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PROCEEDI NGS
OPENI NG REMARKS
ERI C MESLI N, EXECUTIVE DI RECTOR
DR. MESLIN: Dr. Shapiro is on his way and

he has asked ne to open the neeting now. W are
still waiting for a couple of conm ssioners to arrive
so what | would like to do is informthe comm ssion
and the public who are here what our agenda is for
the day and how we are going to proceed.

This is the 42nd neeting of the National
Bi oet hi cs Advi sory Conm ssion and we have a very busy
agenda ahead of us. W are going to spend the first
part of the day, the norning, going over a draft of
the International Report.

For the public who are here, | want to nmake
it clear to themthat if you have picked up these
materials, as we hope you have, it is our intention
that the International Report will be going out for
public coment on or about the 18th of July. The
docunents that you are reading are not the public
comment draft. This will be revised foll ow ng
today's neeting and it will be wdely circul ated
within about ten days tinme and | say that just to
avoi d any confusion by the public or the nedia who
are here reviewng the materials that you have in
our hand.

Let nme briefly then go over just a couple of
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ot her housekeeping itens and then we are going to
turn directly to the agenda.

You have in your table folders a nunber of
additional itens, including ny Executive Director's
Report. You are welcone to reviewthat,
conm ssioners and the public. It is essentially a
noncontroversial report rem nding you of what our
public comment process is, identifying a nunber of
| etters that we have received and correspondence from
previous reports, inform ng the comm ssion and others
that the draft agenda for the Third d obal Bioethics
Summt has been prepared and will be available to
peopl e.

If there are any comm ssi oners who have
guestions about these itens, | am happy to go into
sone detail about them

Il would also like to informconmm ssioners
that as a requirenent to the Federal Advisory
Committee Act we have distributed sonme materials to
you fromthe Deputy Ethics Counsel or of the
Departnent of Health and Human Servi ces, Hal
Thonpson, through the Ethics Ofice, and a M. Ed
Sw ndell, providing you with materials for your
revi ew and under standi ng about ethics rul es as
menbers of federal advisory conmmttees.

| am encouraged to informyou that you

shoul d and nust read these and be aware of them | f
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you have any questions about those ethics rules,
pl ease feel free to direct themto ne.

Are there any questions or comments either
about the Executive Director's Report and the
materi als attached, or about the agenda or any ot her
parts?

| should informthe public that although we
are not in full quorumat this point | do want to
check and see whether Professor Charo is on the
phone.

Alta, can you hear us?

PROFESSOR CHARO. Very clearly. Thanks.

DR. MESLIN: Right. Alta was unfortunately
del ayed in Wsconsin due to the thunder storns that
were out there. W are glad you could join us by
phone, Alta.

PROFESSOR CHARO It is a pleasure to be
t here.

DR. MESLIN: Right.

| circulated to conm ssioners, just a couple
of days ago, sone materials that Ruth Macklin and
Alice Page and I, with Harold Shapiro's input,
prepared for you to facilitate this nmorning's
di scussi on about the International Report. For ease
of di scussion, we thought we would identify those
itens in the report that based on discussion that the

conmm ssion has had by e-mail and ot her ways woul d be
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crucial to focus on.

This neeting is designed to all ow you, the
conmi ssion, to agree that the report itself is
acceptable for dissem nation for public comment.
Agreenent does not entail or require that you agree
to every single line and word and comma. |t does
mean that you are confortable enough with the
recommendation and with the text that you are
prepared to have the public comment on those.

For the public's benefit, our process at the
conmi ssion using a public comment nmechanismis we
will be providing a revised draft of this report on
the 18th of July. Public comments will be received
up until Septenber the 1lst, post-nmarked Septenber the
1st, or by e-mail.

There will be a Federal Register notice

i nform ng the public of this but for those who are
here, you can call our office, 301-402-4242. You can
go to our website, www. bioethics.gov. O you can fax
a request to us at 301-480-6900. Any of the staff
can give you those particulars if you did not take

t hem down.

Once the public comments have been received
and anal yzed by staff, and shared with conmm ssi oners,
it is likely that nodifications to the report wll be
made, and our tinetable has the comm ssion discussing

the full report again at its October neeting, the
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24th and the 25th, in Salt Lake Cty, Utah.

Wth that prelimnary introduction, and |
notice that Eric Cassell is here so now we are in -
- | think we are in quorumif | amnot m staken. |
do want to begin. Bernie Lo will be stepping out in
alittle bit and many of you know t hat Berni e has
gi ven coments al ready.

What | would |like to do is begin with the
notes that | sent around to you and just confirmthat
you have all received this note fromnme fromJuly the
7th so that you know about which we are speaki ng.

And then, Bernie, | amactually going to
all ow you to nake sone early comments, taking our
chapters slightly out of order, know ng that you have
to | eave.

Berni e Lo?

ETHI CAL | SSUES | N | NTERNATI ONAL RESEARCH
DI SCUSSI ON OF DRAFT REPORT
DR. LO Thanks, Eric. M apologies. | am

going to have to run, going to cone back and then run
out again, and then conme back. So |I amtesting the
Metro system here today.

| want to thank Ruth and Alice for their
wor k and al so thank Eric for the six-page neno he
sent out, which | think really helped ne clarify what
sone of the issues are. | think sone of the things I

rai sed seenmed to have struck a chord with others and
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| am not going to sort of bel abor those points, but
there are two i ssues where | nmay just be out in |eft
field, in which case that is fine, but | just wanted
to make sure | tried to be clear on what | was trying
to say.

One is an issue of, sort of, how we
characterize the problens going on in clinical trials
conducted in sone sectors of the U S., and another is
really an issue of clarification of one of our
recommendati ons in Chapter 5.

On the first point, it seens to ne there are
problenms with sone clinical trials conducted in the
U S in that the subjects of research are selected to
be drawn di sproportionately from groups that do not
have good access to health insurance and, therefore,
do not -- cannot be reasonably expected to be able to
have access to drugs if proven effective in a
clinical trial.

There are a nunmber of studies where
recruitnment is nmade from people who are honel ess,
peopl e who attend clinics and public hospitals, and
the level of access to health care outside the trial
for those people is getting worse, | think, rather
t han better.

In San Francisco, we are actually closing
t he pharmacy for San Franci sco general hospital,

whi ch nmeans people will not get medicines for high
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bl ood pressure, diabetes, standard things because of
budgetary cuts. That is the hospital of |ast resort
for a sizeable part of the popul ation.

They are recruited into clinical trials and
sonetimes targeted because there is a higher
preval ence of the condition, and | think | am
troubl ed by what sonetines, | think -- | may be
reading into this -- is the sense that things may
happen here, but by and | arge, people do have access.

My sense is that there are trials here that
are designed to target people who do not have access,
and | would just like us to say we think it is wong
I f it happens in a Third World country and we think
It is wong if it happens here. It is ethically
problematic either way, and | guess | do not see what
we | ose by saying we have problens in our own back
yard and we should deal with it.

You know, agai n another exanple: Earlier on
there is the exanple of contraceptive clinical trials
In Puerto Rico a nunber of years ago. You know, that
Is really in our back yard and so I think we need to
sort of be willing to say we blew it here, we still
have problenms, we think it is wong, we object to
peopl e being entered in clinical trials where the
| i kel i hood of their having access to a drug if proven
effective is not very good.

So | just want to sort of |eave that out as
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a plea, and I do not think that it weakens our
argunent, but | think it nmakes us nobre consistent in
where we direct our criticism

Let ne just raise one other point which is

all the way at the end. | understand that Chapter 5
Is the chapter that has, you know, sort of been not
as -- we have not had the opportunity to discuss it
as nuch.

Chapter 5, Recommendation 5 has the
recommendation for oversight where -- let nme just
fliptoit for a mnute. "Researchers should include
In the research protocol a description of the
mechani sns of oversight at the institutions where the
research is to be conducted. U S. |IRBs should assess
t he adequacy of these nechanisns and the review and
approval process."

Two things: One | think we need sone
clarification | anguage, and it can be in the
di scussion in the recomendati ons, what we nean by
"oversight" because it can nean lots of different
things. One is that it could nean are we supposed to
oversee what I RBs are doing in the host country.

Anot her thing is we are going to oversee the
I nffornmed consent process particularly in a situation
where we are saying that signatures and thunb prints,
whi ch are the usual neans of docunentation, may not

be appropriate. How then are we going to assure
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oursel ves that people were not coerced and understood
and really conprehended what they were getting into?
It seens to ne that is a big issue.

The third issue is, is the protocol carried
out in practice the way it was witten when it was
submtted? In Nancy Kass' study there was -- there
were a nunber of respondents who said, "You know, we
really do not know what actually goes on out there
once we approve the protocol?" It is sonewhat true
in the U S as well, but it seenms to me we have |ess
assurance that we are going to find out, or we my
have | ess assurance we are going to find out, if
there are problens with inplenentati on abroad.

Finally, | think it is the adverse event
reporting in a clinical trial which sonetines falls
under the nechani sm of oversight and | would just
like to say | would like to, sort of, sort that out
because it seens to me on sone of those, | think, we
can really hold the researchers accountable. They
ought to be accountable for -- if | ama Pl doing a
study in a developing country, | ought to know what
the consent process is and be able to satisfy nyself
through site visits, through checks, through whatever
ki nd of direct independent observation process that
t he consent process is, in fact, a valid one.

| think |I ought to be responsible for

assuring that the protocol in the field is actually
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carried out the way it is witten. |t seens to ne
there is sonme quality control things that ought to be
witten in that are standard in a lot of U S
clinical trials and we ought to expect to say that.

| think particularly now with the increasing
enphasi s on nonitoring adverse events, | ought to
have sone systemin place for nonitoring adverse
events in devel oping countries.

So | think I ought to be really responsible
for that and it seens to ne the | RB ought to be able
to have sone judgnent into that, although again there
I's a caveat that Nancy Kass' study alluded to that
U S. IRBs nmay be not very expert at judgi ng what goes
on in devel oping countries according to sone of the
researchers.

| do not -- | nean, | ama little nore
concerned if by "oversight" we nean soneone here is
going to check up on what an IRB is doing abroad. |
mean, there is a nunber of nice quotes el sewhere in
the study that say we do not have a clue what goes on
there. You know, sone of it, | think, is alarmng.
You know, we do not speak the |anguage, it is far
away, the phone system does not al ways work,
whatever. But | think | ama little concerned about
a US. |RB passing judgnent or a researcher in the
U. S passing judgnent on the deliberations of an I RB

W t hout sonme greater assurance that there is real
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know edge of what goes on.

| know that sonetimes with a | ot of good
conmmuni cati on you can have a good sense, but what
bot hers nme about this recomendation is that it is to
me sonething I would like to see. It seens to ne it
Is very far off from what goes on now and we need to
take into account in the acconpanying | anguage the
sense we want to get there, but that we are very far
fromthat now and sone things are going to be harder
to provi de oversight over than others.

So | amgoing to stop there and see if that
strikes a chord with anyone?

DR. MESLIN. Bernie, | amgoing to ask you
In a mnute if you can nake sone specific proposals
for how you want to deal with sone of those but I
know Trish wants to nmake a comment.

PROFESSOR BACKLAR: Yes, after --

DR. MESLIN. Oh, | should make the note that
when you are speaking you should push a button so
even though you are not going to speak, the next tine
you do push a button.

Reactions to Bernie's suggestion because we
do want to put it into sone context?

Jim Chil dress?

PROFESSOR CHI LDRESS: Well, particularly
regarding the first one. It seens to ne that since

our audience is not only researchers and sponsors in



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

14

the U S. but, in fact, a worldw de audi ence, that we
woul d I ook rather silly if we do not recognize the
problems in the US. And it is pretty hard to nake
our report credible if we fail to see, for exanple,
why in the Wrld Health Organi zation in a ranki ng of
health care systens our's is 37th given the great
quality we have. (Qbviously that is largely due to
unequal access, and | think failing to build that
into the report in an adequate way -- and | think we
actually do at sone points |ater on say nore than we
say up front. It mght be a matter in part of
shifting sone paragraphs around.

DR. MESLIN. Oher thoughts? Bette?

M5. KRAMER: M recollection is that we
di scussed this issue in San Franci sco and that we had
decided to incorporate in Chapter 1 sone | anguage
t hat was very, very nmuch up front and that addressed
the situation in the United States.

DR. MESLIN. Alta, | know you will let us
know when you want to speak but this m ght be a good
chance to check in with you.

PROFESSOR CHARO  Thank you. | would just
say that | actually did take a try at a paragraph,
whi ch you reproduced in your neno, on the top of page
3 of your neno, that | say exactly that.

DR. MESLIN: So just so comm ssioners are

foll om ng al ong, even though Bernie was making
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comments about Chapter 5, Bette was referring to
earlier explanatory | anguage that now Alta has
already circul ated to us.

| want to make sure that we are on your
poi nt, though, Bernie. You started with oversight
and | want to make sure that we are not getting away
from your oversight concern.

DR LO Alta's, the way | printed it out,
It is the next to the | ast comment about Chapter 1.
s that right, Alta, where it says, "Wile nost
Ameri cans do have access to the fruits of health
research.”

PROFESSOR CHARO. Yes. And although it is
now in that nmeno listed as sonething for Chapter 1,
really did not have any -- | did not have any
attitude about where it would go. | just was trying
to capture the point that was nade in San Franci sco.

DR. LO Yes. | guess | would be alittle
nmore blunt. | think it is nore than controversial.
It is problematic or troubling or just plain wong.

PROFESSOR CHARO. That is fine by ne.

DR. MESLIN: Larry?

DR MIKE: VWhile we are on that specific
suggested quote by Alta, | do not agree with the | ast
sentence of that section, which states boldly that
our concerns overseas are because of our concerns of

unequal access in the United States. It is a
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parall el concern. | do not think it is one that one
-- the international area follows because of our
donesti c.

DR. MESLIN. Al ex?

PROFESSOR CAPRON: Sticking with the point
that Bernie was making, do | understand that on page
25 your concern is principally with the placenent of
the requirenent for assessing the adequacy of host
country review on the I RB's shoul ders, Bernie?

DR. LO | guess | -- that is partly it. |
guess | would start by saying | would want us to
clarify in the acconpanyi ng | anguage what we nean by
oversight and sort of break it out a little, and to
try and say sone of this oversight investigators
ought to be used to be doing as part of their
preparation of protocols and IRBs in the U S. are
used to reviewing at least in the donestic context.
That woul d be the consent nonitoring, carrying out
the protocols, quality assurance and nonitoring of
adverse events.

Now it is not always done well, obviously,
given the recent criticisnms that we have had over
gene therapy, but at least it is on the board. There
are exanples of howto do it well.

| am nore concerned -- you are right -- that
when it conmes to overseeing or judging the

acceptability of ethical review by the host country
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IRB, | think it -- we ought to know about it and as
an investigator | ought to have sone sense that it
I's done right, but |I think that is a very, very new
task and | am not sure there are paraneters on, sort
of, how to go about doing it or how to set it up.

PROFESSOR CAPRON: Wl l, ny sense was that a
few of the people, perhaps Dr. Pape from whom we
heard, who thensel ves nove between two institutions,
have facilitated the American institution in being
famliar with what goes on in the devel oping country
institution, but | think | agree with you that in a
way it is odd to put this as a responsibility on the
| RB.

We have a discussion in here about the
nmovenent away from SPAs to MPAs and certainly the
suggestion is that -- whichever U S. agency it is, if
It is the OOfice for Human Research Protections or
what ever -- that negotiates the assurance is the body
that has that responsibility. And in the ordinary
course it would not be true, to the best of ny
know edge, that in the United States were an Anerican
I nvestigator collaborating with coll eagues at anot her
U S institution that his or her home I RB would be
passi ng judgnment on the adequacy of the processes of
the other IRB. They would pass on the research
protocol. They m ght ask for changes in a research

protocol which had been approved by another | RB but
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t hey woul d not be generalizing that to saying that
the other | RB does or does not have adequate
processes or nechani sns or anything el se.

| nmean, it does seemto ne that, that is a
responsibility. It would be difficult for an IRB to
engage in even if there are exanples of sone that are
seen through years of interaction with a particular
I nvestigator who, in fact, has two home institutions
to have devel oped that |evel of know edge, and as we
were told, | believe, even exchanges between the two
IRBs. And | think that is obviously sonething that
can have great benefit, but | do not suppose that we
woul d require that.

And | am not sure whether Bernie's comments
strikes Ruth and Alice as pointing out sonething
whi ch they agree would be a problemor if they did,
I ndeed, have in mnd that we had indicated that we
wanted the IRB to play that role, because | am
conscious of the fact that sonetines we have had
di scussions of a point and seened to have cone to a
conclusion and this is their attenpt to convey that
concl usi on.

So if we have substantively said that we
t hought the IRB rather than OHRP or sone ot her body
woul d be doing this, | would be interested to be
rem nded about it if there are countervailing points.

O herwse | would agree with Bernie's point and |
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think that the appropriate place to correct the
di scussion is around pages 24 and 25 in the chapter.

DR. MESLI N: Rut h?

DR. MACKLIN: Yes. | think we can handl e
this by clarifying. | nmean, notice the specific
words here and, in fact, it is the case that IRBs in
this country would do an anal ogous thing with respect
to a nulti-center trial

The wordi ng says, "Researchers should
I nclude in the research protocol a description of the
mechani sns of oversight at the institution where the
research is to be conducted and the I RB shoul d assess
t he adequacy of these nechanisns." Now suppose there
were no IRB review in the host country. That woul d
be sonething -- but there was soneone el se who rubber
stanped it.

In this country if there are collaborating
Institutions or if people are transferring hunman
bi ol ogical materials from one place to another, you
| ook to see that there has been | RB approval in
anot her institution.

So, | nean, spelling this out as Bernie
requests, | think, will handle it. It surely does
not inply that the U S. IRBs are scrutinizing the
actual work of the other IRB but if it is material --
If it is information that should be in the research

protocol then the research protocol should describe
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things like there will be progress reports, there
wll be -- | nmean, any of the quality assurance. So
that all the U S ITRBis looking to see is that the
protocol that is submtted by a U S. researcher to
this country and to another IRB includes the -- sone
description of what is going to be done there and
that is in the protocol.

It does not followthat the IRB here is
going to determ ne what the IRB in another country is
going to actually do. So, |I nean, with the kinds of
points that Bernie makes that investigators are
capabl e of doing and not capable of doing, nmaybe if
we spell those out it will be alittle clearer.

DR LO No. | think this my be a
situation where just sone clarification would be
useful and | think Alex's, you know, way of fram ng
It, | thought, was useful, as was Ruth's.

PROFESSOR CAPRON:  If | may, Ruth, | amglad
that we are all intending to say the sane thing. |
think the phrase "a description of the mechani sns of
oversight," | agree with you, is unexceptionable.
The ki nds of exanples you gave were not nechani sns of
oversight as | understood them | nean, progress
reports have to cone back to the U S. | RB because a
U.S. investigator is conducting the research. That
Is the US. IRB's owmn obligations and so forth.

It is the adequacy of the nechanisns. It
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does not seemto ne a progress report is a nechani sm
of oversight at the institution. The nechani sm of
oversight is the IRB. And assessing its adequacy
seens to ne would be know ng that it has an assurance
with an appropriate federal agency is the way that
you determ ne its adequacy.

Now | think we can in commentary perhaps say
nore about the value of collaborative relationships.
We talk el sewhere right fromthe beginning in Chapter
1 about the building up of capacity in the ethical
review process and this would certainly be sonething
that could be cited in an exenplary fashion as -- if
that occurs w thout the suggestion that it is the
obligation of the | RB as opposed to the obligation of
an OHRP to assess the adequacy of that nechanism

It would certainly be true that that is an
I nportant task know ng that the nmechanismis not
merely a proforma, that the IRB is appropriately
constituted, that it has sone way of getting the
results that are expected of it.

DR. MESLIN. Eric Cassell, you had your hand
up before.

DR. CASSELL: No.

DR. MESLIN. | want to just take everyone's
tenperature and see whether, Bernie, the coment that
you started with because you are going to | eave

shortly and then cone back | ater, hopefully, has that
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been addressed well enough by the comm ssion so that
you can | eave knowi ng that you have got an answer to
your question at |east?

DR. LO  Yes.

DR. MESLIN: Good. Rut h?

DR. MACKLI N: Just one nore point.

Fol | om ng what Alex just said, is the phrase
"mechani snms of oversight" the wong phrase here? In
ot her words, do we have to -- there are two options.
One is to keep the recommendation and clarify in the
text. The other is to change the wording of the
recommendation so it does not m slead or have the

I nplications that Al ex, suggested so | want to know
which is better.

PROFESSOR CAPRON:  Well, | was taking your
first point to be correct that the IRB locally -- a
US |IRB wuld want to know that there is a process
and a description of it would be that there is an | RB
there that is appropriately constituted and t hat
oper ates under either an SPA or an MPA at the
I nstitution.

It is the second sentence that they have to
assess the adequacy of that nechanismin the review
and approval process that would concern ne, and |
woul d continue to be dubious that U S. | RBs take that
as their function vis-a-vis collaborating

institutions. Certainly in nmulti-center trials they
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| ook at the protocol.

And, as | say, they sonetines -- | nean,
peopl e who conduct such trials sonetines pull out
their hair because one IRB wll | ook at sonething
t hat has been approved el sewhere and say, "Sorry, at
our institution that consent formor that description
of how the project is going to be conducted wll not
fly." But they are not there by saying ergo the
University of X IRB nust be inadequate. They are
sinply sayi ng we cannot have our investigator
partici pate under those terns even if he is going to

the University of X to do it where they think it is

okay.
DR. MESLIN: Bette, and then Bernie. Bette?
M5. KRAMER: Bernie, do you want to answer
t hat ?
DR LO Well, yes. To pick up on Alex's
poi nt about oversight. | nmean, it seens to ne that

we are saying that researchers have to provide in the
protocol and IRBs have to review is a process by
whi ch the researcher is going to ensure that ethical
| ssues are addressed adequately after the protocol is
approved by the IRB and the protocol actually goes
out in the field and is inpl enented.

It seens to ne | amthinking of things |like
consent, actual inplenentation of the protocol, and

adverse event reporting, which to ne is different
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than oversight at the institution, which really has a
ring of sort of conpliance with regulations and sort
of how the institution works.

It isreally that the trial itself as it
noves forward adequately addresses human subjects
protection as it is being inplenented.

DR. MESLIN: Bette?

M5. KRAMER: Before Bernie |eaves | would
like to go back to the first point and that is the
attention we are going to pay to donestic research
and | wonder -- are the other comm ssioners satisfied
wth the | anguage that Alta has suggested? Is that
ext ensi ve enough?

| amafraid -- as | think about the report
and all of the allusions to the -- the allusions to
the fact that nost Anmericans have adequate access to
health care, | am concerned that this one paragraph
of just a few sentences is sufficient to state our
position, that that is not the case.

DR. MESLIN:. Alta, was the breath an
opportunity to say sonething?

PROFESSOR CHARO It is possible that if we
went through the entire report line by line we would
find every reference to the U S. situation. | think
t he point has been nmade several places that we have a
| ot of people who do have access and a very

substantial mnority that do not. And if we
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continually make both those points, | think, we wll

be fine.

DR. MESLIN:. Bernie?

Thanks, Alta.

Ber ni e?

DR. LO  Yes. | think that, you know, when
we see subsequent revisions of -- you know, we wll

have to just sort of go through and make sure there
are not other places where we say sonething that is
not quite what we nean to say. | noted sone of those
and | think we will just have to | ook and see as the
draft evolves to nmake sure we have handl ed t hose
okay.

DR MESLIN: Jinf

PROFESSOR CHI LDRESS: Bernie, it mght be
useful if you could give sonme docunentation of the
ki nds of exanples we are tal king about where we are
actually targeting that population. W are all
famliar with them anecdotally but it still mght be
useful in this kind of report to have docunentati on.

DR LO | had tried to give a cite, which |

do not have, to an article run in the Wall Street

Journal a nunber of years ago about Indianapolis. |
do not know if that has been tracked down because
that was a news story that got a fair anmount of play.
| just do not have the exact reference. | think

Alice has got it.
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PROFESSOR CHARO  Eric?

DR. MESLIN:. Yes, Alta?

PROFESSOR CHARO | also want to just rem nd
all of us about the reason why we are di scussing
this. It is not entirely about a characterization of
the U S. health care system [t is about
under standing the justifications that have been used
for putting people into research situations at all
As | recall the analysis, it was that one of the
reasons we are confortable with the notion of making
peopl e research subjects is that there is a broad-
based benefit that will conme back to them eventually.

And keeping that in mind | think it is fair
to say that the majority of people in the States,
nost research benefits are likely to rebound to them
at some point in the future. So although it is
absolutely true, as Bernie was noting, that there are
substantial swaths of society for whomthat is not
yet true.

And keeping that in mnd, | think the
pressure has |l essened a little bit to try and do a
ki nd of conpl ete description of the inadequacy of the
U.S. health care system because the point sinply is
we have a reason why we justify research on human
beings in the United States and where that
justification does not exist inthe US., as in the

recruitnent of homeless nmen, we find that it is, in
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fact, quite alarmng to us and that is why | wote
that we find -- it should not be surprising that sane
kind of alarmor distaste is triggered when you | ook
abroad. | nean, it is about the lack of a
justification.

DR. MESLIN:. Eric Cassell?

DR. CASSELL: | want to underscore Bernie's
first coment about this subject of health care. It
I's not just honeless nen. It is |arge popul ations of

poor peopl e.

In general, the report reflects a disease
fallacy that when people sicken and die, it is the
di sease that is the whole issue, when in point of
fact it is not the disease, although the di sease may
be the thing that kills themultimtely. Al the
things that go with poverty, the increased death rate
fromevery di sease anong the poor nore than anong the
confortable. And certainly in the countries which we
are targeting where malnutrition and other factors
play a nmuch larger part probably than the absence of
medi cal care.

| think that we just have to nmake it clear
that it is this situation that we are trying to bring
good ethical research into, not sinply sonething
having to do with a bad thing called a di sease and so
forth and so on.

DR MESLIN:. Al ex?
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PROFESSOR CAPRON: | have shared the
concerns that Alta and Bernie have expressed on this
subject and they led ne to | ook back at the first
chapter, and right fromthe beginning to think that
it would be good to tie what we are doing in here
nore firmy with the whole history of human subjects
research and, in particular, with sonme of the
di scussion that the National Comm ssion had 25 years
ago that led to | anguage in the Bel nont Report.

| have prepared and asked the support staff
here to produce a few pages at the beginning, a
revision of the way into the report, and | gather we
have tinme this norning for the discussion. And
rather than read it out to you, it may be easier just
If you wll expect that there will be this
opportunity for people to ook at it and we can
di scuss it.

| think Alta's suggested | anguage in the
meno does belong in here but | think that the sense
that we are sonmehow | ooki ng at problens which only
occur abroad and that are newto the field because of
research which occurs when a rich nation does
research in a poor nation can be conbatt ed.

And | think the report already has right at
t he beginning the very firm statenent about the
prem se that research will be relevant to the

popul ati on and that that enphasis, what was needed,
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and what | tried to bring in was the notion that by

| ooki ng abroad we then have a perspective to | ook
back at what happens in this country and to be
remnded that it is equally a concern here and it may
reflect on either the adequacy of the federal
regul ati ons or of their inplenmentation.

And what | have is sinply a draft and | am
sure that others will have a lot of inprovenments in
It but it is a suggestion | have for changi ng the way
we begin the discussion, and rather than just make it
as a comment, | sat down and tried to wite it out to
give us sonething, and I amsorry that | do not have
a printer wwth nme so | am dependent upon it being
printed out in a few m nutes.

DR. MESLIN. Thank you.

Rut h?

DR. MACKLIN: Maybe once we see Al ex's pages
It wll set this whole discussion to rest.

Alice Page and | | ooked through the entire
report after getting these comments, especially
Bernie's comments and the discussion that ensued, to
see what we actually say about the U S. health care -
- people's access to treatnment in a percentage.
Wthout a lot nore enpirical information and
statistics, we cannot say anything nore specific than
using words |ike "sonme, many or nost." And, in

fact, those are the words that are in here. "Sone,
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many or nost."

O herwi se, you have to be very specific and
have sone kind of statistical backing. Surely, it
woul d I ook ludicrous if we nentioned only honel ess
men in studies. It is a very snmall percentage of the
popul ati on.

Eric Cassell says, "Well, it is not only
honel ess nen. It is other people, too."

But we really have to have sonething nore
preci se and Jimmentioned earlier that if the report
Is to be credi ble we need to acknowl edge why it is
the United States is 37th in this ranking.

Also, in order to be credible, we cannot
portray the United States as | ooking |ike Uganda. W
would -- this report would be a laughing stock if, in
fact, some of the countries in Africa read this
report or people in those countries, and then | ooked
at this and said, "They are trying to say that things
are just as bad in the United States as they are
her e?"

The reason that things are as bad in this
country as they are is that there has been no
political will to provide universal health care and
we are not going to go down that path in this report
but, in fact, no matter what the political wll is in
Uganda they cannot afford to provide even drugs for

tubercul osis and malaria. |In this country you can
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spend $60 billion dollars on sonme mssile to shoot
another mssile out of the air but they cannot afford
or have decided that they are not going to allocate
this noney for health care.

So I think we would have to say a | ot nore
If we want to go down this road of saying, "Cee,
things are really bad here, too, and we have the sane
probl ens here as you have in Uganda."

DR. MESLIN: Diane, and | apol ogize. | had
you on the list and |I did not recognize you before.
| am sorry.

DR. SCOTT-JONES: | just wanted to add a
coupl e of comments to this discussion and | think
that in the report we can strike a balance w thout
saying that the United States is as bad as Uganda,
uniformy. | think the real issue that is causing
concern is the differential access to health care and
there are pockets in the U S. where conditions are as
bad as in developing countries. And it is not just
access to health care. It involves sone of the other
| ssues.

For exanple, on page 3 there is a reference
to individuals being incapable of informed consent
because they are illiterate, unfamliar wth the
concepts of nedicine held by the investigators, are
living in comunities in which the procedures typical

of infornmed consent discussions are unfamliar. That
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al so characterizes communities wiwthin the U S., as
well, and | think it is inportant for us to nake a
strong statenent in this first chapter about these
conditions in the United States that in certain
comunities are very nuch |ike those in devel opi ng
countries.

DR. MESLIN. Eric, were you going to
comment ?

DR. CASSELL: Wll, | do not think that -- |
mean, we can get into an extended discussion of it,
but the issue is not sinply making us | ook good or as
bad as Uganda. That is not what the issue is. The
fact remains that there are people in the United
States bel ow the poverty level. There are nunbers
bel ow the poverty | evel who do not have access to
adequat e nedi cal care or nedication and so forth.

It is not that we are terrible. That is not
the point. The point is to nmake the contrast between
a devel opi ng nation and us because our peopl e have
where their people do not have, is the fallacious
contrast. We have this problem-- these problens
al so. That does not change the issues in Uganda.
That does not change anything in Uganda or what are
probl ens we have to address there.

It really tries to take away using us as a
contrasting good against that particular bad. The

bad there in terns of consent and all of those things
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remains. |t does not matter what you say about the
United States. So we are not trying to say that this
place is terrible. W are trying to point out that
there are realistic problens here and the contrast is
t he m st ake.

DR. MESLIN:. Trish Backlar?

PROFESSOR BACKLAR: | just wanted to nake
the point that when this report goes out for public
comment, it is going out at a tine when there is a
great deal of public discussion about access to
medi cati ons and drugs. And | personally know how
difficult that may be if you do not have the right
ki nd of insurance and certainly there are nmany people
I n populations that | amvery famliar wth,
vul ner abl e popul ati ons, who have terrible
difficulties in accessing nedi cati ons because of the
type of insurance or |ack of insurance that they
have.

This is a real problemfor many peopl e and
we m ght even have nunbers on that. | do not know
that those are not available to us, but | do want to
point out it will be very enbarrassing for a report
to go out that indicates that we do not have these
ki nds of problens precisely at the tine when we are
havi ng a public di scussion about this.

DR. MESLIN: Larry?

DR MIKE: Yes. | think we are just
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falling into our usual nopde about tal king about what
| consi der background and peripheral issues w thout
getting on with the rest of the report. | nean,
everybody has expressed their concern. |f you have
sone serious problens, do what Al ex has done, which
IS put sone suggested | anguage in. Wll, let's nove
on.

DR. MESLIN. Thank you.

PROFESSOR BACKLAR: Thank you.

DR. MESLIN. Are there any other comments?
We are essentially letting Harold get his notes
together. Now that Bernie has left, we are going to
return to the nmeno, which is really where we are now
wth Chapter 1.

Chapter 1 comments?

Yes, | am-- so for those -- let's really
focus on suggestions for new | anguage, if necessary.

Alta has indicated a couple of |arge bl ocks
of proposed text in a nmeno that | circulated. |
think it would be useful to get a sense fromthe
conm ssioners as to whether these bl ocks of text --
realizing that Al ex also has sone blocks of text to
suggest -- are going in the direction that you want
themto. You sinply need to agree nore or less with
t hose bl ocks of text and we can do edits to make them
nore appropriate but in order for us to get through

the norning in the nost useful way possible, we need



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

35

to get your general consensus on these proposals.

Alta, | do not want to turn back to you
because you have already -- and spend nore tine, but
I's there anything you want to say in the event that |
have put your paragraphs in the wong spot in the
meno? Do you want to say anything nore about these
two | arge bl ocks?

PROFESSOR CHARO  No.

DR. MESLIN. Okay. Are there any comments
from conmm ssi oners about whether these -- this text
shoul d or should not be incorporated into Chapter 1?

Di ane?

DR SCOTT-JONES: It would be hel pful if
Ruth and Alice or Alta have suggestions for where to
pl ace these particul ar bl ocks of text because we have
read the chapters as given us and it would be hel pful
to know what they woul d substitute for, where they
woul d go.

DR. MESLIN. We mght want to ask Alta as
well but | do not know whether -- Ruth or Alice, do
you have thoughts about where they m ght go?

DR. MACKLIN: Actually our strategy was to
see whether or not the comm ssioners -- they are not
going to substitute for anything. They would be in
addi tion.

DR. MESLIN:. Be insertions.

DR. MACKLI N: They would be insertions and
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our strategy was -- rather than redraft any chapters
or make those decisions, we wanted to see what the
conmi ssi oners thought of those paragraphs. So all we
can say nowis they would go in a suitable place to
support or further elucidate what is there in chapter
1, but they would not replace any existing text.

DR. MESLIN:. Rhetaugh and then Trish.

DR. DUMAS: Yes. | would just |like to say
that | think that the material that has been proposed
by Alta is acceptable to ne and it is clarifying, and
| think it addresses -- although maybe not to the
extent that sonme people would like it -- the issue
t hat we have just heard raised about conparisons
bet ween ot her countries and this country.

So | am happy with the statenment and | think
that the one on page 3 of your report having to do
wth conditions in the United States is adequate for
purposes of this report, as | see it. | think we
woul d nake a m stake to get into a |lot of detai
having to do with conparisons of hardshi ps and bad
pr obl ens.

I think we need to keep the enphasis on
ethics of research invol ving human subjects, no
matter where they are, and when they are in resource
poor countries, what kind of provisions, exceptions,
or what have you, are warranted.

DR. MESLIN:. Trish?
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PROFESSOR BACKLAR: | just -- | thought
possi bly that Alta's suggested | anguage should go in
sonmewhere in the section on justification for witing
this report, and that starts on page 10.

DR. MESLIN:. Larry, and then Eric.

DR. MIKE: | actually have a constructive
suggestion instead of just all lashing out. On
Alta's first quite |long excerpt, | have sonme qual ns

about it but it is okay with ne, and if it is going
to be sonmewhere, it should be in sort of a point
count er poi nt di scussion in Chapter 4 around
Recommendati on 4, which is the one | suggest we split
rat her than conbi ni ng, access to country, because

t hat woul d be where that discussion should go.

Alta's second quote on the situation in the
US., as | said, | do not agree with the | ast
sentence of that short answer and | woul d del ete that
part. The rest of it | do not have a problemwth.

DR. MESLI N: Eric?

DR. CASSELL: On paragraph 3 of Alta's
proposed insert for Chapter 1, | amnot -- it is not
clear to me what that means and | wonder if Alta
could make that clearer. Just make it manifest what
you are saying, Ata.

PROFESSOR CHARO. Sure. | can try to
rewwite it and nmake it nore straight forward.

Basically if a sponsor is, in fact, the cause of the
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unaffordability of a drug, it would seemthat the
sponsor's claimthat it is nowtine to test cheaper
alternatives is a claimthat is weakened because the
sponsor is responsible for creating the situation
that now |l eads us to need to | ook at cheaper
alternatives.

The rest of the material tries to explain
that in nost situations the sponsor is not the sole
cause of this problembut that there will be sone
tinmes where it is.

DR. CASSELL: And then how does that inpact
on the issue of designing the trial so that it is
ethically acceptabl e?

PROFESSOR CHARO. I n those situations where
the real problemis solely the unaffordability of a
particul ar kind of drug and not the variety of
conditions that are identified el sewhere, it seens to
me that it is harder to conclude that it is ethical
to test cheaper and |ess effective alternatives
because the drug is not affordable, since that is a
correctabl e problem

And it is especially problematic when it is
the same conpany that is making the expensive drug
that is now saying, well, now we have got to test the
cheaper alternative.

Do you understand what | am sayi ng?

DR. CASSELL: | understand it. | am not
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sure of its applicability here.

PROFESSOR CHARO | amsorry. | could not
hear you.

DR. CASSELL: | say, | understand what you
are saying but | amnot sure of its applicability in
a report about ethical issues for overseas research
that are supposed to inpact on the kind of research
that is done, and who does it, and how subjects are
chosen, and so forth.

PROFESSOR CHARO Well, let nme put it this
way. |f drug conpany, you know, Mdlly, you know, if
Mol |y makes the right drug and they sell it at a
price that is conpletely unaffordable in both private
and public sectors in another country, and then they
want to hire a researcher fromny institution to run
trials on another drug that they are going to propose
that is the cheaper and |l ess effective alternative,
and | amsitting on the IRB, | think that it should
be sonething | consider.

Should we, in fact, get involved in testing
a less effective drug than a standard therapy when
t he sponsor could, in fact, nmake the right drug
available at a price that is affordable. | think
that is a relevant part of ny analysis as to whether
or not | should approve this protocol as an I RB
menber .

DR. CASSELL: Well, | actually do not, but I
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mean the comm ssioners will have to express
t hensel ves, but |, nyself, find that paragraph not
usef ul .

DR. MESLIN: Any other comments on that
| anguage?

DR. SHAPIRO: On that particul ar paragraph?

DR. MESLIN:  Yes.

DR. SHAPIRO. | have a comment on the -- |
have a whol e series of comments but only one | want
to raise now on this first proposed change. It
occurs in the second paragraph here, the one that
begins "All these problens.” | wll elimnate any
editorial coments.

| think in a good deal of the discussion we
have had, in ny judgnment, there is a confusion over
the ethics of doing research and just what is
appropriate or inappropriate in a system governed by
various kinds of market organizations, intellectual
property rights, patents, et cetera, et cetera. And
| think those are two different things. Therefore, |
woul d suggest -- and | think confusing them does not
hel p us straighten out where the ethica
responsibilities |lie.

I f, for exanple, the high price of
phar maceuticals is a problemthere are many sol utions
to that. Only one deals with just how pharnmaceuti cal

conpani es ought to behave. | nean, it is easy enough
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just to suggest another one that resource rich
governnents buy these nmedicines and give them away.
| nmean, that is just another solution. | am not
suggesting it, but it is another solution and it is
just as ethical as anything dealing with property
ri ghts and changi ng the system under which these
drugs are devel oped.

That | eads ne to change the second paragraph
here by taking the sentence that begins "One area"
and sinply crossing out the next seven |lines down to
the sentence that begins "One recent response.” And
the way | could tie it in to the issue, which is a
genui ne issue, that is the cost of pharmaceuticals
certainly is an issue, | would just wite, "One
recent response to the cost of pharnmaceuticals, for

exanpl e, has been an agreenent to lower..." and so on
and so forth because that is a plausible enough
response, and it is a serious problem

| do not find dealing with issues of
protections of licensee's |legal rights, fiduciary
vi ews of stockhol ders, profits, and so on, sonething
which we really have thought carefully about or know
whet her or not this is the source of the problem It
may be the source of the solution.

| do not want to argue that point, but it
seens to ne it is just unnecessary and the points

that Alta makes very effectively here can easily be
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made wi t hout taking on that, which is a nuch bigger
subj ect, which we really have not dealt with in any
way .

Yes?

PROFESSOR CAPRON:  VWhat | am uncl ear about
I's whether this is sonething which is part of the
I ssue in Chapter 1 or in Chapter 3 about the design
of studies. It seens to ne that it mght fit better
there and | turn to the authors to ask if they have a
sense. | nean even with the chair's nodifications,
which strike nme as honing us in on what is nost
rel evant to our report as opposed to additional
pr obl ens.

Do you think it should be in Chapter 1 if it
I s anyway?

DR, MACKLI N: Well, it should be Chapter 1
because Chapter 1 sets up the whole problemto which
we return. At various points in Chapter 1 we say,
"See Chapter 3," and maybe that is all that is needed
Is that note. Chapter 3 is nuch nore specific on
| ayi ng out the various research designs and then
sayi ng which ones are acceptable or unacceptabl e and
for what reasons.

This is a nmuch nore general point so | think
It should remain or if it goes anywhere wth these
nodi fications it should go in Chapter 1 with a

reference to Chapter 3 where there is a nuch nore
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speci fic discussion.

DR. SHAPI RO Larry?

DR. MIKE: | had nentioned earlier that |
t hought it bel onged in Chapter 4 and the reason is
t hat --

DR. SHAPIRO. Alta, what a paragraph?

DR MIKE: No, no. | nean the whole
quot ati on because it depends on how you -- what you
take away fromthis discussion. |If we are talKking

about research design, that is one thing. But | read
this paragraph to sort of say that pharnmaceuti cal
conpanies owe a duty to these countries to nmake
prices -- make things affordable, et cetera.

And if that is the case then it does not
belong in Chapter 1 and it does not belong in Chapter
3. It belongs in the discussion about what is the
appropriate response in our recomendati ons about
obligations to test subjects versus obligations to
country i nhabitants.

DR. SHAPIRG I, nyself, did not read that
conclusion into here. | understand how one could
read it that way but | have got to agree with Ruth.
It ought to fit sonewhere in Chapter 1. It is useful
and we wll refer back toit as we go into 3 and 4 as
appropriate.

Let's go on to the second comment. Just to

make sure if there is any question regarding the
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second coment that Alta nade, and there is a comment
wth respect to this chapter that is attributed to
Larry al so, but any comment on what is really on the

top of page 3 in the neno that was distributed to us?

If not, then let's -- | have sone -- excuse
me. | amsorry, Arturo. | apologize.
DR. BRITO | have kind of a general coment

about it and | was thinking how to phrase it because
| -- 1 think one of the issues here is just right at
the onset of this. W are tal king about the
paragraph that starts "Wile nost Anericans..."
right?

DR. SHAPI RO. Yes, i ndeed.

DR. BRITO The fact that it goes on to say,
"...do not have access to fruits of nedical research,
many have only limted access and sone have near no

access at all," we are not really tal king about
access to nedical research, are we? | thought the
| ssue here is that because individuals -- or the
fruits of the nedical research, right?

DR. SHAPIRO. Fruits of nedical research,
right.

DR. BRITO The confusing thing here is that
sonehow this deviates. | guess it depends on where
It is going to go but it seens to deviate from-- the
I ssue at hand is that because a substantial nunber of

Ameri cans do not have insurance at one point in tinme
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or another, not because it is a conplex system
necessarily, just because the system does not have
uni versal health care -- there is not universa
health care. | think the issue here is that people
are -- when they lack health insurance are nore
li kely to becone vul nerable and, therefore, enroll
t hensel ves into research or be subjects of research.
Is that not -- nmaybe | am m ssing the point of this
par agraph here and where it goes but the --

DR. SHAPI RO | will turnto Alta in a
m nute. M understanding of this is that we would
not feel good about using that popul ation as human
subj ects since they do not stand to benefit from any
of the possible successful results. It is just
trying to show that even if this took place in this
country we would not feel good about it.

DR. BRITO Okay. That is -- what | do not

DR SHAPIRO. That is all it is trying to
do.

DR. BRITO VWhat | do not feel good about is
havi ng sonebody not so nuch because they are not
going to bear the fruits of that research but because
at the point that they are in the research they are
very vul nerabl e and bei ng taken advantage of, and
coul d suffer consequences during the research.

DR. SHAPIRO. That is an additional point.
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| agree.

DR BRITO So that is -- So | guess it
depends on where this is going to go but --

DR. SHAPIRO. Qur authors will work on this
after we adjourn this norning.

Let's turn now to -- any other comment on
t hi s paragraph?

Let's turn nowto the comment attributed to
Larry.

Larry, do you want to say anything further
about this?

DR. MIKE: It was just -- it was nore an
I nci dental comment about what -- you know, what we
were tal king about and were not talking about --
problens relevant to a country's population. So the
initial inpetus for ny making this statenent is
really a little concern to nme, but | do have two
ot her things.

One is that | think that when we get -- once
we get past that sinple statenent, then we get into
I ssues like the one | originally raised, which is so
what. If it is a problemthat -- are we saying that
If it is a problemwe can deal with in the US., in
the population in the U S., we should do it in these
ot her countries. And nmy answer would be, no as | ong
as you neet the ethical inperatives.

But there are two other things. Qut of this
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arises -- once we talk about the health needs of the
country, then we have two opposing forces. One is on
the side that says those who argue -- that says,
"Ckay, we have to nmake it affordable in that
country,"” and then all of the issues around | ower
prices, you know, prediscussions before the trials
conti nue on, et cetera. |ssues around ny --

di scussi ons around Reconmmendation 4 in Chapter 4.

The other side is this issue about nopst
effective treatnent, and that side inpinges on the
trial itself where one -- if you are going to take an
ei ther/or position, one could argue that those who
say that the -- we nust have exactly the sane ethical
standards in the U S. as in these other countries,
and that even though the host country is willing to
conduct trials, we are not going to let themdo it
that way. The whol e issue about the AZT and pregnant
wonmen trials. Those are the kinds of issues that
cone up once you get beyond just the sinple statenent
about health issues relevant to the country.

And | have not | ooked at the report to see
whet her that kind of tome is in there, but clearly
those are two issues that arise once you get past
that initial statenent.

DR. SHAPIRO. | agree. Those issues are
going to be right before us very shortly. M

prediction is that it will not be a sinple black
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line, yes or no. There is going to be areas which
are going to require decisions as each case goes
along. That is ny own judgnent. We will have to see
how t he comm ssion feels.

Steve?

MR. HOLTZMAN: Thank you.

| think it is inportant to take Larry's
di ssention, and let's put aside the second for the
monent, which goes to the trial design, and tackle
squarely when is it norally acceptable to conduct a
trial in another country.

There is a sense that | get in reading this
--and | do not think it is intended -- or let ne
make that a question. Assune for the -- that a
gating condition is the health probl em being studied
(a) has to be relevant to the country in which you

are studying it and (b) that there has to be a prayer

of a chance at least -- let's just nmake that gating
for the nmoment -- that the resulting benefit wll
becone available -- wll be reasonably avail abl e.

And what we need to get clear on at a |evel,
which I do not think we have exactly, is what -- are
we saying that if you could as easily study it in the
U.S., you ought study it in the U S., because | think
that is where there is not a conplete clarity.

So, for exanple, on page 7 where we make the

case, we seemto be saying that all things being
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equal , just because it is cheaper over there you
should not be able to, or are we saying it is okay if
all things are equal. And I find that we are not
entirely clear on what we are saying on this issue.
Now maybe others feel we are but | do not feel we
are.

DR. SHAPIRO. | will speak for nyself on the
cheaper issue, which | think is another issue that
tends to bedevil us unnecessarily. It is ny own view
that if other ethical requirenents we |aid out are
satisfied, substantive ethical requirenents are
satisfied, that the fact that it is cheaper is sort
of an irrelevant issue for us to consider. That is
just ny own view. That is for soneone else to
consider. Qur concern should be whether the
substantive ethical procedures are, in fact,
fulfilled.

MR. HOLTZMAN: You see --

DR. SHAPIRGC. That is nmy view

MR. HOLTZMAN: And even the | anguage of
cheaper, | think, maybe is the wong | anguage to put
here for the follow ng reason, Harold: Because the
real live situation is that for many of these
condi tions, which exist both here and in the
devel opi ng countries, your rate of accrual of
patients wll be faster.

DR. SHAPI RO. | under st and.
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MR. HOLTZMAN:. A consequence of that is that
devel opnment and hence availability wll be
accel erated --

DR. SHAPIRO. | accept that.

MR. HOLTZMAN: Right. But not necessarily
other than in very large terns for the devel oped
nation. | think that is the hard question we shoul d
deal with as opposed to creating, you know, a make
believe case that | go to a Third World country
because it is cheaper per subject. No, the issue is
| can get the approval faster. Wat noral
responsibility accrues to us by virtue of taking

advant age of that fact, if any? That is the

question, | think, we should be tackling.

DR. SHAPIRO. | think that is -- | do not
want to take us off that. | think we do have to get
directly to those kind of questions. | think that is

absolutely right as we fornul ate our recommendati ons.
| mean, | have nmy own view on the answer to that. |
do not know whether this is -- | wll share it at
sone appropriate tinme. W ought to get to it.

In general, Larry, | found nyself responding
positive to the suggestion you nade here, and we need
to incorporate it in an appropriate way in the
report.

Ckay. Any other comments?

Let's go on then to just taking these. W
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can circle back to these areas as we go through this
but I want to make sure that we get through at | east
the comments that have been noted in this neno and
then we can deal with other issues as they cone up.

Berni e had sone recommendati ons regarding
the repositioning of the recommendations with their
justification to bring them closer together.
Apparently the staff recomended novi ng
recommendations 1, 2 and 3 to be inserted later in
t he docunent.

I, nyself, feel not strongly but just
exactly the opposite way. Nanely the justification
shoul d be brought forward to where the
recommendations are, but that is -- | think we wl|l
| et the people who are going to actually wite this
decide that in the end but, | think bringing them
together is a good idea.

But are there other coments on that
particul ar issue?

Ckay. We will bring those together and
| eave it, Ruth, for your judgnent as to whether to
bring them forward or bring the recomendati on
backward or whatever the right way to describe that
I S.

There is also a proposal. | think Alta may
have been the author of this or at least of this

particul ar | anguage, which essentially takes
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Recommendation 7 in Chapter 2 -- can soneone tell ne
whi ch page that is on?

DR. .14,

DR. SHAPI ROC: Thank you. Wiich is on page
14-15. And tries to articulate it in what | believe

Alta believes is a nore effective and | ess anbi guous
way .

But, Alta, let ne turn to you to see what
you would li ke to say about this.

Is Alta there?

PROFESSOR CHARO Oh, yes. | amsorry. |t
Is every once in a while people have been hard to
hear. | think it speaks for itself and there was
sonme e-mail traffic between nme and Eric on this
poi nt .

DR. SHAPIRO. Larry, and then Eric?

DR. MIKE: In the conmbination |I think there
I's sonme confusion being introduced, which may be in
the original two recomendations, and that is the
line that begins sort of in the mddle of the

par agraph, "Where | ocal customrequires... It seens
to nme that what this thing says the way it is witten
Is that | think it confuses the issue of seeking
perm ssion to talk to the woman with not -- with
seeki ng perm ssion from soneone else in place of the
woman' s perm ssi on.

| think that if you read this where the
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sentence says, "Wuere |local customrequires a husband
or the famly be approached for perm ssion before

approaching an adult woman," then all these other
things follow. | think what was neant originally was
that -- this to nme is that -- | think we agree that
that can go on regardless of what it is as long as
the woman's perm ssion i s obtained.

Anyway, there is sonme confusion in there.

It is not really clear to ne what is being said.

Second of all, it goes back to the original
recommendati on whi ch has been incorporated here by
Alta. | do not really like condition one of the
three. | can live with two and three about the
substantial problem et cetera, but | do not know how
one woul d ever decide when it would be inpossible to
conduct research under these conditions, and | think
that is sort of a condition that | would rather see
del et ed.

DR. SHAPI RO Alta?

PROFESSOR CHARO MWy goal here was not to
change the substance of Recommendations 7 and 8 but
just clarify. If it did not work, it did not work.

Larry, the idea here was to very clearly
separate the concerns about recruitnment processes
fromthe concerns about enrollnment, which is why
there is not a sub-A on recruitnment and a second one

on enroll nent.
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As far as the three conditions that are
listed -- and you may recall fromthe San Francisco
nmeeting that after that exchange about whet her we
shoul d abide by | ocal custons that have been
docunent ed in which one cannot recruit wonen directly
but nmust go through their husbands or other famly
menbers, that conprom se was devel oped. Bernie Lo
actual ly produced sone | anguage that was presented to
the comm ssion, and as | recall a majority of the
peopl e thought that it was acceptable, which was say
that U S. researchers should, in fact, approach wonen
t he sane way they approach nen. That is approach
themdirectly. There wll be many settings, as |
recall being nentioned, in which that is not going to
be a problem For exanple, reproductive health
clinics.

Where there is a local customthat says you
are not supposed to do that, they should not follow
that | ocal customunless there is a conpelling reason
to do so, and the conditions that Bernie had |isted
in this |anguage tried to capture for himand for
ot hers what they thought that conpelling circunstance
woul d be.

DR. SHAPI RO Eric?

DR. CASSELL: Well, ny problemis wth the
serious conditions having to do only with wonen.

Tubercul osis, malaria, hepatitis C are serious
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condi tions having to do with wonen and to do research
only on nen in those conditions, we would find
nowadays, after all we have made a simlar criticism
in the United States, we would find i nadequate
particularly since many wonen are pregnant and so
this would affect research on wonen who are pregnant
who have these serious deceases.

| think the basic issue is we do not |iKke
the idea that wonen sonehow are second class citizens
and that their consent cannot be obtained Iike you
woul d obtain the consent of anybody else and that is
-- if that is what you are trying to address, the
seriousness of the health condition, it is not the
crucial issue. It is how you want to approach those
wonen.

| also believe that they should be
approached directly where that is possible, and where
It Is not possible, the justification should be given
i n the design of the protocol. And if the
justification is inadequate then the protocol does
not get approved.

DR. SHAPI RO. Steve?

MR. HOLTZMAN: | would like to follow on
Eric's coiment to try to see where we are, and it
seens to ne there are certain things it is very clear
we agree on. Such that one wants people to be

approached in the sane way regardl ess of gender, and
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as soon as one departs fromthat you start asking
what are acceptabl e and unaccept abl e departures.

In no event may soneone -- there be
substitute consent, so that is very clear.

And that what is articulated by Alta,
effectively, is a position which says that if the
aut onony right of the woman is to be abrogated in the
form of seeking an additional consent fromthe
husband, that that is only norally allowable if the
condition to be treated or to be studied is one which
wonen benefit from And then it says only wonen
benefit from only affects wonen. So effectively the
notion is that the woman's autonony, in sone sense,
I's not being overridden because the benefit is
accruing to wonen, and wonen specifically.

And what Eric is asking is the question, is
that the only condition? |f one considers a serious
health condition or health condition which affects
men and wonen, why is it the case that that woul d not
equal |y be a case of not eroding the woman's
autonony? | think that is the question we have to
deci de.

DR. SHAPIRO. Any other comments? | want to
focus on exactly that issue.

Al ex?

PROFESSOR CAPRON: Pardon ne if | have

m ssed a crucial part of the discussion just now but
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It -- | thought Alta's revision was preferable. |
did not see it substantively as that different, and
perhaps | have m ssed sonething. |t just seened to
me it sorted out the issues nmuch nore clearly.

The present version of Recommendation 7 and
8 seens to ne to junp fromone thing to another and
so that if we are | ooking for the substance of what
Is expressed, | find Alta's way of expressing it --
whet her we call it Recommendation 7A or B or
Recommendation 7 and 8 is irrelevant but preferable.

On the issue of whether the requirenent that
t he probl em be one which only affects wonen, | think
Eric raises an appropriate concern that that, of
course, would put this research in the sane category
as a lot of research on common conditions that affect
men and wonen in the United States where for years we
had no data on the wonen.

It seens to ne that the further condition
here, however, that failure to conduct the research
woul d deny the benefits to wonen in the country may
be an adequate safeguard because as | understand
that, Eric, it would nean that if you are conducti ng
research on a treatnent in X country and the
researcher wants to use wonen whose access into the
trial is totally dependent upon their husbands giving
perm ssion for themto be in the trial, and the IRB

In effect says, "Gee, that is not a condition that we
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can live with," the only circunstance where it would
be justifiable to say you should live with that, we
should do this, is that not only does the research
have to be done in that country because the drug
approval process in the country requires |ocal

subj ects and so forth, but that there will be no

ot her circunstances in which there will be data,

whi ch would all ow the nedical practitioners, as
opposed to the drug approval process in the country,
feeling confortable that the results that were
gathered in that country on nen are applicable to
wonmen as wel |l .

So that if you can do the research, get the
drug approval process by doing it on nen in country
X, but the doctors in country X will use the
treat nent on wonen based upon the fact that it was
tested on wonen through a better consent process in
country Y then there -- you should not have wonen
recruited into the process in X and it should not go
on there in country X it seens to ne.

Now | do not know if that is what the intent
here is but that is what it seens to say to ne and |
am not bot hered by that.

DR. SHAPI RO. Steve?

MR. HOLTZMAN. To ne, Alex, it is clear
there is two different ways one can recommend here.

The first -- if you -- let's use Alta's | anguage



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

59

because it is clear. |If you go down to the |line that
starts with the word "health problemthat affects
only wonen," whether or not you want the word "only"
In there, and that limts everything else that goes
on so it is unaffected. O whether you delete "only"
and then in point nunber two, further down, you say
“failure to conduct this research with wonen in the
trial would probably deny its potential benefits to
wonmen in the country."

It seems to ne those are your two
alternatives of how to think about it, right? You
woul d go for the first one with the "only wonen" if
you believe the fact that it has to be a woman's
condi tion which could be the sole thing that could
override the autonony right of the woman. The second
one says that that is not necessary. What is
sufficient is that there is a benefit to wonen.

PROFESSOR CHARO. Hand up

DR. SHAPI RO. Hands up. GCkay. Hands up.
You can speak now.

PROFESSOR CHARO Let ne just rem nd you
t hat the | anguage about only wonen is taken verbatim
from what was di scussed at the San Franci sco neeting
If the consensus now is that there ought to be a
change and delete the word "only," personally I would
not object and | eave the rest of it exactly as it

stands, and deleting the word "only" | think still
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conveys nost of what is currently there and still
provides a pretty strong statenent about how we want
our researchers to go about this in their work.

DR. SHAPI RO. Thank you.

Ji n?

PROFESSOR CHI LDRESS: | would just reconmend
deleting "only" and going in the direction that Steve
suggested. In addition, |I think we get a better
sense of both paragraphs if we take the second
sentence, "if a potential subject,"” and put that down
at the beginning of B for enroll nent because it
really is an enroll nment question, that is, it is a
consent procedures question rather than a recruitnent
questi on.

And then it seens to ne the whol e paragraph
flows and then the subsequent change that has just

been made for nme nmakes it a really strong and hel pful

par agr aph.

DR. SHAPIRO. | think my -- | am sorry.
Ruth, | amsorry.

DR. MACKLIN: | just want people to realize
t he consequences of what this -- of changing it wll
be. If the husband's signature is required -- |

mean, if we go wwth the strong statenent for only
wonen -- conditions that affect only wonen, if a
woman's husband says, "No, you may not be in this

trial," then that would preclude the possibility of
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wonmen being in the trial.

Granted we all agree that the husband shoul d
not have the authority to enroll the woman, but this
gi ves the husband the authority to deny the wonan the
possibility of being in the trial. The reason the
word "only" is in thereis -- as | think Alex
correctly described it, but w thout an exanple, |et
me just give the exanple.

In countries where wonen may want to use
contraceptives, their husbands may not want themto
use contraceptives. There is no available tested
contraceptive. Soneone cones in and proposes testing
a contraceptive that could be beneficial to wonen.
The Health M nistry would never introduce this
contraceptive unless wonen in that country were the
research subjects. |If all the husbands who want ed
their wives to have 50 babies said, "No, you nay not
be in this research,” or “we do not think this is
right for you to be in this research," you woul d
never have the research being conducted, which goes
to Larry's point about it being inpossible to conduct
the research ot herw se.

Now t he problemhere is that this would be a
condition that would affect only wonen, and | believe
Alex is right when he says if you are doing research
on TB and you do not have wonen in there, the

practitioners are still going to use that drug for
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wonmren and furthernore -- well, let nme just | eave that
poi nt .

So there is a particular purpose of saying
only wonen because there are conditions that affect
wonen, which if they are not -- if the research is
not done then you woul d never have any of those
benefits to any of the wonen in that country.

So this is specifically targeted to
recogni ze that autonony -- the autonony of the wonan
or her authority to say | want to be in the research
I's nore inportant overall than making sure that you
have research that has both nen and wonen in it.

If you broaden this to conditions that
af fect wonmen and you take out the word "only" then
you have got a general situation in research and you
do not deal with that specific problem

DR. SHAPIRO. Arturo, and then Eric, and
t hen Al ex.

DR. BRITO Ruth, one of the problens -- and
| wote an e-mail to this effect earlier, and | think
Alta responded with sone of the changes, and | think
it is an inprovenment. One of the problens | have
with this recommendation is that | think it actually
takes away fromthe substantive ethical principle we
are trying to convey here that is nentioned in the
first paragraph about the requirenent for individual

i nfornmed consent.
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| do not know if we need -- | frankly do not
know if we need this entire paragraph in this --

t he second paragraph of research, however, in the
recommendation itself. | think it actually does nore
har m t han good.

| think it takes away from the individual
I nfornmed consent principle because we are talking
about things that are nore public health issues and |
have nentioned this before in other parts of the
paper about how sonetinmes | think the tone is -- we
do not stick to individual rights. That it is not
just an Anericanismor Anmerican ideal but it is also
sonething that is nentioned in all the international
docunent s.

| do not know how what you just said is not
taken care of by what is nmentioned in the first
paragraph. I n no case nmay a spouse's permni ssion
repl ace the requirenment of individual infornmed
consent, period.

PROFESSOR CHARO. Hands up

DR. SHAPI RO Eric?

DR. CASSELL: Just take the exanple that you
gave. Contraception in this set of villages. The
husbands all say, "No, there will be no research on
contraception. You can do all you want to get it,
you cannot have research on contraception.” On the

other hand, if -- and consequently in that exanple
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the nois still a no.

If you take away the word "only" it does not
deny it for any serious condition applying only to
wonen.

If you take away the word "only" we wll not
have the situation where practitioners are using
treatnents that were designed on nen, dosages set up
for men, and then treating wonen with them O
course, practitioners do it. | have been a
practitioner. | have done wong things ny whole life
thinking it was the right thing to do.

That is not the issue, whether practitioners
will doit. The issue is what is the best research
strategy that best supports the respect for persons,

not just autonony, respect for persons, and at the

sane tinme acconplishes the goal. Qur goal is to
pronote research that is beneficial for -- anobng
other things -- the population of the host country.

DR. SHAPI RO. Steve?

Excuse me. Alex is next. | apol ogize.
Al ex is next.

Steve, you are after Alta as a matter of
fact.

PROFESSOR CAPRON: | agree with the concern
that Ruth expresses, but it does not seemto ne,
Ruth, that this recommendati on goes to that concern.

There is a difference between a researcher saying, "I
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want to override local custom | want to find a way
Wi th adequate protection fromthe wonen agai nst | ater

retribution by their husbands to do the necessary

research.” And the local IRBis wlling to approve
It and the local -- the host country process is
wlling to allow sonethi ng which goes agai nst | ocal
cust om

As | understood it, the question is what
happens when the local IRB tells the researcher, "In
our country you cannot do that study w thout getting
t he husband's agreenent to allow the wife to enroll."
The usual response, | think, wthout this discussion
woul d be no, no, you cannot, therefore, do the
research.

So | think we are tal ki ng about sonet hi ng

different here. W are talking about a situation in

whi ch the researcher says, "I amwlling to find
husbands who are willing to allow their wves to
enroll. | amwlling to abide by that custom My |

conduct the research with this additional
qualification on the recruitnent process or is that
an illegitimte qualification?"

And this recomendation, as | see it, was
designed to carve out a way if a project neets
certain requirenents. | guess in the end | agree
with Eric that taking the word "only" out has the

advantage of saying if it is possible to set it up in
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a way in which you are | ooking at a di sease that
affects both nmen and wonen and you can get wonen in
that country enrolled through this process. It would
be better to have the data on the wonen but | nean --
so | do not think it is contradicting the situations
I n which you are dealing wwth a wonman specific, i.e.
reproductive condition.

But | do not see this recomendati on as
responsive to the exanple you give as such. Do you -
- and | guess at sone point, Harold, | would |ike
sone di al ogue on this because | amin agreenment with
Ruth as to the problem but this recomendati on seens
to nme the flip side when the investigator says, "I
want to go ahead. | think | have found sonme nen who
wll agree to allowtheir wives in. | want to get
these data. This is the only way | can get these
data in X country and have them approve this drug.
Can | do it?"

DR. SHAPI RO Alta?

PROFESSOR CHARO  First to Arturo's point,
If there is a concern that by discussing first
recruitment and then enroll nent are reducing
attention to the very strong statenent being nade
about enrollnent, an easy solution is to sinply break
It into two recommendati on. Recommendation 7 on
recruitnment practices and Recommendation 8 on

enrol | ment practices.
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Wth regard to the question of whether or

not to continue to use the word "only," in an ideal
world | would prefer to keep it in. It is not an
| deal world and | woul d be happy to see any progress
on this point because it is ny inpression that
currently when investigators fromthe U S. go into
countries where wonen are not approached directly but
wher e husbands and other famly nenbers are
approached to see if it would be perm ssible then to
speak to their wives or daughters or sisters, we are
In a situation where we are in a w despread way
buying into a practice that is not needed and is
Insulting. And this would nmake progress towards
reduci ng the frequency of that practice and would
carve out an exception even w thout the word "only"
I n which we are no longer going to insult wonen this
way but we are also not going to penalize themin a
concrete fashion when insulting themis the only way
to get sonething that is valuable to them

| think that the second condition that
Bernie had drafted, which has to do with failure to
conduct research woul d probably deny potenti al
benefit to wonen in a country, as Alex nentioned, is
an inportant way for IRBs to try and di stingui sh when
they ought to let their investigators buy into these
practi ces and when they ought to tell the

I nvestigator no. |If you have to go through the
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husband then do not do it there, do it sone other
pl ace.

DR. SHAPI RO  Steve?

MR. HOLTZMAN:. My understanding of this
recommendation is the same as Alex's and so | really
woul d I'i ke to understand what Ruth was saying if she
has a different understanding. | think if there is
anot her issue there, it is how do we feel about
peopl e undertaking trials for the benefit of a
popul ati on of wonen in a manner which would viol ate
| ocal custons if that is what is necessary in order
to get the health benefit, which seened to ne was
what Rut h was addressing.

DR. SHAPIRO. Diane wants to speak but,
Ruth, do you want to answer? Make any comments at
this tinme or do you want to wait?

DR. MACKLIN: Let's hear from Di ane first
because there are a | ot of points already.

DR. SHAPI RO Ckay. Diane?

DR. SCOTT-JONES: This may be taking the
di scussion in a different direction but as | am
struggling to fit all of this in. | amreading
Recommendation 9, which is sonewhat parallel to the
previ ous Recommendation 7 and 8, and in this
recomendati on we agree that it is fine to approach a
community | eader and ask that person for perm ssion

to go ahead and approach individuals.
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And at the very |east we should make these
recommendati ons consistent with one another. Wy
should it be possible to go to a conmunity | eader and
say, "May | approach the wonen in your village about
enrolling in this study?" Howis that different from
the issues that would arise in Recommendation 7,
which was fornerly 7 and 8? W are here saying we
woul d abi de by the local requirenents.

PROFESSOR CHARO. Hand up

DR. SHAPIRGC Alta?

PROFESSOR CHARO. Diane, | think there is
actually a response to your concern. | do believe
there is a difference between community | eaders and
famly nmenbers when it cones to saying which person -
- which kind of person should be a filter. | think
of community |eaders as akin to political |eaders and
political |eaders actually exercise a kind of
function all the tinme. As | nentioned in the e-mail
that | sent, the Attorney Ceneral of New York State
Is well positioned to say to certain conpanies, "You
may not approach the citizens of this state with
offers for certain kinds of |otteries or sweepstakes
or any nunber of kinds of consuner offers because we
think of them as being either exploitative or
m sl eading, et cetera.”" And that is a role that is
exercised on behalf of all citizens, not on behalf

solely of wonen or nen or the elderly.
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So to the extent the intent -- | think it is
now actual |y Recommendation 8 -- | am | ooking at ny
text. Maybe I have got it wong but the intent of
the recomendati on on comunity | eaders in my m nd
woul d be that it is about community | eaders speaking
on behalf of the entire community and not | ust
segnent s.

If what we are trying to do there is endorse
the idea that community | eaders can say, "Well, you
cannot approach the wonen but you can approach the
men," then | would agree with you that that is just
ridi cul ous.

But if it is about community | eaders saying,
"You cannot approach our community," then | think of
It as being an appropriate political function as
opposed to husbands sayi ng, "You cannot approach ny

wife," which is sinply buying into the rank kind of
sex discrimnation.

DR. SHAPIRO. | think the issue you raise,
Diane, that is there is sort of a |lack of symetry
between 7 and 8 and the current 9, the way it is, is

an interesting point we ought to address when we get

to 9. | think we ought to just put it -- if you do
not mnd, we will just put it on hold for a nonent
and we will get back to it shortly.

Rut h?

DR. MACKLI N: | do not want to bel abor all
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this. | nmean, the conm ssion has to deci de what they
want. Let ne say one nore thing about only wonen.
If the recommendation is going to be changed, nanely
changed so that it does not say "only wonen" and it
Is conditions for both, then I think we need sone
addi ti onal paragraphs that would require any such
research -- where the U S. | RB would have to | ook at
any such research and see whether or not the results
of the research are going to be interpreted, whether
there is going to be a stratification, whether the
wonmen are going to be broken out fromthe nen, and
whet her those research results are going to be
Interpreted so that you can apply them

When the |OM the Institute of Medicine, had
its comnmttee on wonen in health research, one of the
big i ssues that arose and that was raised by the
met hodol ogi sts is, okay, fine, you want wonen in al
studi es, then you have to have a net hodol ogy t hat
enabl es you to apply the results of having wonen in
the studies. You have got to stratify the groups.
You have to |look at the differences. You have to
anal yze those differences. You have to have a | arge
enough popul ati on of wonen and nen, et cetera, et
cetera.

If we just nmake the point that this research
shoul d i nvol ve wonen and nen wi thout also saying

sonet hi ng about the interpretation and anal ysis of
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the results so that if they are different for nen and
wonmen, they could be applied differently, then

think we are gl ossing over an inportant point about
the research and its applications.

So if that is the direction the
conmi ssioners want to go, then | think we need those
paragraphs in order to say that. W also have to
t hi nk about the likelihood that that is going to
happen in sonme of this research, but that is a
separate point.

DR. SHAPIRO. Well, ny judgnent is here --
and if | amincorrect then the comm ssion should tell
me, but we do -- that we do want to rewite this
paragraph. There are two key suggestions. One is
the question of "only," which I think -- at |east |
am persuaded -- is not the right focus here. And the
other is a suggestion made by Jimthat we should nove
sone | anguage back down to (b) which I think is also
a good recommendati on.

As | understand the recommendati ons being
made here, and it nay need sone additional text, that
Is quite possible, it is -- in fact, getting rid of
the "only" broadens the issue in what | think is an
appropriate way. And so | -- unless people object to
that, | propose we go that way, and we do have to
ration our tinme here this norning.

Steve, Larry and Al ex?
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MR. HOLTZMAN:. Clearly | agree with that,
but | think to Ruth's point about adding the
addi ti onal paragraphs, whatever, | would |like that
signalled in the rec where in the line that starts
with "failure to conduct this research,” | would
Insert "with wonen in the trial would probably then

deny its benefits,"” and that would tie into Ruth's
clarifitory (sic) paragraphs.
DR. SHAPIRO. That is hel pful and we are

going to have to work on the | anguage here.

Larry?

DR. MIKE: | think, though, that what the
result will be is that first -- well, first of all, |
am assum ng that any research that -- research that

I s being done woul d be addressi ng serious health
problenms in these countries so that if one gets rid
of "only" you have essentially nade the exception to
the general rule because if there are going to be
serious problens to be addressed then this
recommendati on wi thout the "only" would open
basically any kind of research of a serious disease
I's through this exception so it becones the rule and
not the exception.

DR. SHAPI RO. This does not bother ne
actual ly because the recommendati on requires soneone
to, you know, present --

DR. MIKE:  Yes, | understand that.
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DR. SHAPI RO  -- reasons.

DR MIKE: But then | -- the way it is
witten it sounds like it is an exception. \Where we
shoul d say there --

DR. SHAPI RGO  Yes, | understand that.

DR. MIKE: -- are certain qualifications
that need to be net before you continue on with the
research.

DR. SHAPI RO. Yes, that is reasonable.

Al ex?

PROFESSOR CAPRON: Three comments. First, |
think that the point under condition one at the end
of the paragraph -- and this is -- | am| ooki ng at
Alta's recommendation but it is the sane | anguage --
Is unclear if we -- if we nove the | anguage that Jim
wants to nove and so if we do that we have to revise
it.

Second, | want to nmke sure in agreeing to
this, and | think Steve's nodification to point two
IS now necessary if we take the word "only" out, that
what we are tal king about here is denying the
potential benefits of the research results to wonen
In the country because it is not the potenti al
benefit of being a research subject that otherw se we
have just opened up, and if that is agreeable | would
say that we change the word "its" before "potential"

and say "the potential benefits of the research
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results.”

The third concern -- question is on Jinis
suggestion that we nove that sentence. And, Jim
when you first stated it, | thought that nade a | ot
of sense but if we do that we have to be very carefu
because | ook at what wll happen. |If we say, "If a
potential subject wi shes to involve a spouse or other
fam |y nmenber in the consent process researchers
shoul d di scuss the consequences of such invol venent
wth a potential subject and then abide by the
subject's wishes. In no case may a spouse or famly
menber's perm ssion substitute for individual consent
by a conpetent adult."” W would be saying that in
t hose circunstances where by tradition an individual
regards health decisions as ones which he or she
del egates to others, and that is the tradition, and
it is an explicit delegation. |In other words, it is
not allow ng husbands to decide for wives. It is
husbands or w ves, or whoever, when faced with health
choi ces saying, "These are not ny choices. | amthe
sick person ergo they are the choices of soneone
el se.” We woul d be saying that is unacceptabl e.

Now i f that is what we nean, fine, but there
are large segnents of the world popul ati on which take
a very different view and, of course, | would agree
that we should not allow that to sinply be an

assunption that soneone el se wants the decision to be
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made but where it is explicitly decided | want you to
I nvol ve this person and I want you to listen to them
I n choices, we by this recommendati on as put together
with these two sentences would be saying that is
unaccept abl e.

Now if that is what we nean that it is
al ways unacceptable and that research is different
than health care in this regard, even research on
health care where the subject is also a patient,
fine, | guess. | nean, | can see an argunent for
keeping it separately but | ama little worried about
a view towards autonony neaning | decide for nyself,
which is not the worldw de cultural norm and | am
not sure | want to say that it is wong in those
countries where the researcher has found explicitly
that that is the choice of the subject.

MR. HOLTZMAN: See, | have no problemwth
that but it has nothing to do with the placenent of
t he second sentence because the problemstill is in
(b) whether you put it there or not.

PROFESSOR CAPRON: | under st and.

MR. HOLTZMAN. So | think we have to address
t he substantive question but as it now stands the
second sentence in (a) just breaks the flow
conpletely and really refers to consent procedures
whi ch we are addressing under enrollnent rather -- it

Is really the recruitnent question.
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PROFESSOR CAPRON: | agreed with your
nmovenent but the novenent sinply highlighted --
MR. HOLTZMAN: Right, the need to nmake that

PROFESSOR CAPRON: -- the need to make a
substanti ve decision --

MR. HOLTZMAN. Right. | agree with your --

PROFESSOR CAPRON: -- are we saying that --

MR. HOLTZMAN:. -- exception point, sure.

PROFESSOR CAPRON: -- the research rules are
different. | nmean -- and if in Korean society or

what ever, when health care decisions are nmade the
patient expects that the eldest child wll nake those
decisions for himor her, and we are saying, "Well,
I f you get into research you have to follow the
Anmerican view that you nake your own choices."

PROFESSOR CHARO. Hand up

DR. SHAPI RO. Yes, hands up.

PROFESSOR CHARO | think that in sonme way,
Alex, that this is a problemthat we are creating by
reading too nmuch into the | anguage here. It is
common practice in the United States, for exanple, to
say that individuals have to give consent for their
medi cal treatnent but routinely they will del egate
deci sion nmaki ng authority to sonebody else or to a
physi ci an and that delegation is what is considered

to be their consent. And | think that we can
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understand the word "consent" here the sane way.

Sonebody in Peru says, "Well, you know, you
have ny perm ssion to Il et ny husband, father, sister,
you know, cousin make these decisions for ne." That
woul d be our understandi ng of having gi ven consent by
virtue of a delegation but it is a delegation of the
I ndi vidual who is going to be the subject. And |
think that this can probably be handled in the text
w t hout having to worry about rewiting the

recommendat i on.

DR. SHAPIROC. Well, let's just nake sure
that we, first of all, understand what we want to
say. | think my own -- | agree nyself with what Alta

says as long as it is the individual that deci des how
their situation is going to be handl ed and we get
perm ssion fromthat individual to handle it in that
way. That satisfies ne but | do not know how ot hers
feel about that.

It is just that they cannot be vol unteered
Is what we are trying to say here.

DR. DUMAS: Right. That is right. | agree
with that.

DR. CASSELL: That is the essential issue.

DR. DUMAS: Yes.

DR. CASSELL: And | accept this entirely. |
have taken care of popul ati ons where whol e deci si ons

are a wonan's decision, ultra orthodox Jews the wonen
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make heal th deci sions but they do not volunteer their
husbands any nore than their husbands vol unteer them

DR. SHAPIRO. Ckay. | do want to proceed
on.

Eri c has handed ne a note which | have not
yet read from Bernie which also focuses on Chapter 2
and let nme just read it. | have not -- | amreading
it for the first tinme nyself now

Do peopl e have copies of this?

DR. MESLIN: Yes, they have been
di stributed. Yes.

DR. SHAPIRO. Al right. Well, for the
pur poses of the -- | do not know if it has been

di stributed otherwi se for the purpose of those who

are attending today. He said, "I would suggest two
addi ti onal recomendati ons: (A) researchers should
I ndicate in the protocol how they will mnimze the

| i kel i hood that potential subjects m stakenly believe
that the purpose of the research is to adm nister
treatnment; and (B) | RBs may approve protocols where
docunent ati on of informed consent through a signature
or thunbprint is waived provided the investigators
have provi ded adequate justification for the waiver.

The first -- | do not know where Bernie
wants to -- | just got this as a statenent.

DR. MESLIN. Here is an extra one.

DR SHAPIRGC: | amnot sure -- let ne nake a
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suggestion. | amnot sure where Bernie wants these
and how he wants them i nputted.

Rut h, excuse ne. | apol ogi ze.

DR. MACKLIN:. That is okay. No, it is --
there was sone di scussion about this. Were they
woul d go -- for exanple, the therapeutic
m sconception, there is a discussion of the
t herapeutic m sconception. The statenents -- and |
think it was Trish who originally nade the suggestion
that this should rise to the level of a
recommendation, there is a discussion in the text
t hat says sonething very nmuch like this. It is right
In the text.

The question is whether to take what is in
the text as explanatory or supportive material and
make it rise to the level of a recommendati on.

Simlarly, the waiver of signature is in a
| engt hy di scussion of the problens of signing and how
peopl e do not sign things in other countries, et
cetera, et cetera, and we nake the point that the IRB
shoul d accept different procedures but not different
substance for infornmed consent.

Here again the recommendation -- the
suggestion is to nmake a specific recommendati on for
wai ver of signature rather than leaving that as a
di scussion in the text.

So that is basically nmoving what is already
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there in the discussion and raising it to the |evel
of a recommendati on.

PROFESSOR CAPRON: How does this relate to
Recomendati on 2 on page 67?

DR. MACKLIN: It actually is a nore explicit
specification of what that neans. | nean, | think it
relates to it by further elucidating it. | am not
sure it adds anyt hing.

PROFESSOR CAPRON:  Well, | nmean ny point was
shouldn't we neld these two together? | nean, |
t hought when | | ooked at his (b) here that we had
already agreed to that. It was Recommendati on 2.
And so --

DR. SHAPIRO. | think that is right.

PROFESSOR CAPRON:  And so to the extent that
he says these are additional recommendations, | do
not see them as additional. That one. That was ny
only point in raising that.

DR SHAPIRO. Let nme -- | think you are
right on that. Let me -- | amsorry. Bette?

M5. KRAMER: However, it is handled, |
t hought that both of those subjects were handl ed very
wel |, the therapeutic m sconception beginning on 24
and then following with a docunentation of inforned
consent. And |, nyself, felt that sonething was
m ssing as | conpleted the | anguage in those -- each

of those sections that there was not a fi nal
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concl usion, which rose to the |evel of
reconmendat i on.

DR. SHAPIRO. Yes, | think --

M5. KRAMER: Certainly the supporting
| anguage i s there.

DR. SHAPIRO. So you woul d support making a
recommendati on on the --

M5. KRAMER: Yes, | woul d.

DR. SHAPIRO. Yes. Trish?

PROFESSOR BACKLAR: | think that Bernie and
| both were thinking of the --

DR. CASSELL: | cannot hear you.

PROFESSOR BACKLAR: | think Bernie and |
were both considering that (a) the therapeutic
m sconcepti on recomendati on should go at |ine 28 on
page 26 after the discussion about the therapeutic
m sconception sinply because that is a very
t houghtful and well put together discussion, and it
seens as though sonething is |acking as Bette says
when you get to the end and there is nothing that
attracts your attention to it in a significant
f ashi on.

DR. SHAPI RO Al ex?

PROFESSOR CAPRON: | agree. And it seened
to ne that vis-a-vis the recommendati ons on page 6,
Berni e had al ready recommended that those be noved

back and | guess | wonder from-- again fromRuth's
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and Alice's point of viewif there is a problemif
there is a problemwth either noving the text up or
nmovi ng the recommendati ons back, whichever.

DR. SHAPI RO. W di scussed that precisely.
Ruth and Alice are going to | ook at that and see
whet her they want to nove one forward or the other
backward, however you think about it, but to bring
t hem t oget her.

| want to say a word about this therapeutic
m sconception. | think in view of the things that we
are considering and saying in Chapters 3 and 4, |
think it is quite inportant to say sonething explicit
about therapeutic m sconceptions. A |lot of things we
are doing are going to make this matter worse and so
we better straighten it out early on and this is one
way to at least highlight it. So | certainly agree
wth that.

Steve and then Trish.

MR. HOLTZMAN. W th respect to -- this ties
to the docunentation issue. | think we are making it
very clear that signed consent is not necessary and
you should just effectively -- what you care about is
t he substantive requirenents of consent as opposed to
t he specific procedures.

| would just ask Ruth and Alice to think
about if you | ook at, for exanple, Recommendation 1 -

- SO0 page 6, line 13, where you say "consent
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docunents should include all the basic el enents of

di sclosure,” | think we use docunents to nean things
| i ke the consent formand al so we use to nean the
docunentati on presented, for exanple, to an | RB that
consent took place. Al right. And | think that --
so at |least when | read this it has made it sound

| i ke you need a consent docunent, e.g. that soneone
signed and then, oh, by the way, that has to be a

si gned consent docunent. So you just mght | ook at
how we use our |anguage. Okay.

Wth respect to the therapeutic
m sconception over on page 26, we cite the confusion
potentially arising there between the fact that
sonmeone may be getting extrinsic health care in the
context of a clinical trial and that can engender
t herapeuti c m sconception but what we do not tackle
I's the case where soneone is going into the trial in
order -- because they are suffering from sonething
for which there is no good cure and the experi nental
medicine is the best opportunity.

Now i s that a therapeutic m sconception? |
am not sure how people who know this literature -- is
that considered a therapeutic m sconception when | am
dyi ng of cancer, nothing will treat ne and | read
that there is a hot new nedicine potentially
available in a Phase [I17?

DR. MACKLIN: Yes. | guess the cancer



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

85

exanple is not the best to denonstrate the

t herapeutic m sconception because it is Phase IIl and
there is lots of other meds out there and they have
been there for a long tine.

The nore telling exanple is sonething that
Is being tested that is of uncertain efficacy and we
certainly have enough -- it is a clinical trial. It
I's of uncertain efficacy and there is enough evi dence
for the nunber of clinical trials on various drugs
t hat never actually get approved because they are not
sufficiently efficacious or they are too harnful.

So the therapeutic m sconception
specifically is that the aimof research is to
provide treatnent. The intention of research. And
that is the key because sonebody is going to go into
the trial and get random zed and if they get
random zed -- of course, if it is cancer they are
goi ng to be random zed agai nst a standard treat nent
which will give themtreatnment but if it is in the
pl acebo case -- | nean, in the case of anything with
a placebo they are not.

So, | nmean, as we descri be and define the
t herapeutic m sconception it is the belief that the
pur pose of research is to confer benefit to the
i ndi vi dual .

Now as a matter of fact, it will be the case

that entry into research will for sone people confer
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benefit. GCkay. That is not the m sconception. The
m sconception is about the purpose and the intention
of research to confer therapeutic benefit directly to
I ndi vidual s rather than to |learn sonething that wl|l
contribute to know edge.

DR. SHAPIRO. O her comments? Okay.

VWhat tine did we get started this norning?

DR. MESLIN:. 8:30 right on the dot.

DR. SHAPIRGC. 8:30. Gkay. | was not here
t hen.

| want to -- | amgoing to suggest then we
take a brief break because | amgoing to want to skip
over now ot her issues in Chapter 2 and cone back to
address directly the issues that cone up in 3 and
again in 4 with respect to placebo controls and
establish effective treatnent to supply that. \What
we really nmean -- this is everywhere in that chapter
and unl ess we straighten out where we feel -- what we
feel on that issue it is just hard to nake the other
-- the rest of the chapter fit together.

So let's take a ten mnute break. [|If we
can, let's try to reassenble at 20 to.

(Wher eupon, at 10:33 a.m, a break was
t aken.)

DR. SHAPI RO. Col | eagues, as | indicated
just before our break, | wanted to go on to an issue

that cones up in Chapter 3 recognizing there are
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ot her issues in Chapter 2 and as you have before you
sonme suggestions fromAlex with respect to dealing

wth the initial material in Chapter 1, which |I hope

you will get a chance to review sone tine today or
this evening so that we can deal wwth it. | think we
have an hour tonmorrow norning. It is unrealistic to

go through this right now

And you may have sone reactions to that and
Ruth and Alice may have reactions to it as well but |
do not want to deal with that right at the nonent
since many of us have not read that material yet but
| want to thank Alex for putting it -- taking the
trouble to put it together.

| al so want to encourage conmm ssioners if
t hey have done so, if they have heavily marked up
copies of the report, as | do, really to pass it on
to Eric so as we begin rewiting, which wll begin
this afternoon, we can take advantage of sone of the
observations that you may have.

So if you do have a marked up report that
you are wlling to share, please hand it to Eric at
our lunch break and that may be hel pful to us as we
go ahead.

| want to now focus our attention on one
particul ar issue, which as | said before, conmes up in
Chapter 3 and that is concerns placebo control

trials. It is really quite inportant that we be
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clear as we can even though we m ght disagree anongst
us as to exactly what we want the report to say in
this respect.

| think we all agree that where there is no
established effective treatnent and there are
proposed treatnents of placebo controlled trials that
are entirely appropriate, | do not believe that is a
controversial issue. The issue cones up rather where
there is an established effective treatnent and the
question then is are there any circunstances where a
pl acebo control trial is nevertheless still ethically
appropriate.

Where | -- my own view on this matter, which
certainly could be changed by persuasive argunents,
Is that where there is an established effective
treatnment that is presunptively the way a tri al
should be carried out but there may be good and
sufficient reasons in particular areas and particul ar
circunstances to have a placebo control arm although
the researcher would have to justify that in sone
way. That is just where | currently sit on that
I ssue but | really would like to get the
conmi ssi oners' view on that.

So, for exanple, if you |l ook at page 15 --
and | do not nean to pick out this particular
sentence as the -- except that it happens to be one

of the ones that caught ny attention as | read
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t hrough Chapter 3, on lines 22 to 24 where it says,
"It is generally accepted that a placebo contro
trial would not be ethical if an established
effective treatnent that is known to prevent serious
harm such as death or irreversible injury is
avai l able for the condition being studied,"” although
| am not quite sure what avail able neans and if it
means avail abl e everywhere or what. | was not quite
sure about that.

But if this was neant -- and | may be
m sinterpreting here -- to be -- to say that placebo
controls are never ethically justified in the case
where an established effective treatnment exists and
that -- | may be reading nore than was intended here
but | amjust saying that to highlight the issue and
try to see where conm ssioners are on this issue
because | think my owmn viewis that it is central to
everything we say -- not everything but many of the
things we say in Chapter 3.

So |l et ne open the floor for discussion and
comments, indications of where you think we should be
on this particular issue.

Arturo?

DR. BRITO Once again the only tinme it is
justifiable to do placebo control trials in ny m nd,
unl ess there is a specific exanple sonebody has, is

when you are concerned about a public health of, for
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I nstance, |arge popul ations and | arge communiti es.
But this is not what this -- what the tone of this
whol e report is about. W are tal king about
I ndi vi dual s.

So when it cones to individuals, placebo
control trials, I do not think, are justifiable in
any situation so | agree with Harold there. So | -

- that is just ny --

DR. SHAPIRO. Well, in that case | did not
express ny -- | did not express nyself well enough.
| apologize. |In addition to not having good ideas, |

do not speak very well.

DR. BRITO No, you speak very well.

DR SHAPIRO. But the -- ny viewis a little
different than that. That established effective
treatnment is the presunptive control but it can be
overridden in certain circunstances. So in certain
circunstances pl acebos m ght be appropriate but that
has to be justified. That is just ny view

DR. BRITO Okay. | would like to hear the
exanpl es of when they can be overridden when an
established effective treatnent is avail able and
maybe that woul d hel p.

DR. SHAPIRO. My own viewis that if a
pl acebo control trial would answer an inportant
health related problemin that country and the

establ i shed effective treatnment would not, that that
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Is perfectly appropriate to think about it. It has
to be --

DR. BRITO Once again then when you are
answering that -- you are tal ki ng about sonething for
a popul ation. Therefore --

DR. SHAPIRO. | amtal king about information
t hat woul d be generated out of the trial that would
| npact the health of the population --

DR BRITO O the population at --

DR. SHAPI RO. Rel evant popul ati on,
popul ati on of sufferers, right.

DR. BRITO Right. But at the cost of the
i ndi vi dual .

DR. SHAPIRO. In that country that is
correct. Yes. Alex and then Eric?

PROFESSOR CAPRON: | guess | would like to
have sone explanation as to the rationale here. In
the cases which are cited in the text on page 15,
line 24 and follow ng, | understand that the argunent
I's that where you are going to a group of people who,
I f you were not conducting the research, would
recei ve an established effective treatnent, it would
be wong to deprive sone of themof that treatnent.

DR. SHAPI RO  Ri ght.

PROFESSOR CAPRON: And | guess it would
require a truly exceptional justification.

DR. SHAPI RO  Ri ght.
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PROFESSOR CAPRON: | nean, | would like to
have you give a justification in that case.

The cases which have caused difficulty in
the international arena are not those.

DR. SHAPIRO Right.

PROFESSOR CAPRON:  And the argunent,
therefore, is not one of wongful deprivation. As |
understand it, the principle concerns are two. One,
that research will be exported to places where there
I's no established effective treatnent as a way of
ei ther maki ng the research easier to conduct or
maki ng it cheaper to conduct because you are not
obliged to give the established effective treatnent.
And a rule against it in that circunstance would be a
prohi bition designed to prevent that act which woul d
be seen as an ill notivated act.

So the justification in that case would be
that is not why we are going there. W are going
t here because there are other reasons to do the
research in that country.

Then you get to the second concern, which is
I f you are coming froma country in which you would
supply the research -- excuse nme. Supply the
established effective treatnent, is it wong to treat
the subjects that you are dealing with differently
t han you would treat subjects in your own country who

woul d by the previous discussion be entitled to
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sonet hi ng whi ch they woul d ot herwi se have access to?

And here the argunent is not that your
notivation is wong. W have already established you
have good reasons i ndependently for wanting to do it
there but that it is -- it is sonehow unfair to
peopl e who you are -- on whom you are placing sone
demand of being research subjects or placing sone
potential burden not to treat themas well as you
possibly could. |Is that correct? |Is that -- or have
| got it wrong?

DR. SHAPIRO. | guess that is -- | nean, |
was not concerned --

PROFESSOR CAPRON: | want to get to the
underlying rationale for how we apply it not as a
general principle in the U S and otherw se, which |
agree with your conclusion but what is the rationale
for saying that the established effective treatnent,
which is not now present in the country, ought to be
applied? Is it the notion of sone kind of reciprocal
obligation? |Is that in the end where the argunent
lies?

DR. SHAPIRO. Let ne just try to respond.

PROFESSOR CAPRON: Say reciprocal to the
gift that they are giving by being --

DR SHAPIROC. | -- first of all, to go to
the first part of your comment. | certainly agree

t hat where the established effective treatnent i s
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what they woul d have received, it would be

| nappropriate to deprive themof it. So if they are
In a country where the established effective
treatnment is avail able and they woul d have benefitted
fromit, like the U S. or anywhere like that, then it
woul d be inappropriate to use placebo controls. |
agree conpletely with that.

The question is in my mnd -- cones up where
the established effective treatnent is an irrel evant
control for that country because it sinply cannot
nmeet the needs of -- the health needs in that country
I n any foreseeable tine period.

And in those cases other kinds of
experinments can be considered. | do not say they
ought to be initiated but can be considered. | do
not think they should be required under all
circunstances to inport the established effective
treat ment.

Now t he people in that particular country
cannot be nmade worse off because of the trial by
depriving themof treatnent they otherw se would have
received. | conpletely agree with that. So that is
-- it is that case that | amthinking about.

PROFESSOR CAPRON: |, |ike you, do not
express nyself well and | wanted to know whet her what
the argunent is, is that -- not that they -- that

such research could be conducted but that if you were
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applying only the first rationale for the not using a
pl acebo, that is to say you would be depriving
sonet hi ng of soneone, that clearly does not arise
here. |s there a second obligation -- an affirmative
obligation to bring it in and, if so, does it rest on
this notion of treating the subject as well as you
possi bly can?

Now i f that neans that the established
effective treatnment in another country, in the United
States, requires nedical infrastructure that is
totally unavailable, or clean water, which is totally
unavai l able in the country, and the argunent is,
well, we cannot do that because we cannot do it, then
that is an argunent as to why it is an inpossibility.

But if it is possible but it was sinply nore
expensi ve and because you are using an active control
you require nore subjects in total and nore expense
and nore tine, do you still have that obligation to
do it is what | want to know and, if so, does it rest
on this argunent that because the subjects are being
-- are making their contribution, you should treat
them as well as you possibly can?

DR. SHAPIRO. | do not think so.

PROFESSOR CHARO  Hands up

DR. SHAPIRO. That is just nmy opinion
because | think a conpeting ethical requirenent is to

do sonething of use to the people in that country and
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| balance -- | put that on the scales to think about
and do not have just a standard flat rule.

PROFESSOR CHARO. But this is -- that is
where you lose ne. |f you are testing an
I ntervention which could be beneficial to themin
that country if it proves useful, the question is
what do the controls get? Do they get the best that
you could do under the circunstances?

DR. SHAPI RO. No, because it may not answer
the question of interest. To find out that the
control does not work as well as the established
effective treatnment may be an irrelevant finding for
the health needs of that country.

PROFESSOR CAPRON: But that is not the only
finding you will have. You wll have a finding about
how wel|l the tested intervention works, won't you?

DR. SHAPI RO: Not unless you have a control
sonmewhere you won't.

Eric, and then Carol.

DR. CASSELL: Well, | think it is wonderful
of the comm ssion to give both of you the opportunity
to polish your skills of articulation. O herw se
| acki ng, | have noticed, yes.

(Laughter.)

PROFESSOR CAPRON:  Well, you do not have
t hat probl em

DR. CASSELL: Thank you. | agree with you,
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Harold, and I think if we took the fanous trial that
starts this off in lots of mnds, the use of a full
four drug reginmen for AZT in a popul ation and then
that reginmen would stop at the end of the sane period
would -- mght briefly benefit sonmebody's CD4 count
but not very long, and it mght do a | ot of damage.
Nobody knows what that does in a mal nourished

popul ati on for one thing.

And that, it seens to ne, is an exanpl e of
sonething in which a placebo control is irrelevant to
the population in which it is being studied, nunber
one. And, nunber two, it nmay be dangerous in that
popul ati on when it is not dangerous in a better
nouri shed population with better nedical care and for
t hat popul ation and for that period of tinme they
shoul d not be getting that standard reginen.

However, there are not a lot of trials like
that and | think that is the point you are naking and
that is what all the other -- | nean, the fact that
t he Hel sinki and then this one and then that one, and
everybody says the sane thing does not make it any
stronger in cases like that but it does say as a
general principle you should not deprive a popul ation
of care they m ght otherw se get.

DR. SHAPI RO Carol ?

DR. GREIDER: Yes. | just wanted to again

agree with what you had said, Harold, and to point
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out that a study can only establish what it sets out
to establish and the controls are part of the
experiment. So if you find in a study that your
regi nen that what you are testing against the
established effective treatnent is |ess effective,

t hat does not tell you how effective it would be
agai nst placebo if your control -- and so how you
design the experinent can only give you a certain
answer . And so in sone situations it mght be a
meani ngl ess result and | think that was a point that
you wer e maki ng.

DR. SHAPI RO Bill?

MR. OLDAKER: | also agree but | think that
what we are tal king about is trying to set up the
et hi cal paraneters which we already know i n devel oped
countries that established effective treatnent nust
al ways be given. But in countries where it is not
available it seens we would be saying that we are
carving out an exception to be |looked at. Not -- it
woul d not be for all cases but it would be certainly
accept abl e under the proper circunstances where it is
not reasonably available to conduct these types of
trials.

DR. SHAPI RO. Steve?

MR. HOLTZMAN: | think the genesis of this
principle has to do with actually two features. One

Is the -- not to deprive of what woul d ot herw se be
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normal |y avail able but also is the extent to which
there is potential harm because exanples -- and we
have articulated this in this -- for exanple, there
I's nothing wong with doing a placebo control of a
new versi on of |buprofen, for exanple, because the
mnimalist harmthat will result is the person is in
pain for an extra two hours. So | think just -- as
usual, flat out statenents usually do not work as you
start to get into the real cases.

| want to cone back to Alex's point, though,
as when we nove to the case of a country where an
effective therapy is not available, though it is
available in the world, while it is true that a study
wll only prove what a study is designed to prove,
there -- you can have cases where there are two
al ternative studies.

So, for exanple, in the case at hand we have
heard argunents that a noninferiority study would
suffice to justify making the therapy avail able. You
woul d have shown it was effective by showng it was
not inferior. So | think the ethical question is the
one that Alex is focusing on, is if it is the case,
right, that you have an alternative study which
I nvol ves the effective control, first off do you have
an obligation to use that. And then the second is if
you have -- if that study would not prove what you

sought to prove such that you had to do the placebo
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control, is it ethically allowable to do so?

And | think if we could just tackle those
two cases.

DR. SHAPIRO. Well, ny own view, Steve, is
that the established effective treatnent is the
presunptive control. Okay. You always try to
control that way and if there are ways to answer the
appropriate question that way that is what you do.
And you need to build a case for anything else. | am
just trying to say that | think there probably are
cases where that would be all owable and you just have
to nake the case. It is not an easy case in all ways
and it is not obvious.

MR, HOLTZMAN: But | think that -- | am not
going to disagree with you. | want to work with you
on this one. Al right.

DR. SHAPI RO  Yes.

MR. HOLTZMAN: Let's assune you are true.
Then | think we need an answer to the critic who says
that that effective control is irrelevant in the
situation. What is special about the research
context that puts a noral obligation on you to
provide it as the control since it -- what is the
nature of the deprivation? 1Is it the fact that you
could have it available to you that creates a
situation of otherw se you would be depriving?

think if we could articulate that it would be the
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basi s of your argunent.

PROFESSOR CHARO. Hand up

DR. SHAPI RO. Yes, hands up.

PROFESSOR CHARO | would like to say that |
think Alex has articulated that justification and |
woul d assert that when people are volunteering for
research that we do owe them sonething as a result.

That it would be entirely sensible to say
that even if the established treatnent is not
ordinarily effective in country, that it should be
provided if possible unless that is not going to
all ow you to answer the scientific question that has
to be answered to nmake the research useful.

The | anguage that | proposed --

DR. SHAPIRO. Well, | agree with that.

PROFESSOR CHARO | am sorry. The | anguage
that | proposed on page 5 of Eric's neno attenpts to
capture these situations and to say that placebos are
appropri ate when reasonabl e alternatives have been
exhausted and that those reasonable alternatives,
whi ch i nclude these other kinds of controls have to
be exam ned to nake sure that they do not create a
net increase in risk because of sone of the design
inferiority that can cone along with them

DR. SHAPI RO. Thank you. | think | agree
wth you. | certainly agree with your statenent on

page 5 which | read.
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Steve?

MR. HOLTZMAN: You see, | think this is
going to take us directly back into Chapter 4 when we
start tal king about justification for, for exanple,
provi sion of ongoing care and what is the noral basis
of that. Is it the justice as reciprocity basis? 1Is
It health as a primary care? | think what we are
going to have to get into is exploring what is the
nature of the relationship between the researcher and
t he subjects which creates certain noral obligations.
That is ny sense.

DR. SHAPI RO Ruth, yes?

DR. MACKLIN: Harold, if you think there is
an i nconsistency between the statenent on page 15
that you read --

DR. SHAPIRO Right.

DR. MACKLIN: -- and the recommendati on,
whi ch seens to me to incorporate everything that
peopl e here seemto be agreeing on, nanely
Recommendati on 2 on page 40, which sets up the
presunption of an effective established effective
treat nent.

It says this should be done whet her or not
It is currently avail able but goes on to say in cases
where the study design does not provide that then the
protocol should include a justification and all of

the text before that explains all these factors.
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Now t he problemw th the statenent on page
15, | guess, is that it says it is generally agreed.
Now in a discussion that Eric and Alice Page and |
had about your comments, we thought we woul d change
those words. Instead of saying "it is generally
agreed," to "leading experts agree," because we have
Bob Tenple, we have Bob Levine, we have the witten
literature in which even the people who are debating
t he appropri ateness of placebos in sone context, all
seemto agree on that point. Nanely that if you are
going to have death or permanent disability then it
IS I nappropriate to use the placebo.

So | think if we focus on the recommendati on
and we just -- this is neant to be a descriptive
stat enent about the agreenent.

DR. SHAPIRO. | did not have any problem
with the recomendation at least as | recall it right
now and maybe | read nore in the statenent than was
I nt ended.

| amtrying to at least articulate a
position that says there are an awful | ot of conpl ex
probl ens out there and a | ot of conplex di seases and
just what the nost relevant experinent is to help to
address the health needs of a particular area or
particul ar popul ati on may not always in various
circunstances require the established effective

treatnent as a control.
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| do not know. | amjust trying to | eave
roomfor that to happen. That is all. And | think
the recomendati on does that so | agree with the
reconmendat i on.

Eric?

DR. CASSELL: Related to the recommendati on,
| would |like to hear an exanple that woul d pass the
no effective treatnent test. Tell nme one that you
woul d find acceptabl e, Ruth.

DR. MACKLIN: Say that a little nore
clearly.

DR. CASSELL: Well, the recommendati on says
you shoul d have concurrent treatnent except under
certain circunstances. | would like to hear what you
t hi nk those circunstances are.

DR. SHAPI RO Ji nf?

PROFESSOR CHI LDRESS: Let ne just build on
that, | guess if you are | ooking at the
recommendati on on 40, another way to say it would be
do we give enough indication in the text to give the
ki nd of richness that would be required for the
justification and | am not sure that we do. The
ot her part would be do we need to say nore in this
recommendation itself since many people have | ooked
at the recommendati ons and do not read the text that
carefully. Do we need to build in nore of the -- or

at least kind of an exanple of the justification that
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woul d be acceptable? |Is that the direction you are
goi ng i n?

DR. CASSELL: Yes. | think the
exenplification is inportant in this particular thing
but nore perhaps than in sonme others because it has
been so w dely argued.

We are generally agreeing that we think you
shoul d not have a placebo control trial except under
certain circunstances and then we do not say and
these are sone circunstances that cane into our --

t hat we thought were acceptabl e.

Now | RBs may di sagree and so forth and so on
but these are exanpl es.

DR. MACKLIN: The problemw th exanples is
that then you get bogged down in the exanples. The
text that imedi ately precedes the recommendati on
sets out criteria. |t does not provide -- nention an
exanple but it sets out criteria.

Once you start with the exanple, if people
di sagree about the exanple you do not nake any
headway. So what starts on line 25 on page 39 and
goes to line 7 on page 40 sets out several specific
criteria that nust be net and ot herw se you have got
-- you can rebut the presunption.

| do not think we can go -- do any better
than that without getting into exanples that m ght

turn out to be controversial. This is supposed to



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

106

provide the framework for determning in any
particul ar case whether or not you have net the
criteria.

DR. SHAPI RO. Alex and Steve, then Arturo.

PROFESSOR CAPRON: Ruth has said basically
what | would say. | did have a question about the
fourth point on lines 5 through 7 on page 40. | did
not understand what was bei ng advanced there, Ruth,
as one of the criteria that could be exam ned. The
| anguage is a clear case that controls are intended
to stinulate the current state of care --

DR. MACKLI N:  Si nul at e.

PROFESSOR CAPRON:  Sinulate. Oh, | am
sorry. | just msread it. Boy, is that a m sread.
Simul ate the current --

DR. CASSELL: (Not at m crophone.)

PROFESSOR CAPRON:  Thank you.

(Laughter.)

PROFESSOR CAPRON:  Sonetines you are just
too damm articul ate di agnostically.

That goes to a -- that goes then to a point
that I want -- | think we need to nmake clear earlier
on and that is there is a difference between a
pl acebo being justified as a placebo and a pl acebo
being justified because there is no good care being
given in the country as it is. | nean, if the

argunent is that the placebo sinmulates the current
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state of care because the current state of care is
merely hand hol di ng or whatever, and it does not
anount to any known therapeutic val uable

I ntervention, then we are back -- we are in a
different realmit seenms to ne, Harold, because
before when it was being discussed the assunption was
that is all there was.

There may be situations in which sone form
of treatnent is now being given and it is not the
worl d standard but the argunent there, it seens to
me, is different than the placebo argunent.

DR. SHAPI RO | agree.

PROFESSOR CAPRON:  And yet in our earlier
di scussions to the extent that they influence the way

the final draft of this is, those two were being

equat ed.

DR. SHAPIRO. Yes, | agree with that.

PROFESSOR CAPRON:  Yes.

DR. SHAPIRO. | agree with that.

Let's see. Steve?

MR. HOLTZMAN: | thought that the work that
was done on page 39, lines 25 through page 40, |ine
7, was really wonderful. | nean it did lay out the

criteria so | think there is a presentation question
that given that we know that the world tends to only
read our recommendations, whether this

recommendati on, we should pull sone of that text up
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into the recommendation. But | think in terns of the
criteria being laid out, which again -- the
background agai nst which judgnents will have to be
made, | thought this nailed it.

And | could then imgine a range of cases --
Alex's point about it is different than a pl acebo.
But if I -- if I ama big drug conpany and | can
provide an effective treatnent and | want to use
pl acebo, | have one set of justifications as opposed
to soneone el se who could not have access to the
effective treatnent and, therefore -- so | think you
cannot nail them You have to just |ay out the
criteria like Ruth and Alice have and | ook to people
to make judgnents.

DR. SHAPIRO. Larry? Let nme -- Larry had
made a comment about this particul ar recommendati on.
Do you want to --

DR. MIKE: Yes. | was just |ooking for
sinplification. | nmean, contrary to what Steve said.
| I'ike recommendations that are short and to the
poi nt because when they get too long it kind of gets
alittle too confusing and the justification should
be in the text that follows. | think that the
current version that we have is changed fromthe one
that | originally tal ked about but even this one |
think is redundant.

We do not have to say that the experinentals
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have to design it so they justify. W do not have to
say that the IRB has to review it for the
justification. So | amjust -- just state it in a
nore sinple way but | have no problens. As |long as
t he nessage is conveyed and, as | say, | would |ike
sonet hing short and sinple with the explanation in
the text rather than trying to cover everything in
the recomendati on.

DR. SHAPI RO. Ckay. Arturo?

DR BRITO | think | amgoing to prefer to
make sonme of ny -- | wll rank ny papers and present
them that way because | ama bit troubled by sone of
t he conversation that occurred earlier and |
under st and, you know, a good study design and the
need -- and when you are conparing a nonplacebo tri al
that you need | arger nunmbers but | ama bit troubled
by how that can be interpreted.

When | read the recomendation -- except
maybe sone of the redundancy that it refers to but |
am happy with it for the justification.

The only comment | make nowis | do not know
If we need to think about do we need to include in
the recomendati on a comment that Steve nmade about
when you are tal king about things that are not really
nore than mniml risk. You know, does justification
need to be provided for placebo control trials for

things that are not life threatening or, you know,
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can cause severe nedical problens down the road? But
for the other comments | will reframe and then wite
t hem

DR. SHAPI RO. Okay. Al ex?

PROFESSOR CAPRON: Do we assert here by
quoting Bob Tenple and so forth that what we are
saying here applies in the United States fully under
current interpretation? | nean, when we began our
process 18 years ago or whenever it was, we heard
from Tenpl e and other people in the FDA as to why
pl acebo control designs are used and a very strong
scientific presentation of them

We are now taking the position that at |east
as to any serious condition where death or
irreversible injury would be invol ved, placebo
control designs are ethically unacceptabl e unless
there are all these kinds of justifications.

The justifications do not seemto go to the
pl acebo design. They seemto go to the w thhol di ng
of a known effective treatnment, which could nean not
the world standard treatnent but some ot her known
effective although not very effective treatnent in
the country in question.

We are, therefore, saying in the United
States that all the conpanies that do placebo contro
designs are wong or is Tenple -- is what we say here

from Tenpl e and Bob Levine, who is not cited at this
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point, but Ruth says is in support of the sanme point,
that today, in fact, researchers in the US. as to
serious illnesses do not use placebo controls? 1Is
that the current -- is that a currently correct

st at enent ?

DR. SHAPIRO  Steve, did you want to say
anyt hi ng?

MR. HOLTZMAN:. | nean, if you think back to
what Tenple was pointing out, he was specifically
dealing with the exanple of psychotropic drugs.

Ri ght? He was dealing with psychotropic drugs and
his point was that because of the variability of
response, a noninferiority trial wll not do what you
need it to do because there -- you will not know
whet her your control had been effective. Hence that
It is as effective as your control is irrelevant in
terms of is it effective at all.

| nmean, under current standards, and | think
Ruth is right in what she states about the
cardi ovascular so to use a real live exanple, ny
conpany is conducting or we submtted a BLA with
respect to an anticancer drug where the FDA agreed
that in sone ideal world it would be great to do a
pl acebo control but there is no way you can ethically
do a placebo control and it drives the statisticians
crazy that we are using historical controls but it

woul d be unethical to do ot herw se.
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So | do not think it is necessarily
I nconsistent. | think Tenple was saying with respect
to certain kinds of studies you cannot get the proof
unl ess you use a placebo control. Now ask the
gquestion is it ethical to do so? And the argunent in
the case of the serotonin reuptake inhibitors were
that it was not such a dire consequence. It was on
the, so to speak, spectrumw th the | buprofen exanple
that could justify it.

PROFESSOR CAPRON: It would have to fit
within that?

MR. HOLTZMAN: It would have to fit within
that. |If it is the case that you would be
withholding |ife saving therapeutic intervention by
giving a placebo you are not allowed to do that and
we do not do that.

PROFESSOR CAPRON: And that is consistent
with what we said in the report on --

MR. HOLTZMAN: It shoul d be.

PROFESSOR CAPRON: -- persons with
di m ni shed capacity.

MR. HOLTZMAN: Ri ght.

DR. SHAPIRO. Hold on a second. Jim then
Trish, Arturo.

PROFESSOR CHI LDRESS: But al ong those |ines
| just want us to be cautious on 17 and in quoting

Tenple. \When we had his testinony and we were trying
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to develop the other report, | amreally concerned
that we not think that disconfort does not count as a
harm on the top of page 17. It depends on the

di sconfort, the context and so on and so forth, and |
just do not want us to slip in that trap here.

Ckay. It may well be a harm

DR. SHAPIRO.  Trish?

PROFESSOR BACKLAR: (Not at m crophone.)

DR. SHAPIRO. Arturo?

DR. BRITO | have a request that when we
speak about placebo control trials, placebo control
trials in essence are not unethical. Wat | find the
difficulty with is placebo control trials when an
established effective treatnent is available and in
t he conversati ons going back and forth it is very
hard to keep up and then when Dr. Tenpl e spoke back
then and he -- | amnot -- | am confused about when
he was speaki ng about when established effective
treatnents were avail able and when they are not
avai |l abl e.

So if we can just nmke that clear when we
are tal king about this and the sanme thing within the
text.

DR. SHAPIRG | think one of the phrases
that m ght be useful, | really ask Steve and Ruth and
others to think about it, is Steve used the phrase

just a nonent ago when the noninferiority trial
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sinply does not answer the question, okay, that is a
pressing or conpelling interest.

Then you have to start naking -- consider
other things and | think maybe that is a useful -- |
mean, | find that a useful phrase. | amnot -- you
know, | am not a physician. | cannot give out all
t he exanpl es.

PROFESSOR CAPRON: But even there that wll
t hen push us back to the issue, “lIs the question
et hically acceptabl e?”

DR. SHAPI RO. Correct.

PROFESSOR CAPRON: Because from the drug
conpany's point of view, the advantage even when
there is an accepted effective treatnent, is a
noninferiority trial does not answer the question
that they want to ask, which they m ght want to ask,
which is does this drug have a greater effect than a
pl acebo, i.e. is it approvable as an effective
efficacious intervention even though doctors would
like to know is sonething else that is already around
better so that they would not be using it.

But | nean a lot of stuff has been devel oped

on kind of a ne too basis without proof that it is

better than the existing things. | nean, as |
understand it there is a -- that is not an unusual
practice.

Steve, are you going to tell nme it is
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unusual ?

MR. HOLTZMAN: Yes, it sure is. | nean,
particularly in a world of pharnmacoecononi cs
consi derations and formul aries being able to show
that it works as opposed to “its at |east as good if
not better” is absolutely usel ess these days so |
think -- | do not think that is a correct portrayal.
So then, in fact, the drug conpany actually has an
I nterest in show ng the superiority or
noninferiority. Okay.

PROFESSOR CAPRON: It may well but doesn't a
drug conpany -- correct ne if | amwong. Unti
recently, at least with the econom c pressures, a lot
of things have been approved and the objective of the
drug conpany was to get the drug approved using a
pl acebo control. It could then do further studies if
It believed it could show that its drug was superi or
to or conparable than but cheaper than or whatever
argunent for superiority it wanted to put forward
froman established treatnent but it was not required
by the FDA to show that and, indeed, the FDA could
not refuse to approve sonething sinply because there
was anot her established treatnent that was nore
effective.

MR. HOLTZMAN:. The real world has changed
over the | ast decade.

PROFESSOR CAPRON:  Right, but it has not
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changed because of ethical pressures is ny point and

so if we say that it is not a -- it is not effective
because -- excuse ne. That the design would not
answer the question, the relevant question, | just go

back to say relevant to whom

DR. SHAPIRO. | agree conpletely.

PROFESSOR CAPRON:  And you m ght say that
the drug conpany -- well, if all you are devel opi ng
Is a ne too drug and there is no reason that it would
be nore effective than the existing treatnent you
should do it and they say but the question for us is
do we have an efficacious treatnent.

MR, HOLTZMAN. Okay. So --

PROFESSOR CAPRON:  And then we wi || deal
wth marketing |ater, thank you very nmuch, aren't we
entitled to do that.

MR. HOLTZMAN: Yes. Well, with all
affection, it is a very abstract argunent you are
making, is that getting a drug registered is usel ess
I f you cannot market it. \Wether or not you can

market it is a function of what is in your |abel and

your | abel will either say have the conparison to the
standards or it will not, and you cannot market
outside of the label. And so when one |ooks at the

trial one does not say how do | get this thing
registered. One just says what do | need to show in

order to make this thing marketable and that has
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al ways been the case. That is the real world, Alex.

DR. SHAPIRO. | think the issue of whether
the research question itself suffers fromethical --
Is a very inportant one and is everywhere in al
trials, and that really needs to be considered. That
conmes up, | believe, in -- | think it is in Chapter 4
but Ruth can correct ne where you give sone exanpl es
saying if the central question is this then this is
the ethically appropriate trial, if the central
guestion is that sonething else is the appropriate
trial, that does not overcone the question of whether
the central question itself has -- is ethically
acceptabl e and needs to be addressed.

| mean, | agree with that point that nothing
shoul d be said here gets around that basic issue as
to whet her the whol e questi on being addressed has any
et hi cal basis or not.

Ckay. Any other comments? You wanted to
read --

PROFESSOR CAPRON: Could | ask one question?

DR. SHAPI RO Yes.

PROFESSOR CAPRON: As part of the discussion
| eading up to the point where we were tal king on page
39 -- and | think | have wi de agreenent, Ruth, that
the | anguage on 39 and 40 is very hel pful, there are
two -- at the top of that page at line 2 the

statenent on page 39, to exam ne the various
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alternatives we need to contrast proposition B with
two other candidates. Is that sinply sonmething |eft

over froman earlier edition because then we go on

and say (c) and there is no (d). | just want to nake
sure that | was not mssing sonething. It is a
question. |Is this nerely an editorial problemor is

there a substantive --

PROFESSOR CHI LDRESS: And further there is
after (c) the and as though --

DR. SHAPIRO Right.

PROFESSOR CAPRON:  Yes, exactly.

DR. SHAPIRO Right.

PROFESSOR CAPRON: Exactly. D d sonething
get left out intentionally or otherw se?

DR. MACKLIN: Yes. | think we made a
revision. | think we made a revision and did not --
we had nore propositions in there initially. W had
(a), (b), (c) and (d). W took out one. W changed
them and this needs to be fixed.

Par don?

PROFESSOR CAPRON:  We no | onger need (d),
what ever it was.

DR. MACKLIN:  No, we no |onger need (d).

PROFESSOR CAPRON: Ckay. Thank you.

DR. SHAPIRO. Trish, and then Jim

PROFESSOR BACKLAR: Yes. Can | nmke a

sinple request and that is that -- are we going to
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have another | ook at this before it goes out for
public comment and, if so, it would be
extraordinarily hel pful if there would be sone
difference in the changes that you make |i ke bol ding.

Sone way that when we go back to read this just as

readers --

DR SHAPIRC Well, | think --

PROFESSOR BACKLAR: No, not possible?

DR. SHAPIRO. Wl --

PROFESSOR BACKLAR: All right.

DR. SHAPIRO. No, do not feel that it is not
possi ble but | think you will get a -- | do not know
that we will have a chance to sit down in a neeting

to go over it. W can certainly send out a new draft
and have sone short period for comment before we send
It out.

PROFESSOR BACKLAR: Okay. And then just --
this is two things in one.

DR. SHAPI RO Ri ght.

PROFESSOR BACKLAR: And that is that the
recommendati on nunber --

DR. SHAPI RO. \Which one?

PROFESSOR BACKLAR: Nunmber 2 that has that
par agraph before which lists on page 39 --

DR. SHAPI RO  Ri ght.

PROFESSOR BACKLAR: -- and you list the

criteria for the assessnment. In sone of the other
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reports we would -- with the recommendati on you woul d
still have a little discussion following it and nmaybe
I f you do not want to | engthen the recommendation it
woul d be wise to put that paragraph follow ng the
recommendati on i nbedded in there.

DR. SHAPI RO Eric?

DR. CASSELL: | just want to go back to the
set of four -- the four recommendati ons on the -- not
recommendations, the four criteria on the top of page
40. There are three. Three that have -- one if you
cannot do the study at all. The other is if you are
not advancing the care of the people in the host
country. And then there are two about exploitation
and then we go back to controls are intended to
sinmulate the current state of care in the host
| ocal e.

Il think if we are going to take exploitation
as being one of those things, which is actually how
this -- one of the reasons that this all gets fired
up, we ought to separate it out. It is not -- | do
not think it is under beneficence. For one thing it
Is a matter of injustice and exploitation as a matter
of injustice. But | nean you can make the case but |
think it is injustice.

And it is a separate issue and it is a
clearly inmportant issue that when research is done

that exploits people, and that is why there is no
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pl acebo control because it is cheaper and qui cker and
slicker and all that stuff. W ought to make that
clear that that is a separate set of criteria. That
woul d only require actually noving those things to a
different position.

DR. SHAPIRO. All right. Let's -- before we

-- Jim | have been -- | always have trouble if
soneone sits right on my right. | apologize, Jim
Pl ease?

PROFESSOR CHI LDRESS: Let ne agree with
Eric.

PROFESSOR CHI LDRESS: Anot her inarticul ate
person on your right.

PROFESSOR CHI LDRESS: That is right.

(Laughter.)

PROFESSOR CHI LDRESS: Let nme agree with Eric
and suggest also that in | ooking back over this, the
exploitation plays such a central role we ought to
make sure that we really do define it well and work
It out that is in the report as a whol e. And |
did not go through it as carefully as |I could have
with attention to that but | have -- before we |eave
this discussion | would like to go back to pages 15
and 16, and we have spent a lot of tinme discussing
the first -- it is generally accepted that a pl acebo
control trial would not be ethical in lines 22 and

foll om ng.
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But | would also like to just call attention
on line 30 at the bottomof 15 and the top of the
next page where it is generally accepted that if a
clinical trial is testing an experinental
I ntervention for a disease for which there is no
available treatnent it is ethically justifiable to
gi ve research participants a placebo because in such
trials there is nothing with which to conpare the
experimental intervention.

But I would just remind us that we had a | ot
of controversy about the initial AZT trial as to
whet her we shoul d have sinply used historical
controls given the fact that there was nothing
avail able then in the antiretroviral area to treat
H V infection or the Ara-A trial in the context of
her pes sinplex encephalitis. Again a condition that
had about a 70 to 80 percent nortality rate.

So what | just want to enphasize is that it
may be okay to go ahead in both of these and |ay out
It is generally accepted as | ong as we recogni ze t hat
there will be some difficult questions to arise and
we have already dealt with sonme of those in regard to
the first generally accepted.

The second observation | would make is --
and this just picks up sonme of the earlier discussion
-- is that a | ot depends on how nuch we build in to

what is generally accepted and there is a kind of
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specification that has gone on in the first one that
has to do with prevention -- established effective
treatnment that is known to prevent serious harm such
as death and so forth, and yet a | ot of our

di scussi on focused on the nore general level. |
think it is inportant for us to be clear that it may
set out a general principle or standard and whet her
we can take it as sort of absolute or presunptive or
mere suggestion or guideline. A lot is goingto
depend on what we build into it and I think a fair
ampunt is built into the first one as a matter of
fact.

DR. SHAPI RO Okay. Thank you.

Let nme nake a suggestion, Alex, because we
are junping around a bit but there are certain issues
| do want to get close to resolution and so we w |
cone back if tinme allows either later this norning or
tonorrow norning to sone of the other issues both in
Chapter 2 and Chapter 3 and Al ex's suggesti ons
regardi ng Chapter 1.

But | do want to nove our focus now to
anot her key recommendation and it really cones up
under Recommendation 2 in Chapter 4. That
recommendati on, as you know, deals with obligations,
post trial obligations, and it is inportant --
critically inportant, | think, to nmake sure that we

agree with Recommendation 2 or sone alternate
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recommendation. And I would just |like to open the
floor now for discussion regardi ng Recomendation 2
on page 10 in Chapter 4 that deals with post-tri al
obl i gations and so on.

Eric?

DR. CASSELL: This is one of those areas
where | amtroubled by it. | really am because of
several things. First of all, it does not say that
we have to provide adequate food, which as |
I ndi cated before m ght nmake a bigger difference in
that intervention. It does not say ongoi ng treatnent
of something like HV to go two nonths or three
nont hs and then stop. It is just as bad as stopping
after a one nonth trial.

It seens to specify -- it seens to ne to be
hol di ng people to do sonething where it would be
| ovely but we do not -- why are they doing this? |
mean, aside fromthe fact that it would be nice. And
-- because the mnute you specify limts to the doing
then you have to justify, well, if those |limts are
there, why would they do it in the first place. O
those limts and why not these limts. So that it
does not seemto ne to be addressing an issue of
having to do with the ethics of clinical trials as
much as it has to do with what we think we m ght owe
a deprived popul ation and that is another question

entirely or what we think the industrial m ght of the
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United States should do rather than what it is doing.
DR. SHAPIRO. O her comments, questions?

St eve?

MR. HOLTZMAN: | am not sure how | fee
about this recommendation. | knowit is a good
aspiration but what | feel | do knowis that the

justification given for it in terns of the Daniels'

| i ke argunent and justice is reciprocity and saying
that it comes fromthe fact that whence in the trial
you have established a new status quo from which it
may not be dimnished, | find that |ine of argunent
whol I y unconvincing and that if | were to nove
forward and we were going to go ahead with these
recommendations | would want to ground it in a
different |ine of argunments, which is notioned
towards here in ternms of the special relationship
that is established between the nedical comunity and
subj ects of research, which inposes an obligation in
order to keep intact the neaning of that
relationship.

DR SHAPIRGC Bill?

MR. OLDAKER: Like Steve, | ama little
troubled by the justification. |t seens to ne that
as a noral principle if we were saying universally
that this had to be done in Watts or in poor parts of
the United States, | would probably be enpathetic

wthit. | nmean but if we are dealing with it as
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sonething that we are going to do in another country
j ust because we are doing research there, it -- to nme
the ethical principle is not any different than
dealing with an i npoveri shed group here that would
not have the follow up health care. | do not know
that -- | have not thought enough about it to think
about whether it should be kind of a universal
principle and that we should be tal king about it.

The second thing in the recommendati on
Itself, | am always troubl ed by kind of open ended
t hi ngs, such as relevant parties and if you are going
to negotiate this, and how you really figure it out,
but | guess | amtroubled by the underlying concept.

PROFESSOR CHARO. Hand up

DR. SHAPIRGC Alta?

PROFESSOR CHARG: | was confortable with the
original justification but | certainly share Steve's
instinct that there is a second line of justification
having to do with the special relationship between
research subjects and the investigators, and woul d be
happy to see that presented as well as an explanation
for why sone of us reach the conclusion that is
represented in Recomendation 2, which | strongly
support.

| amless -- | amnot troubled as Bil
A daker is by the open ended nature of it because

t hat open ended nature was a result of conprom se
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since it used to have nmuch nore specific | anguage
t hat got people unconfortable and so the
recommendation was rewitten to | oosen it up and
allow for a process of negotiation anong whoever
seened to be an appropriate party leaving it to the
| RB and the investigator to discuss this when the
research protocol was first being presented. And
It seenmed to ne |ike the only conprom se we could
have rather than if we were not willing to |lay down
very rigid rules.

DR. SHAPI RO. Any ot her coments?

Yes, Laurie?

M5. FLYNN: | just want to offer kind of a
two part thought. Like nost of us here | think I
kind of |ike the feeling of this that, in fact, we
woul d want to be able to offer this. But | have sone
concerns that particularly in sone of the situations
I n devel oping countries that we are famliar with
that there is the great potential for further
confusion around the therapeutic m sconception that
we have tried so hard to articulate and that there is
sonme potential for this to be coercive and
potentially exploitative depending upon the way in
which this is presented.

So while | understand where we want to go
and why we want to go there | do not think we have

given sufficient justification to get there.
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DR. SHAPIRG  Eric?

DR. CASSELL: Also even though Ruth does not
| i ke exanples, ny friends and hers, Stephen Toul m n
and Johnson otherw se, here is an exanple -- here is
an i nstance where an exanple would be very helpful to
me. VWhat drug are you tal king about? What disease
are you tal king about? How |long would you give it?
What popul ation are you tal king about? Are you
tal king about only the clinical trial nenbers or
their famlies as well? After all, if the brother is
getting it, why not the other brothers? And so forth
and so on especially in a comunity where one person
participates. |In point of fact that is the community
participating. It is different than it is here. And
then we get into these issues and | would like to
hear an exanple of it.

DR. SHAPI RO  Steve?

MR. HOLTZMAN: Well, actually, Eric,
t hought there was a | ot of |anguage in this chapter
that actually went exactly to all of that and the run
up to the recommendati on was sayi ng you have got a
| ot of very conplex situations. Sonme would say what
Is the rel evant population? Is it everyone? 1Is it
the famly? Wat about the control s?

DR. CASSELL: (Not at m crophone.)

MR. HOLTZMAN: So | thought -- but anyway,

but | think maybe you could | ook for exanples that
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exenplify the different cases.

What struck ne is that we do tal k about
wanting prior agreenents, or whatever is the
term nol ogy that we would use, with representatives
of the relevant country. And | wonder why here we
are stipulating sone specifics as opposed to just
|l eaving it to that process.

DR. SHAPIRO. Let ne make a comment on the
recommendation itself and see if it mght be of any
help in at |east thinking of sone people.

Wth respect to the underlying rationale, it
Is my owmn view, as Eric and Ruth know, that the
primary goods argunent and so on really does not
provide a solid basis for this nor does, in ny view,
justice as reciprocity because reciprocity can be
expressed in many different ways. There is no
particular reason it needs to be expressed in this
way. It is only one of nmany possible ways.

But the recommendation as it is phrased has
two sentences. The first one says they have to
provi de sonething but the second one says at sone
unknown price and sonme unknown period of tinme. It
seens to ne that you are then left with a
recommendation that is not operable because it is not
cl ear what anyone is supposed to do or expect because
It could be zero price, high price, low price, short

tinme, long tine and so on.
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It may be that you cannot get around the
fact that these things need to be negotiated, as
soneone said a nonent ago, in prior agreenents.

One way to read Recommendation 2 woul d be
say sponsors should continue to provide at terns to
be negoti ated, et cetera, et cetera, the research.
That would just sinply -- that is a nmuch sinpler, not
necessarily adequate, not -- | amnot trying to
pronote this recommendati on, just |ooking at another
alternative.

It would just say that this is sonething
that really deserves sone consideration and that
ought to be part of sone prior agreenent or sone
ot her | anguage |ike that and then you | eave that to
t he people involved in a case by case basis to decide
what is appropriate.

Bette?

M5. KRAMER: Picking up on the | anguage you
j ust suggested, what about the possibility of saying
whet her or not it should be continued -- a sponsor
shoul d continue to provide the research product. It
should be a matter of prior agreenent or discussion

prior to the initiation of the research.

DR. SHAPIRO. Well, | do not think that is
different in spirit fromwhat | said. | have no view
on the | anguage. | have not thought about it

carefully but | think that is -- | amnot quite sure
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what | am suggesting but, | nmean, that -- | amj ust
trying to nove the conversation along but that is
very consistent with what | just said.

Yes?

PROFESSOR CAPRON: Steve earlier pointed to
a rationale which we have di scussed at previous
meetings, which is the fiduciary nature of the
physi ci an-patient relationship which carries over
I nto nedi cal researchers' relationship with their
subjects. And the difficulty here, it seens to ne,

I s whether we are establishing unreasonabl e
expectations there which we do not expect are
universal, that is to say they would not apply in
this country.

And | amalways -- and | think it is good
when our | ooking at things abroad makes us | ook back
at our practices here. There may be reasons why the
rules would differ but presunptively they ought to be
t he sane.

| do not think we have to worry about the
researchers and we do talk in Recommendation 2 about
sponsors rather than researchers. That is to say it
I's not a personal obligation of the researcher,
al though it arises out of their personal
relationship. It is sonething that would be part of
their agreenment wth their own research sponsor as to

what the sponsor is going to provide.
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But part of the difficulty I have with that
Is that an exanple which we nentioned in passing in
the text leading up to this is the situation in which
the intervention is not useful but the existing
established treatnment is useful and that is what the
controls have been getting but maybe the controls
woul d not have been getting it and do not have access
toit or all of themdo not from an ordi nary nedi cal
system And this would certainly be relevant if we
were tal king about trials in the United States as
well if you have patients who are recruited, sone of
whom do not have insurance and so forth but they are
in the trial and they are getting the effective
I nterventi on.

It is equally a breach of their fiduciary
relationship to abandon, as it were then, just as it
Is not to turn around at that point, and to turn to
t he subjects who are getting the -- as it turned out
-- an effective therapy -- research intervention and
give them now the established effective treatnent
that the controls were receiving.

So | think we -- | nean, | do not think we
can waltz around this. W can point out that those
are issues that have to be done and if we do that
then the solution that you and Bette just were coni ng
up with is all that we can say, which is sinply these

are the consi derations and people ought to have
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t hought about themin advance and negoti ated them

That is not what this says now and it seens
to me that we just ought to have a show of hands or
sonething. Do we believe that there is an obligation
recogni zing that sonetines it will not be possible to
fulfill 1t? | amnot sure what justification other
than inpossibility you would give there but if there
Is an obligation then it does not seemto ne that it
Is sonething -- if it is based on this fiduciary
relationship, it does not seemto ne it is sonething
t hat di sappears in a week or a nonth or whatever. |t
becones sonme notion of an ongoi ng obligation.

If that seens too inpossible, that is to say
there will be no circunstances in which a research
sponsor woul d want to take on that potentially
lifetinme obligation, then we ought to just to take
t he weaker view and back away fromthis.

DR. SHAPIRO Trish wants to say a few words
I n a nonent.

Wth respect to the principle that gives
rise to this obligation, Alex and others referred to
the fiduciary relationship between the
physi ci an/investigator and the subject, and | think
that is an inportant issue, although I have to
confess that | am not sure just what the nature of
that relationship is everywhere. | just do not know.

| nmean, it is just a lack of know edge on ny part but



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

134

| could believe that it is an inportant fiduciary
relationship in many pl aces.

There is anot her argunent, which in fact |
may be the only one here who has found it sonewhat
convi nci ng, nanely that soneone is nmade better in the
trial to -- as sonmeone said to put it in an
exaggerated way -- to have them abandoned at the end
of the trial, represents in ny view sone kind of
exi stential | oss which cannot be anticipated in the
I nfornmed consent process, not easily anticipated,
since subjects do not know what it is to feel better
I n some sense.

And that is to ne at |east sonething worth
sonme serious consideration. However, | do favor at
the end of the day the weaker version of this
recommendati on for sone of the reasons Al ex pointed
out because it is difficult and conpl ex.

Second of all, | think that while we do not
want -- sponsors are not sinply pharmaceuti cal
conpani es where that is a nodel which | think is in
people's m nds as we have a lot of discussion. And
the U S. governnent is a major sponsor, probably the
maj or sponsor, and sone very interesting -- it is not
clear that depending on the results that even the
governnment or at |east sone agency of the governnent
has the capacity to deliver on this kind of thing

and, therefore, they would be unable to proceed at
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all.
It seens to ne that one has to think about
the incentives in a conplicated way here. And so for

t hose and ot her reasons that have been nentioned, |

do not want to repeat here, | do favor the weaker
version of this. | may not have the right |anguage
but I will not repeat it -- but |anguage that is

simlar to that really mght be as far as we can go
and then point out these various issues.

Trish, you are next.

PROFESSOR BACKLAR: Yes. | actually favor
t he weaker version but there are two things. One is
| think that you are noving in the right direction,
Har ol d, because | was thinking that one al so wants to
say about research subjects that one does not wish to
make them worse off than they were during the trial.

So you reach the -- they reach a certain
point and then if you -- if they get nothing they are
actual ly made worse off.

And we actually did discuss this to sone
extent while we were doi ng our capacity report and
the issue of people with nental disorders getting
certain kinds of nmedications during a trial and then
not being able to give it to them afterwards, and at
that tinme as -- if | remenber correctly, | actually
| ooked t hrough the capacity report because | had in

my mnd that we had said sonmewhere -- | know t hat
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Laurie pushed this quite hard -- that when people
were in trials we should nmake sure that they were
able to get the drugs afterwards.

But when | | ooked through the capacity
report recently I could not find that anywhere so
exactly what you are saying, Alex, holds. W were
not able to do it here. How can we do it el sewhere?
O should -- is this an opportunity for us to revisit
this problem because it is a real problenf

DR. SHAPIRO. My own viewis that -- the
fact that we do not do it here should cause us to
pause and think it through but not necessarily stop
because it may be after all sonething which we shoul d
be doing here and are not. It should certainly cause
us to pause.

| have a nunber of people who want to speak.
Larry, Steve and then Eric.

DR MIKE: In answer to Alex's question
do think we need to treat the trial participants
differently fromthe host country inhabitants and so
t he di scussion around 2 has to be linked with the
di scussion around 4. |If we say that all we need to
owe trial participants is a negotiated -- negotiation
bef orehand of whether they get anything or not,
rat her than a negotiation about what kinds of
benefits they would get, then the discussion about

the host country participants is usel ess because if
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we are not going to have any obligation except a

di scussion before the trial takes place about what we
-- what, if anything, is to be provided to the tri al
participants then nothing is owed. Not even a

di scussion to the -- what m ght be owed to the host
country's inhabitants.

So | think we have to keep in mnd 4 while
we di scuss 2.

DR SHAPIROC: Yes. | think 2 and 4 in ny
vi ew ought to be nore closely integrated on a nunber
of grounds, including what Larry has just said.
There is alot in 2 that is again repeated in 4 and
so on. W need to bring that together.

Steve?

MR. HOLTZMAN:. | would like to try to piece
apart two different strands in Recommendation 2. The
one that is, is sonmething owed, and | think that ties
very closely to 4. And specification of a process by
which it is determ ned what formthat which is owed
shoul d t ake.

That is distinct fromthe question -- a
different strand which says certain forns of
reconpense woul d be inappropriate and the justice as
reciprocity in the Daniels' argunment, which | do not
accept, | think is trying to drive at that. That is
saying that only certain exchanges woul d be

appropri ate exchanges.
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| actually agree that that is true but that
Is where | want to ground it in the relationship of
the researcher or the nedical doctor to the subjects
and what they are doing and how certain forns of
reconpense woul d erode that. It would change the
meani ng of the enterprise.

So, for exanple, if we were tal king here
about consensual sex, we would say that it is okay
and people can negotiate it. However, there are
certain things we m ght say are beyond the pal e such
as noney in exchange for the sex. Wy? Not because
It could not be -- it could be reciprocity there but
we think that the nature of that reciprocity erodes
what we hold to be as a value in the act.

And | think that goes to your points,
Har ol d, al so about the existential charge of the
relationship.

And | think we are saying sonething
stronger, wherever we are going to ground it, that
says we think certain forns of exchange woul d be
| nappropriate and exploitative.

DR. SHAPI RO. Thank you.

Eric?

DR. CASSELL: You know, grounding it in the
fiduciary relationship of physician and patient, |
spent a lifetime in that rel ationship, and the one

thing about it is you have to be very careful that
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you are not Thidw ck, the big hearted noose. | do
not know -- Dr. Seuss fans aside, Thidw ck all ows
birds to keep nesting up in his horns you see until
finally he can hardly nove because there are so many
birds nesting in his horns.

Physicians learn very early on that that
rel ati onship has got to have boundaries. You are not
a famly nenber. You give what you can do. You are
not expected to give beyond what is practical for
you. You are expected on the other hand to be honest
and, you know, constant and so forth within the
limts of ability. So that is on the one hand.

The other hand is generally speaki ng when we
tal k about the relationship of researchers to
subjects, it is not the sanme relationship. W would
nostly like to see the relationship of the researcher
to knowl edge be the stronger of the two
relationships. That is one of the things that cones

up in conflicts in lots of clinical research.

So to nove it over and call it the fiduciary
relationship of a doctor -- the caring doctor and the
patient is, | think, not grounded in the way things

actual ly take pl ace.
DR. SHAPIRO.  Trish?
PROFESSOR BACKLAR: And |l eads to the
t herapeutic m sconception we are so desperate to keep

apart fromresearch.
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DR. SHAPIRO. | think | amgoing to go to
Alex and Bill and then we are going to have to stop,
and Jim All right. Anyone else now because you get
on the list now or you speak after lunch? So it is
Alex, Bill and Jim

Okay. Let ne just say one thing about this
t herapeutic -- there is no getting around the issue
that if you have post trial benefits for whatever
reasons you have, it feeds into that, | think,
especially if it is nedical care or sonething close
to it as opposed to sone other benefit. But let's
go. Al ex?

PROFESSOR CAPRON:  Yes. | want to disagree
with that proposition and | thought Ruth articul ated
It well as | understood it before. There is a
di fference between i nducenents, which we may believe
are under the circunstances so great that a person
gets to the point where they cannot say no because
they are just so desperate for all the ancillary
t hi ngs, which could include post trial treatnments as
wel | as nuggets of gold after. | nean, all sorts of
t hi ngs could be such inducenments. That is different
than the therapeutic m sconception.

DR. SHAPI RO  Ri ght.

PROFESSOR CAPRON:  And | do not think that
suggesting that you could have circunstances in which

the relationship of a researcher providing a research
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I ntervention to a subject which manifestly in a way
that they both understand has nade the subject's
condition better is -- will seemto be conparable to
a physician. Not because there was a therapeutic

m sconception going in but because com ng out it has
proven that this seens to have nade a beneficial --
now it may be false.

It may turn out that you | ook statistically
and the person is doing no better than the person
getting the control but that there is that
understanding. You are calling it existential, M.
Chai rman, and there is that understandi ng.

| like that to that fiduciary relationship
In the sense that at that point it would be an
exercise of the obligation of nonmal eficence not to
w thdraw that treatnent fromthat person who is
dependent upon it.

Now it is perfectly true, Eric, that we can
say that the -- that there are reasons for treating
the researcher-subject relationship very differently
t han the physician-patient relationship and that that
relationship is tinme limted and it has to do with
the research intervention and it ends when the
research ends. | nean, it is possible to give that
descri ption.

| am sinply saying that in -- as experienced

-- maybe existential is the right word -- as
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experienced by people that line -- that sharp
di stinction between those two rel ationships, | think,
will not wash and there will be circunstances in

whi ch either the controls who did well on the
standard intervention or the subjects who got the
active research intervention who did well wll feel,
and ot her people observing it would justifiably feel
that there has been an exercise of nal eficence there
In withdrawing it.

| think we have to address that and we have
two choices. W can either say that is wong and a
strong obligation exists or we should say, as Bette
and Harol d were saying, we should say that this is a
serious issue which needs to be thought through in
advance, negotiated by the relevant parties and
spel | ed out.

And, in effect, that would flip points 2 --
Recommendation 2 and 1 on page 10 because we woul d
say first it needs to be negotiated and secondly you
need to be clear to people about what the result of
t hat negotiation is.

| just think at sonme point we should bring
the conclusion to -- and give instruction to the
staff by having a straw poll as to whether the
negoti ation or the strong ethical conclusion is the
one that we favor.

DR. SHAPIRO. Ckay. W will do that in a
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few nmoments. Bill?

MR. OLDAKER: | wll agree with that, too,
but ny -- and | agree that we should use a word |ike
"negotiated" if we are going to do this. M fear is
I f we use "relevant parties" we will have created
also a nullity because people wll create whichever
rel evant parties they want.

| think that it -- and it also goes back
into 4. | do not know if the right entity to be
negotiated with is the Mnistry of Health or soneone
else but if it is we should be trying to be sonmewhat
nore specific because it is -- | think "rel evant
parties" is just too anmbiguous of a termto figure
out who the sponsor is going to negotiate with, and
we should be a little bit nore specific.

PROFESSOR CHARO. Hand up

DR. SHAPI RO. Just a second, Alta.

Jim you are next.

PROFESSOR CHI LDRESS: | think we have
materials in the text and in the Iines of argunent
that Steve and Al ex and ot hers have suggested to
devel op a kind of relationship nodel w thout falling
into sone of the pitfalls that Eric worries about in
which we are really tal king about a relationship in
whi ch we have a kind of partnership, reciprocity,
fiduciary concerns and so forth and that woul d

certainly clear the matters that we have al ready
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t al ked about of not exploiting people and not naking
t hem worse of f, of having sone obligations that

conti nue by virtue of what was established in that
relationship.

| think that we have those threads in our
di scussion today and in the text and | think those
t hreads got | ost sonewhat because in -- this is a
version of a point that Steve was making earlier,
too, the Daniels' discussion may mslead us. It is
really brought in to indicate why in a justice is
reci procity node we should be focusing on health
benefits rather than other kinds of benefits.

The problemis that obviously food and other
things could contribute to health benefits if that is
the direction we are going. So really it is not so
much that kind of outcone oriented concern but rather
the nature of the relationship and that process of
I nteracti on.

So | think we could go in that direction and
capture nost of the concerns and thenes that have
been raised this norning. If we do that then I think
we really are making the first step relative to the
participants in the research and we still have the
further problens to address with the other
reconmendat i ons.

DR. SHAPIRO Alta?

PROFESSOR CHARO  Since a chal l enge has been
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| aid down that we distinguish -- that we vote
essentially on whether we think of this as an ethical
obligation or sonething that is sinply a matter of
negotiation, I would like to remnd us or urge us to
keep this in sone context.

If we were tal king about research trials in
France, | think negotiation m ght be the perfectly
sensi ble way to go for a lot of these things. But
when we are tal king about research in totally
| npoveri shed countries where three or four percent of
the GW is spent on health at best, two percent is
already going to AIDS -- you know, care for people
who are HIV positive according to the |atest stuff
out of the AIDS conference in Durbin, | think we have
got to keep in mnd that the negotiating partners are
not in equally powerful positions.

That no matter how the Mnistry of Health in
one of the inpoverished countries -- of the country's
own self interest, it is not in a position to pushin
a negotiation the way a country in Northern Europe
m ght be.

| mean, if you |l ook at the pharmaceuti cal
pricing schenmes, one of the reasons why
phar maceuti cal prices are lower in the European Union
I S because Union countries have a negotiating ability
to insist on that. And you do not find that when you

are tal king about the Southern African countries.
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And the sanme thing is going to happen with regard to

every aspect of a trial, instruction, and the details
of what wll be nmade avail abl e afterwards, and the
infrastructure that will be |eft behi nd.

And so for that reason because | do not
think we actually have a level playing field that is
background justification for going to a contractual
nodel in which all parties negotiate and then shake
hands, | think that there is a strong argunent for
| ayi ng down sone basic conditions that strain the
paranmeters of that negotiation.

Let's say that there are certain things that
we are sinply going to say have to be done if they
are at all feasible because we cannot trust all
parties to be able to effectively represent their own
| nt er ests.

DR. SHAPIRO. Before we see how we feel on
this, I do want to say that it is -- the choice is
not between ethical approaches and negotiation by
assunpti on and nonet hi cal approach, that is sinply
not the choice that is in front of us.

Et hics deals with taking the interest of
others into consideration and negoti ati on may or may
not be the best way to do that. That is another
matter.

But | do not think we should view ourselves

as either taking an ethical or nonethical approach on
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this subject.

PROFESSOR CHARO  That is not ny -- Harold,
| amsorry but that was not ny inplication but to the
extent that what is being discussed is a nove towards
saying that everything should be a matter for
negoti ati on rather than saying that there are sone
limts, that they feel that the position can be no
worse than this. Right? That is what | amgetting
at. But | think we should put sone constraints on
t hat negoti ati on.

DR. SHAPIRO. Al right.

PROFESSOR CHARO. | f the negotiating
partners are not equally well positioned to represent
their own interests.

DR. SHAPIRO. Okay. W are going to break
I n 30 seconds for lunch. W do have public comments
at 1:00 and, therefore, we should try to be back here
as close to 1:00 as possible.

Let's take a show of hands right now as Al ex
has suggested --

PROFESSOR CAPRON:  As | think about it, are
there then three choices? There is -- that it is as
strong ethical obligation, that there is an ethical
presunption within which negotiations should take
place. And, third, that it is a matter for
negoti ation that deserves prior attention and then --

but wi thout stating in the recomendati on any et hi cal
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presunption as to what is the right outcone.

DR. SHAPIRO. It seens to ne that the --
just since we are just trying to clarify how we
think at the nonent -- that -- you know, | take the
recommendation as it stands.

It really is in sonme -- in ny view the weak
version because it says prices and tinme are unknown
and, therefore, it is a negotiation although it does
not quite say it that way. That is what it actually
says. At least that is the way -- | should not say
that. That is the way | interpret it. And | think
what we -- let ne just pose it this way and we nay
have to refine this as we get to talk about this
further.

| had nade one recommendati on, nanely that
we | ook at Recommendation 2, which we will have to
I ntegrate with Recommendation 4 |later on. W have to
get to that. Sponsors should continue to provide at
terns to be negotiated, et cetera, down to the end of
that first sentence. That is what we have cone to
i dentify as the weak version of this and I do not
mnd if we call it that.

So why don't we just have a show of hands of
t hose who would Iike that kind of a recomrendation as
opposed to the exact | anguage versus sonet hi ng that
Is significantly stronger |anguage to be devel oped?

So let's -- those who would favor -- let's put it
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this way: Those who woul d favor somnet hing
significantly stronger than that?

(A show of hands.)

PROFESSOR CHARO. Hand up.

DR. SHAPI RO Hands up. One, two, three.

PROFESSOR BACKLAR: Stronger than just --

DR. SHAPIRO. That is right. Right. Okay.
O hers?

DR. MIKE: Let ne ask a clarification.
Both of these, the strong or the weak, is -- thereis
t he assunption that sonething is owed to the trial
participants, right?

DR. SHAPI RO. Correct.

DR. MIKE  Ckay.

DR. SHAPIRO. Correct. And what is exactly
owed is to be negotiated. Exactly.

PROFESSOR BACKLAR:  Through prior agreenent.

PROFESSOR CAPRON: To say that the strong
one -- to ne the strong one also has to then lead to
negotiation. It is whether you start off with a
strong presunption that that would be the right thing
to do.

DR. SHAPI RO What would be the right thing
to do?

PROFESSOR CAPRON:  No, to provide --

(Si mul t aneous di scussi on.)

PROFESSOR CAPRON: To provide those things
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whi ch during the trial have proven to advance the

health of the participants in the trial, that there

IS some --
DR. SHAPI RO. Free of charge indefinitely.
PROFESSOR CAPRON: There is sone ongoing --
and that the -- | nmean, | do not think it is

| npossi ble to say the exact terns of those are
subject to the constraints of the ability of the
sponsor to provide that.

As you say, sone sponsors may not be able --
but there 1is different -- to nme, that | though --
the real contrast with what | thought you agreed with
Bette that there was a different way of going about
this, which basically says the inportant thing is to
negoti ate these points out in advance.

DR. SHAPIRO. Correct, | agree with that.

PROFESSOR CAPRON: But that does not start
off wwth a presunption that you ought to be providing
it.

| nmean, that seens to ne a legitimte
position that is an alternative. |If we are all
saying, no, there is a presunption and it is just a
matter of negotiation then we are very cl ose to what
was already here. It is just a matter of noving --

DR. SHAPIRO. My own viewis that we -- the
reason we cannot vote on that is there is really no

di stinction here because if one does not specify
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time, anount and a whol e bunch of other things there
I's no obligation here.

PROFESSOR CAPRON: But we -- Harold, at
other points | think we get to a point as we were
just tal king about the |ast set of recommendati ons,
we try to set out criteria which sonmeone will use in
j udgi ng whet her or not the outcome of a process is
accept abl e.

But we -- so we -- you could -- we provide
an ethical stance fromwhich you could |ook at a
situation and say they nmet their ethical obligations
or they did not. That still recognizes that it is
subj ect to negotiation, judgnent and individual
determ nati on.

There is a different view which is that this
Is just a matter that ought to be thought about and
negot i at ed.

DR. SHAPIRO. Ckay. | do not -- okay. | do
not understand it but okay.

DR. MIKE: What | am understanding us to
vote on, let nme just junp to 4 and it nekes it
cl earer.

In 41 would say that we have an obligation
to trial participants and the negotiation is over
whet her -- what the price is and howlong the tine is
but there is an obligation to provide sonething.

VWhereas in the host country's inhabitants
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the only obligation is to have a negotiation whet her
anything is going to be done about it. And | think

that is a positive point in the sense that it raises
the issue explicitly whether or not they actually do
sonet hi ng about it.

So in the Recommendation 2 the distinction
to me i s about whether they are going to negotiate
about sone kind of benefit to be determ ned or
whet her they are going to negoti ate about whet her
there is or not a benefit.

DR. SHAPI RO  Steve?

MR. HOLTZMAN: | think right fromthe
begi nning of this report we articulate as a
fundanental principle that one ought not be
conducting a trial in a population unless there is
reason to believe that if successful the benefit wll
accrue to that popul ation.

DR. SHAPIRO Right.

PROFESSOR BACKLAR: Ri ght.

MR. HOLTZMAN: So | think what we are trying
to do here is state the presunption -- to start to
flush that out. GCkay. |If it is successful what does
It mean for that presunption to be fulfilled?

So, therefore, | think we can state it in
terms of there should be a negotiation but there is
presunption that if successful it wll be nade

available in sonme reasonable tinme franme in sone
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rel evant way and that people need to try to figure
out how to do that.

So, therefore, | think that is alittle nore
-- | understand your |ogical point, Harold. You are
saying, well, it is just negotiating -- if you have
not specified any paraneters it is all in
negoti ati on.

DR. SHAPIRO Right.

MR. HOLTZMAN: But | think one can say --
but you are saying it needs to be negotiated as
opposed to just saying it is irrelevant and | think
that is the presunption we are trying to establish.

DR SHAPIROC Well, let's try to actually
devel op sone actual | anguage here rather than try to
-- we all have a different kind of sense of what the
| anguage is so let's actually try to devel op sone
| anguage and we will see how we feel about it.

MR. HOLTZMAN: | also think that is what --
that again ties back to why certain forns of
reconpense are not appropriate because the
precondition that it has to be fulfilled is that the
stuff wll be nade avail able, that is why you are
testing it in this popul ation.

DR. SHAPIRO. Okay. W are going to have to
break now and let's try to reassenble at 1:00.

(Wher eupon, at 12:40, a lunch break was

t aken.) e



