl osure of prognosis as distinguished from di agnosi s
and yet the two are often very closely rel at ed.

So | amnot so sure inrelation to Alta's

standard that she wants to export that we actually have
it as clear cut in the U S as she suggested.

PROFESSOR CAPRON:.  Now -- Bill, did you have a

MR OLDAKER: Just one point of follow up.

What ever we do here we have to realize that we
are exporting a standard and the standard that we are
putting forth here, as Alta said, is a standard of the
Federal Governnent.

| realize that we want to be culturally
sensitive to that but on the other hand we are setting
the standards for how research is going to be conducted
with U S noney in underdevel oped countries. | nean
we cannot overl ook that fact.

So, therefore, the less clear we are as to
that, the nore problens we cause by our very witing of
it.

So | know you are trying to divide -- you

know, nmake a very difficult division here and trying to
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be culturally sensitive and put the guidelines down at
t he sane tine.

PROFESSOR CAPRON:  Now, as | understand where
we are then, if in Reconmendation 1 we have nade the
strong statenent about what is required, we are
addressing here the notion that it is appropriate for
researchers -- and we are tal king here about
researchers in U S. sponsored research -- to adopt and
utilize culturally appropriate neans of conveying
Information with the bottomline being that the
information that is necessary for infornmed consent not
be conprom sed and not be omtted as a result.

Is that -- that is what we want to get across.

In some ways, frankly, this whole discussion
seens nore a commentary on -- | guess it is a
recomendation but it is a recommendati on not that they
shoul d adopt but when they do adopt or utilize such
standards that these nodifications should not lead to
an om ssion of any of the essential elenents.

Is that what we want to get across? GCkay. W
are done with that one.

Now Recommendation 5, which is about nen and
wonen. "Researchers should use the sane --" Sorry.

DR LO Alex, earlier you nade a coment

which | think ties together with 5, 6 and 7 and 8,
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whi ch was that where you have a conpetent adult

subject, they need to give their infornmed consent. And
al t hough you may wish -- they may wish -- or it may be
appropriate to have additional authorization froma
group | eader or a spouse or the famly, such additional
sort of authorization should not substitute for first
person consent.

PROFESSOR CAPRON:  Yes. Yes.

DR MACKLIN: Now that consolidates the three,
right?

One problemis if, in fact, we adopt what
everybody said we should do, nanely putting these
recommendati ons back into the text, each one of these
itens is discussed separately wth a separate
di scussion and a separate justification. So
consolidating it here would nmean nmaking a different
recomrendati on for the Executive Summary than we woul d
have i ndividually because we are going to put each one
into the text. W are going to discuss wonen and nen,
we are going to discuss conmunity nenbers, et cetera.

So we have to be clear which you prefer
because havi ng deci ded we are going to put these back
in the appropriate place, they have to be broken out in
t hese separate ways.

PROFESSOR CAPRON:  Frankly, | do not see the
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problemquite that way. | think we can make both the
gl obal statenent that the -- freely given voluntary
I ndi vi dual consent is required.

And then explore the issues that have been
rai sed about situations in which spouses, particularly
mal e spouses, consent for the treatnent of their wfe
or wWives i s accepted.

And say as to this kind of research that is
not going to wash and have a recommendati on that says
t hat .

And then we have a discussion in the text of
the cultural -- the customary | eaders and ot her | eaders
of groups and then we have a concl usi on.

So, Ruth, I do not see the problemwth the
br oader statenent having cone earlier and still
el aborating, in particular, these recommendations as
they flow fromthe text that you have.

So if you were seeing problem-- and there is
-- in other words, there is a slight redundancy.

Havi ng stated the global, these are all self-evident

but since they are the very points which have been

di scussed around these issues, they ought to be
addressed and it is reasonable to have a concl usi on and
a recommendati on.

Yes, Alta?
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PROFESSOR CHARO. On the other hand, | am not
sure that all three of these are precisely the sane.
There are slight differences in what is going on here.

An initial question is whether a third party
ought to have the privilege of preventing an individual
fromenrolling in research.

If you | ook at the text that has been proposed
for Recommendation 7, which tal ks about comunity
| eaders, it says that researchers should adhere to
| ocal custons where you are supposed to approach a
community | eader first.

What mght be inferred fromthat is that if a
community | eader refused that the researcher ought not
then go out into that community and start recruiting
I ndi vi dual s. So that in a sense the community | eader
has prevented individuals fromenrolling.

Recommendation 6 is a little unclear about
t hat because it says we shoul d adhere to cust om about
I nvol venent of famlies but at the end it al so says the
potential subject should be told about the risks and
benefits of involving them and that suggests that
maybe they have a chance to say do not involve them at
all. So that one.

And then Recommendation 5, which invol ved nen

and wonen, we never start by saying you shoul d adhere
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to local customeven if that customwere to approach
men first to ask their perm ssion to approach their
wi ves for enroll nment.

So obviously there are sone subtle differences
in the thinking going on here. Wether we all agree
wth that, | amnot sure yet. But it does seemto
suggest that these are not, in fact, all of a piece.

DR MACKLIN. | think that is right.

PROFESSOR CHARO And | woul d actual ly
appreci ate a chance to tal k about each of them
individually to make sure that we are all on the sane
page as to what we want the rules to be.

DR MESLIN. So let's start tal king about
them Let ne just give you a quick tine sequence here.

For those who have been | ooki ng at your agenda and
wer e wondering where Chapter 5 at 11:00 o' cl ock went,
Al ex elected to continue the discussion so that we
could finish Chapter 2.

W will reorganize the agenda for tonorrow
afternoon's di scussion to ensure that Chapter 5 is not
short-changed at all. So we will continue with the
di scussi on of Chapter 2's recommendati ons now up until
l unch ti ne.

For the public who is here, just to let you

know, we will try and break around 12:00 o' cl ock or
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12: 15, and reconvene as quickly as we can after our
| unch, which will just be a lunch in the hotel or
| ocal ly for Conm ssioners.

The Public Conmment session scheduled for 1:00
o' clock, we will try and adhere to that plus or mnus a
few mnutes so we do not disrupt our afternoon
schedul e.

So we are on Recommendation 5. Alta, were you
proposing to continue on with 5 or do you want to go on
to 6 and 7 to flesh these two out?

PROFESSOR CHARO: Vel | --

DR MESLIN. | want to put you on the spot
because you proposed it.

PROFESSOR CHARO Right. | amvery
confortable, in fact, with suggesting that Anerican
researchers should feel confortabl e deciding that they
are going to approach wonen first regardl ess of | ocal
custom and ask wonen if they would choose to
participate in research, and then leave it up to wonen
whet her or not they wish to involve their spouse.

So | amvery happy with that but | can
certainly imgine sone people here who woul d not be.

DR CASSELL: So say again in one sinple
sentence what it is you are confortable with that sone

peopl e m ght not be going directly to the wonen.
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PROFESSOR CHARO  Regardl ess of |ocal custom
DR CASSELL: | see.
M5. KRAMER  Doesn't that --
DR CASSELL: | hope you do not have to do
t hat research.
PROFESSOR CAPRON: | have Bette and Steve.
M5. KRAMER  Doesn't that fly in the face of
everything that we have been saying -- that we have

said about being -- what is the word | am | ooking for?

PROFESSOR CHARO Culturally sensitive.

M5. KRAMER  Ri ght, thank you.

DR DUVAS: Rhetaugh wants to ask a questi on.

PROFESSOR CAPRON. Ckay. Well, Rhetaugh, we
have Steve first and then you and then D ane.

DR DUVAS: (kay.

MR HOLTZMAN: | certainly agree with the
sentinent, Alta, but what | amhaving trouble with is
the consistency. Right? | have a pragmatic concern
with the first sentence in 5 where it says we have to
use the sanme procedure. That nay be tantanount to
saying that no trial can take place here because you
cannot use the sane procedure, you know.

DR MACKLIN. This is Harold Shapiro's.

MR HOLTZMAN: Right. Excuse ne?
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DR MACKLIN.  This is Harold Shapiro's
wor di ng.

MR HOLTZMAN. Right, and I have a -- so |
would -- | can inmagine plenty of scenarios where
obeying the local customof talking to the nmal e spouse,
as long as the fenale retains the right to assent,
which again is consistent in all of these. W are
saying --

DR MACKLIN. Like a child, right? Like a
chil d.

MR HOLTZMAN.  Well, do not put nme on the
other side of this, Ruth, because it --

DR MACKLIN  That is where we are.

MR HOLTZMAN.  Wel |, okay, but then help ne
under stand why you nake the distinction there but not
in the case of 6 and 7. Al right. So why is it we
are saying that gender trunps other rel ationshi ps of
authority? | understand in our culture right now that
Is a very inportant issue at this nonent and it has
al ways been an inportant issue, and | know the way |
would like the world to ook Iike with respect to all
power rel ationships.

DR MACKLIN It happens to be an inportant
I ssue for wonen in other countries even though nen

would like to keep it just as it has been for
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centuri es.
You know, every single country has a wonen's

novenent. They have NG3s and they woul d support this.

So it is -- the -- Alta nade the distinction,
I think, quite appropriately between what the comunity
| eader is being able to do and what a spouse is being
able to do.

So each of this -- one has to | ook at the
nuances and it is not even clear in the case of
Recommendati on 6 where we tal k about the famly nenbers
that it is because they are in a position of authority.

It is a kind of customthat famlies are involved in
t hese.

MR HOLTZMAN. So have we articul ated that
argunent sufficiently well in the chapter, do you
bel i eve? The one you were just naking.

DR MACKLIN. O course, | amgoing to say |
did, we did, but I amnot sure you woul d agree.

(Laughter.)

MR HOLTZMAN:  Ckay.

DR MACKLIN: It is going to go right into the
place in the chapter where we tal k about those
di stinctions.

PROFESSOR CAPRON:  Rnhet augh?
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DR DUVAS. | had a question. W have

deliberately limted this to consenting adults, right?
Because | was wondering about the case of m nors.

PROFESSOR CAPRON: Do we have any reason for
deviating fromthe standards that apply to the United
States as to mnors? | think we have been di scussing
entirely adults, conpetent adults here.

DR DUVAS: Yes.

PROFESSOR CAPRON:  kay. |Is that --

DR DUVAS: |Is that the intent?

PROFESSOR CAPRON: That is the intent, yes,
conpet ent adul ts.

DR DUVAS. (kay.

PROFESSOR CAPRON: D ane?

To tell you, |I have D ane, Alta and David at
t he nonent on the |ist.

PROFESSOR BACKLAR:  And Tri sh.

PROFESSOR CAPRON:  And Trish now.

DR SCOTT-JONES: | want to say again that |
think we are on shaky grounds when we use the phrase
“culturally appropriate.” | think that we are
pronoting the notion that we are in the United States
one unified culture with one set of beliefs, and |
think we are letting our own beliefs about particul ar

i ssues cone to the front as universal and not as an
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i nstance of a cultural belief.

| just think we are in trouble because we are
using the phrase "culturally appropriate"” at tines and
at other tinmes we are pushing conponents of our own
culture. As much as | mght nyself believe in them

And | would just like us to rem nd oursel ves
that within our owmn culture there are different views
and there are sone nenbers of our own culture who are
very much agai nst what we are seeing as universal. |
think we need to revanp Recomnmendations 4, 5 6 and 7
to sonehow get a consistent view of what we are neani ng
by culture here and how we are going to use it.

PROFESSOR CAPRON: Al ta?

PROFESSOR CHARO | want to return again to a
distinction | make in ny owmn mnd between third parties
t hat can precl ude sonebody from choosing to enroll
versus third parties that can force sonebody to enrol
by giving substituted consent.

| think inthe latter case, a third party who
gi ves substituted consent, the husband for the wfe,
the coormunity | eader for the person in the comunity,
that there has been no debate about the fact that this
I's one of the issues on which we want to insist that
U.S. sponsored researchers nust nake sure that only the

i ndi vidual hinself or herself has actually consented
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when we are tal king about conpetent adults.

And that we can ground that not on U S. custom
but we can actually take advantage of the discussion
fromthe human rights people to ground that in a
vari ety of docunents that now reflect a grow ng
consensus in the international community and a
devel opi ng kind of normof individualismthat is
begi nning to universalize around the planet.

| think that we are confortable with that, in
part, because the idea of being enrolled agai nst her
will seens to be such an intense violation of one's
per sonal aut onony.

| think that the first problem however,
whether a third party could preclude soneone from
choosing to enroll is genuinely nore difficult since we
do not assune that there is any actual concrete benefit
to enrollnent froma nedical standpoint since it is
research

The notion of an entitlenent to access to the
trial is certainly weaker than the notion of an
entitlenment to refuse to participation.

Certainly there are other kinds of benefits
peopl e m ght want. Secondary health care, paynent, a
chance to interact with people froma different

setting. There are a variety of reasons why peopl e get
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i nvol ved in these things. None of themseemto rise to
the level of entitlenent that we are used to talking
about, although it is a good reason why sonebody m ght
want to enroll.

And so it is for that reason that | am
personally confortable wwth the idea that when you are
tal ki ng about political authority that we recogni ze the
political authority of nunicipal |eaders to say yes or
no to recruitnment within their nmunicipality, whether it
is avillage or a town or a city, because there is not
necessarily a strong entitlenment or need on the part of
the individuals to enroll and we recogni ze that there
is political authority. Sonetimes we mght call it
nore legitimate than others but it exists.

| distinguish, however, although | -- and |
under stand t he probl em of consistency, | do
di stinguish, Steve, the situation of allow ng husbands
to preclude their wives fromenrolling reaffirnms (sic)
a normthat has been attacked by those sane
I nternational docunments that we are using to justify
the idea that individuals have a chance to refuse.

The Convention on the Elim nation of
D scrim nation Agai nst Wnen, whi ch has been signed by
many countries, although not by the United States, as

well as a variety of other international docunents,
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have argued consistently for equal treatnent of men and
wonen with regard to civil rights.

And, although | do not think enrollnent in a
trial rises to the level of a civil right, | think the
anal ogy is strong enough that this is distinguishable,
t hat gender-based authority is distinguishable from
political authority in the human rights docunents and
that, therefore, we are also entitled to nake a
di stinction and how strongly we insist on a nore
I ndi vidualistic notion, both in choosing to enroll as
wel |l as refusing to enroll

PROFESSOR CAPRON:. Right now | will tell you
where | am | have David, Trish, Eric and D ane, and
now Bernie. And I think we need cone to a division of
t he house on this issue, which is the basic franmework
for 5, 6, 7 and 8, | guess.

Go ahead, Davi d.

DR COX: So | amgoing to nake a comment
directly pertinent to that point and support very nuch
what Diane just said, and that if -- | do not want to
gui se -- okay -- putting forward our own personal
beliefs in the context that this is what the whole
wor |l d thinks everybody el se has to do.

The -- | do not care how nmany internationa

docunents are put together. To go into a country that
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does not sign off on those international docunments and
say the rest of the world feels this way so that nakes
it ethically right for the world, | have a real problem
with, particularly when even the United States does not
do that.

So if we sinply state, okay, which Bill said
earlier on, what we are sitting here trying to do is
take and set a set of rules, okay, that we can use U. S
noney to do research with.

And | do not -- | think we are getting that
confused with a whole variety of other issues to nake
the world a better place.

| amin favor of making the world a better
place but if we try and do that in this report, okay,
at the expense of saying what the rules for the
researchers are to do to use U S. noney, we are going
to end up with a mshmash, | believe.

PROFESSOR CAPRON:  Trish?

PROFESSOR BACKLAR: Well, | want to say that |
think that what | have said is inportant and | think
ways to deal with this is the way Dickens actual ly
tal ked about it, and tal k about this in ways --
researchers devel op ways that are responsive to the
host country so that | do not know if sonebody has used

the word "responsive" before in the discussion.
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| think that is very inportant but the other
Issue is that | amvery concerned about the --
enrolling wonen in research in which a spouse or a nman
-- in research in which the spouse has sone power over
deci di ng whet her or not that person nmay be asked to be
In a research protocol

| just wanted to nmake sure that --

PROFESSOR CAPRON: | f | understand you then,
you woul d agree with the present thrust of
Recommendation 5, Trish?

PROFESSOR BACKLAR: | think the way
Recommendation 5 -- | think it is inportant because |
think you want to | ook at nobody could recruit anybody
el se without getting permssion fromthe individual.
Yes.

PROFESSOR CAPRON.  Let nme -- | amtrying -- as
| see the issue, we have access to individuals and then
their own consent to enroll. W have, as far as
know, universal agreenent around this table that on the
| atter point no conpetent adult may be enrolled w thout
his or her own infornmed consent.

Is that correct?

DR CASSELL: Correct.

PROFESSOR BACKLAR:  Correct, yes.

PROFESSOR CAPRON:  (Ckay. So the question is
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in terns of getting access to individuals, if the | ocal
customis to go to the comunity | eader and approach
t hat person before any research is done in the
community, is that acceptable?

DR CASSELL: Yes.

PROFESSOR BACKLAR:  Yes.

PROFESSOR CAPRON.  Then the question -- and do

we have yes around the table from people? That is what
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the -- that is what draft of 7 says now. 1Is that -- is

there any dissent fromthat? Ckay.

Now we cone to the point on which we are faced

with are we going to be consistent with that or are
there reasons for a different view when it cones to
access to an individual through his or her spouse?

M5. KRAMER No, it is "her" spouse.

PROFESSOR CAPRON: Wl |, okay. It is
basically --

(Laughter.)

PROFESSOR CAPRON:  -- "her" spouse.

( Si mul t aneous di scussion.)

PROFESSOR CAPRON.  There | am bei ng sex
neutral and getting called for it.

M5. KRAMER  Right, exactly.

PROFESSOR CAPRON:  All right. O going to

husbands to ask if their wives may be enrol |l ed before
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you go to the wife. Wat happens after he say, "Yes,
you may talk to ny wife" is a separate issue. W have
agreed that you have to get consent and this docunent
woul d say you al so then say to the wonan, "Do you want
nme to continue to involve your husband," and go through
all the pluses and m nuses of that.

But this is the threshold issue and Alta has
said, yes, we should; David has said, no.

PROFESSOR CHARO:  Yes, we shoul d what ?

PROFESSOR CAPRON:  Yes, we should treat nen
and wonen the sane. W should not -- | amsorry.

DR COX: David did not say no.

PROFESSCR CAPRON:  No.

DR COX: Because | was not addressing this
particular issue. | amhappy to be in a situation
where | woul d say no because that is what, | think, the
standard in America is. But | do not want to go to
t hese peopl e and say you have got to do it because it
I's a universal ethical principle.

DR CASSELL: It is not an ethical principle
at all.

PROFESSOR CAPRON: | think this is the perfect
illustration of the question that we got to earlier.

Is this a substantive or procedural thing. R ght? And

that is to say is it waive-able? |Is the requirenent
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that you go to individuals and ask them as individual s
If they want to participate or you go through a
filtering process first just a procedural thing, or is
it something that is basic to informed consent?

Bette?

M5. KRAMER  Just as a practical matter, if
the customis that you cannot approach a worman w t hout
first approaching her husband, and we say we w Il not
do it that way, isn't -- the whole thing is going to
fall anyway.

PROFESSOR CAPRON:  No. | think David told us
bef ore the upshot is sponsors and researchers woul d be
told if you cannot get a nodification of that | ocal

custom you wll not be able to do the research in that

setting.

M5. KRAMER  Right, exactly.

PROFESSOR CAPRON:  Yes. That is the bottom
line. ay. | have Eric, D ane, Bernie and Alta.

DR CASSELL: Well, | want to address just
exactly the question you have.

PROFESSOR CAPRON:  Yes.

DR CASSELL: [Is it a substantive issue or a
procedural issue? | know of no ethical principle that
appl i es and research principle that applies and nakes

it a substantive natter.
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Now t he bottomline we all agree about. The
person has the right to consent or refuse individually,
no one el se.

But beyond that, | want to hear the derivation
of the research ethic. Were it cane from Not what
ot her countries say, not what docunents say. | want to
hear where it comes from and how sonebody who is not a
research subject, who is a gleamin ny eye doi ng
mal aria research -- | want to hear how that worKks.

| do not want to hear that it would be
desirable. | want to hear its derivation from existing
princi pl es.

DR MACKLIN. It is not a principle that
derives fromresearch ethics and, in fact, when you
talk about it in the United States -- no where in the
U. S. Federal Regul ations does it say anything about who
may be approached by whom under what circunstances,
whether it is famlies, spouses or cormmunity | eaders.

It is silent.

W are now tal king about sonething that does
not derive fromresearch ethics but not all of the
principles that we use -- and this happens to do with
equal respect for wonen and nen, not every principle
that we want to apply has to cone fromthe research

context. This is a broader context than the research
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cont ext .

So that is how !l would answer it. It is being
applied to the research context but it is equal respect
for persons. Equal respect for persons. That is how I
woul d nane the principle.

DR CASSELL: Well, excuse ne but we are
dealing with research subjects. W are not yet at a
subj ect and | understand exactly what you are sayi ng.
| understand why you want it. | could not argue with
you for a nonent. W are now tal king about directions
for people who are trying to do research in another
country.

| can tell you there are places in the United
States -- and | took care of a | arge popul ation of them
-- that you will no nore get that wonman to consent in
the research wi thout her husband' s perm ssion than the
man on the noon.

And you will go along wwth and that is the
Hasi di ¢ popul ati on because it is a different
rel ati onship of famly and comunity just as you wl|
no nore take care of that man without the wife's
per m ssi on.

PROFESSOR CAPRON.  Ckay. And the question is
-- | do not see, Eric, | do not see that as the issue

that is posed here.
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| see that as the statenent which apparently
conmes from Harol d Shapiro, "Researchers should use the
same procedures for recruiting nen and wonen" is based
on the notion that respect for persons neans treating
persons the sane regardl ess of their sex. And that
means that no one el se decides before | amoffered the
opportunity to nmake the choice nyself. No one else
deci des whet her that choice should be posed to ne and
the research regulations in the United States are
apparently silent on that because it is sinply an
assunption that that will be the case.

Now it may well be that | say this is not ny
choice at all not because | am a wonman but because in
ny culture people who are sick do not nake their own
treatnent choi ces because they are sick they look to
others to nake it. And | say to the investigator,
"You have to ask them | do not decide."” Ve al | ow
that. That is ny delegating the choice.

| gather that is not the issue that is at
I ssue here, though. The issue is whether or not before
you speak to a worman you have to go to her husband and
say, "Do you give permssion," is her consent dependent
upon your consent fromthe beginning and that is the
| ssue here.

Do we think that that derives froma basic
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under st andi ng of what respect for persons is and,
therefore, is part of what we were describing before as

the principles which are not waive-able or do we regard
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this as nerely a custom whi ch dependent upon | ocal
circunstances i s as wai ve-able as the notion of not
going into a village until the village el ders have
said, "You can cone in."?

Yes?

| amjust trying to pose the issue because |
see us drifting.

D ane?

DR CASSELL: But, you know, the thing is that

DR SCOTT-JONES. Ckay. My turn.

PROFESSOR CAPRON:  No, it is her turn.

DR CASSELL: Al right.

DR SCOTT-JONES: If you read the first
sentence of Recommendation 5 and then the first
sentence of Recommendation 6, you can do under
Recommendati on 6 what we are claimng we woul d not do
under Recomendati on 5 because a husband is a famly
menber .

So if you adhere to Recommendation 6 you
could, in fact, involve the husband in the decision

fromthe begi nning.
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PROFESSOR BACKLAR: Ri ght.
DR SCOIT- JONES: | think we have to read

t hese and be consi stent.

PROFESSOR CAPRON.  Well, | -- whatever the
| anguage here now says, | understand that there is a
di fference and we should not belabor -- that is what |

have been trying to avoid having us do.

There is a difference between saying that
people often in the roomwi th the doctor or afterwards
or whatever involve their famlies in their decision
making. That is different than saying do not approach
a person until you have gotten perm ssion from sonmeone

el se.

| gather that a researcher is not free to cone

to ny elenentary -- ny child' s elenentary school and
approach them about being in research w thout having
gotten ny permssion first. That is a rule.

Now t he question is, is ny wwfe in the sane
position as ny child?

DR SCOTT-JONES: But we are not addressing
children in this --

PROFESSOR CAPRON:  No, | know. | am giving
you an --

( Si mul t aneous di scussion.)

PROFESSOR CAPRON: Excuse ne. Diane, | was
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trying to give you a clear analogy. That is to say
sonething -- where we do not say, yes, obviously we
could then say when ny child goes through the research
process | have to be there. But we say nore than that.
W say do not ask ny child to be in research until you
have asked ne.

DR. DUMAS: But that is just the problem here
and it is treating wonen as if they are the children of
men.

PROFESSOR CAPRON:  That is right and --

DR DUMAS: And | am opposed to that.

PROFESSOR CAPRON: Right. | understand and
that has been a view expressed by several people here
and now | amtrying to get a division of the house.

Wiy don't we just see as of now how many
people -- | think we have resolved all the other |ater
steps about you have to have consent but the question
Is as to husbands for w ves, just to use the shorthand,
how many agree that that is sonething which is a
requi rement that you -- that is not waive-able that you
approach the woman herself, that is not wai ve-able
based upon the |local customthat as to health care or
other matters --

DR CASSELL: It cannot be waived, period.

PROFESSOR CAPRON: It cannot be waived. You



10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

177

cannot -- it cannot be waived. How nmany agree that
that is not a waive-able thing?

(A show of hands.)

PROFESSOR CAPRON: Wl |, then what are we
di sagreei ng on?

DR DUMAS: Well, it depends on whether or not
you are getting consent or whether you are invol ving
peopl e -- other people in the process.

PROFESSOR CAPRON:  Yes. | do not think there
Is any disagreenent that it is perfectly appropriate as
Recommendati on 6 says for an individual to involve his

or her famly.

The question is -- and we are apparently --
despite the last 20 m nutes of heated discussion -- we
are all in agreenent --

DR CASSELL: Except --

PROFESSOR CHARO. No. | do not think that
peopl e under st ood what you asked.

PROFESSOR CAPRON. Ckay. Let nme just ask it
again. Recommendation 5 is intended to say sonething
di fferent than Recommendation 7; 7 says it is okay to
follow | ocal customand get the community | eaders
per m ssi on before approachi ng people for research

DR DUVAS: Yes.

PROFESSOR CAPRON: W all said that was okay.
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DR DUVAS: (kay.

PROFESSOR CAPRON:  Recommendation 5 says it is
not okay to approach husbands before getting their
Wi ves -- asking their wives if they are interested in
participating in research.

DR CASSELL: Even if that is |ocal custom

PROFESSOR CAPRON:  Even if that is |ocal
custom Local custom does not trunp the requirenent
t hat persons be treated as persons here, equal whether
they are married, not married, nmale or female, or
what ever.

DR DUVAS.: Right.

PROFESSOR CAPRON:  |s that -- now do people
disagree with that as a recommendati on? Do not worry
about the way it is worded. W wll get the wording
right if we have agreenent on the substance. Do people
agree with that as a conclusion? W have to cone to
t he conclusion of this discussion.

(A show of hands.)

PROFESSOR CAPRON:  Bill, you do not agree with
that as a concl usi on?

MR OLDAKER  For the reasons stated before, |
have difficulty in seeing why a comunity | eader should
have a greater say than a spouse. Possibly equal.

PROFESSOR CAPRON:  Well, that is -- but let's
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just say with the spouse. |In other words --

MR OLDAKER: | understand but | amsaying if
we goto 7 then I --

PROFESSOR CAPRON: What | amtrying to say to
you is you could say, "I, therefore, think that wonen
shoul d not have their husband's consent first and I,
al so, think that we should change nunber 7."

MR OLDAKER. | could live with 5 the way it

PROFESSOR CAPRON:  You can live wwth 5 the way
It is.

Bernie, wwth 5 the way -- | nean --

DR LO Before |l cast a vote, | think there
are a couple of issues that we have not got to despite
t he heated passi ons here.

One, respect for persons is not the only
ethical principle at stake and we are | osing sight of
benefi cence.

| nean, if we say, "Fine, you either play by
the U S rules or we just do not do the research,"” the
consequence wi |l be sonme research will not get done.

A dil emma faci ng many wonen in Sub-Sahara in
Africa is they are trapped in a dilemma. On the one
hand they would like to be equal and want to nove

towards that. On the other hand, they are
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di sproportionately affected by the very research that
we are trying to deal with in this report.

And to wal k away and say, "W will be pure and
say you cannot do the research because the customthere
is that you have to approach the husbands and,
therefore, we will pack up and send our research sone
pl ace else," |eaves themwi th a very tough --

DR DUVAS. Well --

DR LO Let ne just finish. GCkay? | have
sort of been patient in trying to get in on this.

PROFESSOR CAPRON:  Go ahead.

DR LO So |l think that if we need to enl arge
the discussion to say if we are saying we are just not
going to do the research, | think we have to address
the question of do we feel confortable wal ki ng anay
froma |ot of research

This cones up at several points in our
report where if we are purists we will say the pure
approach is we will not sponsor that research and we
will not let our investigators do it. That neans,
frankly, a lot of research, which is uniquely
addressing the health care problens of that popul ation
In ways that are not otherwi se going to get addressed
I's not going to get done.

The second point is that anybody who does
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research knows that there always is a filtering
process. Very few research goes directly to the people
as individuals. You get people through community-based
organi zations who will deny you access to not just
people in their organization but to people in their
geogr aphi cal area.

The director of the clinic, the people that
run the clinic, if you do not get themto agree, you
are not going to approach their patients.

So then to think that peopl e are autononous
and that you can reach themdirectly independent of the
social structures they live in and seek nedi cal care
in, I think is a fundanmental m sunderstandi ng of how
research works.

| think the problemwe are trying to do here
Is that we have an ideal that is very far away with
reality and in the long-term yes, we would |l ove to be
abl e to approach people as individuals regardl ess of
their sex and gender.

But we live in a very inperfect world and we
have to nmake decisions as to whether we stand up for a
principle or we do things that are conprom ses that
all ow ot her things that are good for other reasons to
t ake pl ace.

DR DUVAS: Rhetaugh wants to speak.
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PROFESSOR CAPRON. (Ckay. Rhetaugh, you are on
the list after Alta and D ane.

DR, DUMAS: Ckay.

PROFESSOR CHARO Bernie, | conpletely
synpat hi ze with what you were saying but | think first,
I think, we are beginning to view this problemas worse
than it is because | know | have not suggested that we
rewite this recomendation to say that husbands coul d
never be approached.

What | wanted it to say clearly was that
husbands coul d never refuse to allow their w ves to be
approached. That is you mght find that |ocal custom
I s husbands are involved in these things and so you are
going to approach them

But what | did not want was for themto have a
veto on the ability of a woman to subsequently be
approached i ndependently and asked do you want to be
recruited.

Second, with regard to research that woul d not
take place, a very inportant point, but what is the
research that is nost needed? Wat is the biggest
health threat for wonen around the world? There was a
wonderful ly dramatic piece in the |ast week's news
about the rate of violence agai nst wonen and how as a

public health matter this dwarfs many of the nedi cal
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conditions we have in mnd when we think about what
wonen need in terns of an understanding of the health
probl enmrs and possi bl e sol utions.

And what is the one area that woul d absol utely
be i npossible to research if we allowed ourselves to
buy into | ocal custons where husbands have to give
perm ssion for their wives to be approached?

It would be things |ike violence agai nst
wonen.

So that there is going to be research | ost
whet her we go with husbands allowed to refuse their
Wi ves' perm ssion or husbands not allowed to refuse
their w ves' pernission. It will just be different
ki nds of research. There is going to be research
| ost regardl ess of which way we go.

Finally, | do think that there really is a
di fference between recogni zing the right of a husband
to refuse access to a wife and the right of a political
| eader to refuse access to a conmunity because what it
does is it nmakes us conplicit in a kind of
authoritarian regine that is not based on any kind of
political legitimcy but is based on the rankest kind
of discrimnation that we have been fighting for
decades and centuri es.

| do not think there is a person here that
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woul d have taken this discussion for 20 mnutes if what
we were tal king about was in old Apartheid South
Africa, whether househol ders could refuse access to
their donmestic -- their Black donestic workers before
we could do research on them

| do not think that we would take this
di scussion seriously if we were tal ki ng about
househol ders giving access to their slave labor in
other parts of the world, which still has slavery.

And yet we continue to mark out gender
hi erarchi es as sonehow cultural rather than political
discrimnation and it has been a fight within the human
rights community for years to change the rhetoric and
t he thi nking about the degree to which this is a
central formof discrimnation as opposed to one of
t hose wonderful cultural variations that we do not buy
into but we have to respect.

| do not respect it.

DR DUVAS. Hear hear.

(Laughter.)

DR CASSELL: Wwell, Aex --

PROFESSOR CAPRON: | have D ane, Rnhetaugh,
Steve, Eric, and you know | want to point out, |adies
and gentlenen, that we are now at about a quarter after

12: 00. We have to be back here for 1:00 o'clock
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comment period. W are at a place where we probably do
not have very fast food available to us so | want to
encourage us to try to focus in on our concl usions.

D ane?

DR SCOTT-JONES: | would like to return to
the points that Bernie nade and despite Alta's very
inspiring statenent, in reality we cannot override
exi sting social structures. They are here in the U S

And to give you an exanple fromny own research, we
tried to study adol escent nothers in southern parts of
I[1linois where they are extrenely poverty stricken but
husbands of these very young wonen woul d cone to the
door and turn us away no matter how much we believed in
that young worman's right to speak for herself. W could
not overturn the existing social structure and that is
a different point fromwhere we believe in the rights
of wonen or not.

W sinply cannot go in and change a soci al
structure by proclaimng that we believe in the rights
of wonen.

PROFESSOR CAPRON:.  Rhet augh?

DR DUVAS: | think we -- there are two
comments | wanted to make and | wll be brief.

| think we tend to confuse access to conmunity

with consent of a person to participate in a project.
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And | think we are pretty much agreed that access to
the community is sonething that nmay require contact
with community | eaders but | feel very strongly.

And | like the statenent that says the sane
procedures for recruiting nen and wonen and obt ai ni ng
their informed consent shoul d be used.

And | do not think that -- | do not think that
we are tal king about forcing countries to accept the
Anerican way. | think that they have the right to say
no.

And the other thing is that | also think that
the other countries and the people, the | eaders and the
authorities in those countries have sone
responsibilities to seek solutions to those probl ens.

And we are not totally -- we do not -- the
researchers who go fromthis country should not fee
that they bear total responsibility. If, yes, we
believe that certain principles are inportant here then
we believe that they are inportant in other places, and
t hat does not nean that you cannot be flexible.

But the things that you feel that are
really inportant -- if you -- you are not asking them
necessarily but you nust live by them

PROFESSOR CAPRON:  Thank you.

St eve?
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MR HOLTZMAN:  Well, first, | want to express
sone appreciation to particularly Alta, D ane and
Bernie for that little exchange because it really
crystallized it for ne.

| agree with you, Alta, that there is a
di fference between -- let nme call it the fact that
there could be de jure authority of a political reginen
and de facto it is corrupt versus there is no de jure
authority of a man over a woman. All right. That is
appropri ate.

And so what | really cone to is the struggle
of whether picking this place as the place for that --
the battle is the right in virtue of what could be | ost
in the research.

And when you raised the question of what if we
were tal king about South Africa ten years ago, twenty
years ago, and woul d you go to the househol der, really
-- | mean, you assune the answer was, of course, we
woul d not . W would go right out to the workers. All
right. But would we?

It really nmakes you stop to think about it.

If the result of that is they would be beaten -- you
just need to think through really whether the context
of research is the place, to use D ane's word, that we

can try to redress and should be trying to redress
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t hese kinds of system c problens.

It is not obvious to nme that it is, which is
not to say that that is a good.

PROFESSOR CHARO  May | answer --

PROFESSOR CAPRON: Eric, and then, Alta, a
final comment.

DR CASSELL: Well, it is a debate that is un-
resol vabl e because we are tal ki ng not only about
wonen's rights. W are tal king about famly structure.

There are many who believe -- other countries that
m ght believe that the United States famly structure
coul d use sone hel p.

And these are not easily resolvable issues yet
we have to conme up with sonething that we can have in
the report.

Now | see no reason why the issue cannot be
argued in the report but for nyself the bottomline
thing we all agree on is that nobody can consent except
t he person thensel ves.

And we want to stay with what we can all agree
on and then put in the body copy what the argunent is
and nove on because otherwise we will never nove on.

PROFESSOR CAPRON:  Alta, final comment?

DR CASSELL: It is not a matter of -- you

know, it is not a matter where you are going to just
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vote and that is going to resolve it. You know, it is
not that kind of an issue.

PROFESSOR CHARO | amnot sure if it is or
not, Eric, because we have not had a chance to try
putting it to a vote in a way that is clear enough that
everybody real ly understood what they were voting on.

But if that ever happened or if the discussion
continues at the next neeting, | would only want to
poi nt out that |I know that | am not arguing for
sonet hing as extensive as what | think D ane and Steve
have in m nd when they raise objections to it.

| am not suggesting that we wite a
reconmendati on that says you may not approach peopl e
through the filter that is usually used in that city,
cul ture, whatever

Al'l 1 amsuggesting is that we do not tell
researchers that they nmust permt those filters to be
the final word on whether or not the individuals can
subsequent|ly be approached but instead researchers are
permtted if the filters are uncooperative to
nonet hel ess see if it is possible.

And it may not be, D ane.

But if it is possible to insinuate thensel ves
in a way that allows themto approach the individuals

and that the individual wonen thensel ves can then, as
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it is said in the recommendation, be told, "Look, you
want to do this, we would | ove to have you, of course

I f you do not involve your husband, we understand that
m ght be risky so you should think about that for
yourself, and it is up to you if you want to enroll and
It is up to you if you want to involve your husband
before you enroll."

What | amsaying is that | do not think
researchers in the United States that go abroad shoul d
be precluded from approaching individuals and letting
I ndi vi dual wornen decide for thensel ves sinply because
there is a local customthat says that the filter, the
husband, has the right to refuse.

| think it is insulting and | think it is
I nconsi stent with our own civil rights laws. | think
It is inconsistent with international docunents and |
do not think it is necessary in order to protect wonen
from bei ng beaten or assaulted, and | do not think that
It is going to preclude all fornms of research.

DR CASSELL: Well, why didn't you say it
strai ght then? Were possible, individuals should be
I ndividually contacted and let it go at that.

PROFESSOR CHARO Al | wanted to say was that
husbands shoul d not be able to refuse to allow their

wives to be recruited. That is alittle different than
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what you just said, Eric.

DR CASSELL: Well, how about fathers? How
about fathers?

PROFESSOR CHARO | refuse to equate wonen
with children and so we will not -- and will not argue
that we have to be consistent on parents and child and
wi t h husbands and wi ves.

DR CASSELL: No, but adult children by the
f at her.

PROFESSOR CAPRON:  As | understand the
argunent as it has now played out -- and, Alta, | want
tosay | find the position that you are pushing just
very hard to operationalize. |f what you are saying is
you are designing research and you cone up with a
statenent, you will recruit wonen and nmen in the
foll owi ng fashion, and the | ocal collaborator says,
"Ch, no, you have to go through the husband before you
goto the wfe."

There are two responses -- there are three
responses to that. One is fine, that is what you do,
we wll doit, and if he says -- he has a say, he has
t he say.

The second is the position | gather you to be
taking, which is, fine, but if he says no, we do not

have to listen to the no.
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And the third is to say no, we cannot -- we
cannot get approval under our understandi ng of what
I nforned consent involves to people who are -- in which
the design is that you go through soneone el se before
you go to them when that person is their spouse.

Now, Diane, | do not find the objection that
soneti nes when you are trying to seek consent from
soneone, soneone el se bars the door, that to nme is not
what is at issue. This is a question of whether it is
designed in that way.

Are the three alternatives cl ear enough that
we could have a straw poll on themas to -- and peopl e
-- the first alternative is that the researcher would
say, "I wll adopt a local custom" just as we say that
researcher can adopt a | ocal custom about seeking
community | eaders' permssion first?

| will adopt a local customand get the
husband's consent to involving the wife before |
approach the wife and before she can participate. That
IS one.

The second is | will approach the husband but
what he says is irrelevant to ny nmaking attenpts to get
the wfe

The third is | will not be able to do research

under those conditions. Either |I have to persuade the
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| ocal people that we are going to use a different
met hod here or | will not do the research in that
setting.

Is that -- are those three alternatives clear?

| do not know how | can nake them any cl earer.

DR SCOTT-JONES: Alex, | think there is a
different issue --

DR MACKLIN. To nmake it nore credible, let ne
just give the exanple of where --

PROFESSOR CAPRON:  Yes.

DR MACKLIN. -- the opportunity would arise
to approach the wonman directly and that is in a
reproductive health clinic.

A very |l arge anmount of this research would
take place in a reproductive health clinic where a
woman is comng for whatever services in a nedical
clinic and research is going to be conducted there.
You are not going to have her husband there at the door
and you are not going to have to approach hi mthrough
any ot her nmechanism She cones to the clinic.

PROFESSOR CAPRON:  But your | ocal coll aborator
says that before we would ask --

DR MACKLIN. Al right. You can |eave that.

| amjust saying the practical barrier -- sonmeone said

bef ore how woul d you ever get to her. You get to her
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ri ght where she cones for --

PROFESSOR CAPRON:  Right .

DR MACKLIN. -- nedical services.

PROFESSOR CAPRON: Right. But the issue only
ari ses, Ruth, because soneone says you really cannot
ask her until you ask her husband first and the
question is (a) the first alternative is you listen to
what the local customis and you go to the husband
bef ore you ask the wife; (b) you go to the local -- you
foll ow custom and ask the husband but if he says no,
you do not allow that to be a barrier to enrolling her;
(c) you say we cannot follow the | ocal custom we have
to treat the woman the same way we would if we were
asking a man to be invol ved.

Can we just see a straw poll? How many favor
our taking (a)? The view that you follow | ocal custom
and the husband becones the filter to whether or not
the wwfe is involved in research.

No hands for support.

DR SCOTT-JONES: Al ex?

PROFESSOR CAPRON:  Not that this does not
happen but you do not design it in.

D ane?

Yes, you cannot vote.

DR SCOTT-JONES: | just wanted to say that |



10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

195

do not see that as the issue that we were di scussing.

In nmy view we were discussing whether we need
a speci al statenent about wonen and nen in addition to
Recommendations 6 and 7. Recommendations 6 and 7
al ready cover these issues.

The question in ny viewis whether we need in
addition a special statenent asserting the equality of
wonen and nmen in Recommendation 5. That is a different
guestion fromwhat you are posing.

PROFESSOR CAPRON: Diane, | really do believe
that the way | have posed it has been the bedrock of
the debate here and | agree with you. It mght not
energe fromthe way that Recommendation 5 is worded now
but let's just try this because we have had a | ong
di scussion of it.

Does anyone favor the first, which is to say
if local custom says wi ves may not be invol ved w thout
the prior permssion of their husbands that research
may go ahead under those circunstances with U S
sponsor shi p?

MR ODAKER | would if we were to nmake
Recommendat i on 7.

PROFESSOR CAPRON: Ckay. To be consistent.

MR OLDAKER R ght.

PROFESSOR CAPRON:  You are saying to be
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consistent with 7.

MR OLDAKER But if we do not then | can --

PROFESSOR CAPRON: Ckay. So it is a
condi tional yes.

Steve, you are saying yes?

MR HOLTZMAN:  Yes.

DR CASSELL: Yes, yes.

PROFESSOR CAPRON.  (Ckay. FEric. Al right.

DR CASSELL: The sane thing in 6. | think it
Is the same as 6.

PROFESSOR CAPRON.  (Ckay. That is -- How many
favor the second --

DR DUMAS: | am confused about what we are
voting on now. |Is that the (a) option?

PROFESSOR CAPRON:  That was the (a) option.

The (b) option is Alta's suggestion. That is
to say if customrequires you to go to the husband, you
go to the husband but the husband's veto does not
count. You could still go to the wife and inform her,
her husband has vetoed, but you are asking her anyway
and if she wants to participate, it is still her
choi ce.

How many favor that? Ata. Ata.

The third is to say that a protocol should not

be accepted if it is based upon the husband as the
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deci si on maker of whether or not the w fe should be
I nvol ved. How many favor that as the alternative?
PROFESSOR CHARO | will go with that instead.
PROFESSOR CAPRON: Wl |, you can go with that
I nst ead.
David, Alta, Arturo.
DR DUVMAS: | think | would go with that one.
PROFESSOR CAPRON:  You have been speaking in
favor of that one, Rhetaugh. That is --
DR DUMAS. Yes.
PROFESSOR CAPRON. Ckay. That is four. That
enj oys the larger support. W have not heard from

Bette, Jimand Bernie on this.

Can you give us any -- this is a straw poll.
DR CH LDRESS. Well, in part, because | am
not sure. It seens to ne that Ruth's exanple is

actually a somewhat different one.

PROFESSOR BACKLAR: | actually -- | know this
I's not what you want but | think that Diane is right.
| think that probably the best way to do this would be
to look at 6 and 7, and maybe address this within 6 and
7 but | know you do not want that.

PROFESSOR CAPRON:. My understanding is that
there are many cultures in which famly nmenbers are

very actively involved and, indeed, it would be unusual
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not to have a discussion with all the relevant famly
menbers in the room

PROFESSOR BACKLAR: Ri ght.

PROFESSOR CAPRON:  And | do not understand
that that is inplicated in nunber 5 because that woul d
be true whether it was a male patient or a fenale
patient. And it does not say that those fam |y nenbers
have to be consulted first and asked nmay you talk to
the patient. The patient who would be a subject, let's
say. | nmean, the person who would be recruited whether
they are a patient -- | suppose if you have a nor nal
vol unteer, a normal vol unteer. You woul d not presune
to have a discussion but -- w thout those people
present .

PROFESSOR BACKLAR:  Well, then | would --

PROFESSOR CAPRON:  And that they can
participate --

PROFESSOR BACKLAR: Al ex?

PROFESSOR CAPRON:  Yes.

PROFESSOR BACKLAR: | would vote with Alta's
suggestion that if it is -- if | amcorrect in
understanding this. That is that if it is the custom
and the convention that the spouse is asked perm ssion
to approach sonebody, one would follow that conventi on.

But if it is refused, if the permssion is refused,
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then you go directly to the prospective participant.
Is that -- am | understanding that correctly?

PROFESSOR CAPRON:  That is what Alta -- that
is alternative (b) and we nmay have to do this --

DR DUMAS: That is what | voted for

PROFESSOR CAPRON:  You were voting for (c),
which is --

DR DUVAS: Yes.

PROFESSOR CAPRON:  Yes. -- do not use the
husband as a filter.

One | ast comment for Bette.

M5. KRAMER No, it was a question. Wuld you
just restate (c) once nore? That if --

PROFESSOR CAPRON:  (c) is if you were told
that local customis you go to the husband, you say we
cannot make that part of our protocol design. W
ei ther have to persuade you | ocal people that we wll
deviate fromthat or we cannot do the research here.
W w il not make a wonman's participation contingent on
her husband first being asked if she can participate.

You are for that?

MB. KRAMER | will go with that.

PROFESSOR CAPRON. Ckay. That now has five
adherent. There are a nunber of people who are not

her e. It would seemto ne that that -- if we are to



10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

200

have a majority view -- obviously these recommendati ons
have to be worded in such a way that the distinction
between what is being said in 6 and what we have j ust
said is clear. That one is a question of invol venent

i n decision making, the other is as a prior barrier or
a filter to asking the person to be invol ved. And we
recogni ze that there is a difference between what is
practically attai nable and what is designed as part of
t he research.

W have reached the point where we have to
break. | would ask people to nmake every effort to be
back here.

Do we know what the public comment situation
1s? Wuwoever? Wwo is in charge of the list?

DR MESLIN. Fred, do you want to check?

PROFESSOR CAPRON. W have no one signed up as
of now Please try to nake it -- we will use a few of
the mnutes if we can get them before 1:30 so that we
can try to finish this. W are obviously going to use
the tinme tonorrow afternoon for Chapter 5 since we have
| ost the discussion of Chapter 5 this norning.

PROFESSOR CHARO What tine did you say cone
back? | did not hear you.

PROFESSOR CAPRON:  Try to cone back by 1:10

t hen. It is about 35 mnutes for | unch.
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