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PROCEEDI NGS
OPENI NG REMARKS
HAROLD T. SHAPI RO, Ph.D.
DR. SHAPI RO. Col | eagues, | would like to

get started.
First of all, | want to thank Marjorie and a
nunber of early birds who showed up for the video.

Sonmeone suggested if we started all our second day

neetings with a video we would start pronptly. | do
not -- probably we are not going to test that
proposition but, in any case, thank you all for being
her e.

Let ne say a few words about where | --

PROFESSOR CAPRON: Coul d we al so thank Robyn
and her daughters and her husband?

DR. SHAPI RO. Very appropriate. Yes, for
the wonderful tinme |ast evening. Thank you very much
for mentioning that, Alex. Thank you. | hope you
wi Il convey to Robyn our appreciation. Thank you
very nmuch for nmentioning it.

DR. MESLIN:. Sure will.

DR. SHAPIRO. Let ne tell you where | think
we are now on the International Report since we only
have an hour-and-a-half left. W are going to get
everything done in an hour-and-a-half.

My proposal is as follows: W are going to



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

go through as prom sed sone alternative
recommendati ons com ng from Chapter 4. Recall we
wer e di scussing about what the alternative
recommendati ons we m ght nmake regardi ng what is owed
to participants subsequent to a trial. You all have
in front of you a docunent that | ooks -- which has
t hese refornul ated recommendations in front of them

Wth respect to Chapter 4 Recommendati on 2
there are four alternatives, which are just for
pur poses of our discussion to see where we really
want to cone out on this. That will be -- we wll
turn to that in a nonent. And then there are sone
recommendati ons which we are struggling with on 7
from Chapter 2, Recommendation 7 or 7 and 8 dependi ng
on how we end up nunbering these, where Ruth and
Al i ce have sone suggesti ons here based on their own
conversations yesterday.

In a few nonents | amgoing to turn to Ruth
So we can go -- she wll explain that and we can go
t hrough and nmake our -- at |least sone initial
deci sions on those issues.

W will then turn to Chapter 5 and get at
| east an initial set of coments with respect to
Chapter 5, the current draft of Chapter 5, from
conm ssi oners.

Hopefully, we wll then have sone tine |eft

to at |least get sone initial reactions also to the
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material that Alex left with us yesterday. | hope
many peopl e have had a chance to read that in the
interimand | will certainly ask Alex to speak about
that. That is alternative material to material we
al ready have in Chapter 1.

But et ne say before we turn to | ook at
t hese recommendati ons, Chapter 5 and so on and so
forth, let me say a word about where I think we are
on the broad nature of this report.

| have just spoken to Ruth just a few
nmonents ago this norning. | would |like nmyself a
chance to -- as | said to Ruth -- rethink in sone
gl obal way just the whole structure of the report and
Its nature and what it is that we say. So | am goi ng
to take a stab at redrafting this report over the
next nonth or so dealing with sone i ssues which |
have not fully -- there are sone issues here which |
have not fully thought out yet. There are sone
I ssues which | think are purely pedagogi cal issues as
| explained to Ruth a few nonents ago.

To take an exanple of a sinple exanple, and
| keep forgetting what is in what chapter but there
Is a -- on Chapter 3 there is a very long, and |
t hi nk very useful description of clinical trials,
alternative clinical trials, and | actually think it
Is extrenmely useful material. | amnot sure,

however, it belongs in the text as opposed to an
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appendix with the text really focusing on why it is
It is inportant to understand these things and
sendi ng people to an appendi x. That is a purely
pedagogi cal organi zational issue.

But there are a series of issues |ike that
which I think want to think through a little nore
carefully than | have had a chance to really think
through so far with respect to again what it is that
I's owed, the recommendati ons we are going to talk
about here in a nonent.

Speaki ng now only for nyself, | want to
t hi nk t hrough nore deeply than | have what the real
basis of that obligationis. | think |I have a clear
idea in my mnd and | want to at |east get a chance
to put that nore carefully before the comm ssion
before we nove ahead, et cetera. | amnot going to
go through a long list of these things. There are
not probably a very long list but they are nontrivial
| ssues.

And so | amgoing to -- | want the
opportunity if the conm ssion agrees to take a stab
at that. That neans that we will probably delay --
not probably, definitely will delay the public
coment period because | do not think that | am going
to be able to get through that in less than a nonth
and then provide a new chapter -- not a new chapter,

a new draft perhaps or a new sonewhat altered in sone
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way -- | do not want to predict right now -- for the
conmmi ssion to think about.

There are other kinds of issues, which | am
not going to take tinme this norning because | really
want us to focus on the recommendati ons which are
still alittle unresolved in ny owmn m nd and as |
said to Ruth this norning I do not want to just cone
up with this on an ad hoc basis and al ways sendi ng

back soneone else to wite them out and take care of

t hem

| think that is not a stable process so that
| am going to take a shot at incorporating all -- in
nmy thinking of course -- all the coments and

suggestions that have cone up from various nenbers of
the conmm ssion, especially a lot of the material that
has conme over e-mail, which has been very hel pful at
| east to ny own thinking.

So | wanted to just nention that and tell
you -- | now see that our schedule is going to
probably nove back about 30 days, sonething of that
nature, sonething close to that, but at least | -- if
the commssionis willing to tolerate that, | think
that at | east speaking for nyself | would just feel
nore confortable with the nature of the argunents
that we are putting forward.

Now whet her -- the irony of all this is |

m ght do all that deep and wonderful thinking and
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change absol utely nothing regarding the
recommendations. That is a clear possibility. As a
matter of fact, it is a high probability but at

| east, speaking for nyself, | want to have a chance
to think through the argunents nore carefully than
perhaps | have and | may be the only one here in that
position but | think that ought to be done.

So that is how we are going to proceed but
that is not sonething we need to have a | ot of
di scussion on this norning.

| want to turn directly to the
recormendations. |f any of you have any concerns
about that change in the schedule, let's take it up
at the break and so on. | do not want to take our
valuable time this norning. There is flexibility in
all that.

So let's turn now to the material you have
in front of us, Chapter 4, Recommendation 2.

Ruth, would you |like to just describe these
various options here and then we can open it up for
di scussi on?

ETHI CAL | SSUES | N | NTERNATI ONAL RESEARCH
DI SCUSSI ON OF DRAFT REPORT
DR. MACKLIN: Yes. There are now four

options. This is apropos yesterday's discussion.
There was sone uncertainty both about the wording and

t he subst ance.
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The current version is listed as option A
and that is what currently appears as Recommendati on
2 in Chapter 4. The other three are variations and
we intentionally refrained fromusing the adjectives
"strong and weak" because yesterday when we were
di scussing these there was -- those words were used
but it is not entirely clear that they are useful in
t hi s di scussion.

So let's just look at them (A is as it
stands. The one we heard yesterday.

(B) is substantially changed. "After the
trial is concluded sponsors should continue to
provi de the research, product or other effective
treat ment provided during the research to the
participating subjects for as long as they need it
and if they would not otherw se have access to an
established effective treatnent. The product shoul d
be provided free of charge or at an affordabl e cost
to be negotiated by the relevant parties.™

Now you see what this says, it actually -- |
will use the word "strong." | nean it strongly here
requires providing the effective treatnent to the
subject for as long as they need it so that that is
not up for negotiation. Wat is up for negotiation
Is whether it is free of charge or at an affordable
price and the price itself would be negoti at ed.

So that takes away sone of what was in
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version A, sone of which is to be negotiated. Here
It says clearly what they should get.

Version C begins with the presunption, as it
says, "a presunption exists that after the trial is
concl uded sponsors should continue to provide the
research product or other effective treatnent
provi ded during the research to the participating
subjects if they would not otherw se have access to
an established effective treatnent."”

The second sentence, "The length of tine and
the costs are to be negotiated anong the rel evant
parties."

Now t he difference between A and Cis that A
begi ns by saying "Sponsors should continue to provide
It," and then |l eaves things up to the negotiation
where (C) sinply states a presunption. |t does not
state it in the formof a shoul d.

And then finally (D) is the version in which
everything is negotiated. "Sponsors should negotiate
wth health authorities in the host country whet her
any products provided during the research wll
continue to be made avail able to participating
subj ects who still need them after the trial is
concl uded and, if so, the costs and duration of those
products."

All four versions are addressing the

question of people who were participants, who needed
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a treatnent during or sonething during the trial, got
either the effective treatnent or perhaps -- | nean,
the experinmental treatnment that was successful or
perhaps in the control arm an established effective
treatnment, and they still need it after the trial.

DR. SHAPIRO. Alta, are you with us?

PROFESSOR CHARO  Yes, | am

DR. SHAPI RC: Thank you very nuch. Good
nor ni ng.

PROFESSOR CHARO. Good nor ni ng.

DR. SHAPIRO. Alex, is this a clarifying
question?

PROFESSOR CAPRON:  Yes.

DR. SHAPI RO Yes.

PROFESSOR CAPRON: | want to nmake sure that
| understand the revision has anot her change which |
think I like and you say the research project --
product or other effective treatnent. That is to be
responsive to the situation in which it was found
that the experinental intervention was not useful but
the established was. |s that correct?

DR. MACKLIN: Yes. And, in fact -- well,
either. It could be either. 1In other words, it
could be --

PROFESSOR CAPRON:  Yes, okay.

DR. MACKLIN: -- it could be that the

established effective treatnent turned out not to be



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

12

effective or too harnful but there was a control arm
that had an established effective treatnent or it
could be that the product -- the experinental product
I s successful but afterwards for whatever reason that
may not be avail able but sonme effective treatnent

woul d be available. That is the change, you are

right.

PROFESSOR CAPRON:  And just also to -- that
change could be made in version A | suppose, as
well, or was that intended only to be nade in the
ot hers?

DR. MACKLIN: The intention was just to have
one that stands as the current version.

PROFESSOR CAPRON: | see. Ckay.

DR. MACKLIN: It could be made. | nean,
that could be an anendnent to A, you know, but this
was just to say what it currently says because that
I s what we debated yesterday and then these
al ternatives.

PROFESSOR CAPRON: Coul d | ask one ot her
question? In light of Larry's concern about the
rel ati onshi p between Recommendati on 2 and
Recommendati on 4, would we have a chance to discuss
the possibility that even in the strong version B,

t he phrase would be "as long as they need it until it
beconmes -- until such tinme as it becones a |icensed

product that is available for treatnent” or sone
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such. | mean, there is a difference between forever
and, as Larry said, there was sone discussion in 4,
Recommendati on 4, about what happens to the rest of
the people in the country. O is that a -- is
that inconpatible with --

DR. MACKLIN:. Well, | nean that essentially
weakens B because this says if they woul d not
ot herwi se have access to it. Now it could be a
| i censed product but they nmay not have access to it
because although it is a |icensed product they just
sinply cannot afford it. So it is a different -- it
woul d make a different point.

DR. SHAPI RO Let ne suggest sonething here.
Just a way of proceeding in our discussion.

PROFESSOR CAPRON: | also wanted to say
thank you. | think it was very hel pful to have these
al ternatives.

DR. SHAPIRO. | want to focus, if it is all
right with the conm ssioners, on item B here.
Al t hough we are trying to avoid strong and weak, good
and bad, and those kinds of phrases, it is very hard
to do so. But B obviously is -- | nmean, to ne, is
the cl earest and strongest obligation if you want to
put it that way. It is a strong obligation.

And in sonme ways, to ne, it is the clearest
and nost satisfactory because as, | think, maybe Eric

poi nted out yesterday, if -- you do not have a
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stopping rule with B. Wereas otherw se you need a
stopping rule and it is hard to figure out what that
rule would be. If it is not the end of the trial is
not a good stopping rule then everything -- anything
else is pretty arbitrary as well.

And so | really want to see if -- if the
comm ssion is unconfortable with B or sone
appropriate version of B then, of course, we have to
nove to A, C or D and have that discussion. But it
seens to me that either saying we |like or feel
unconfortable with B, that is too nuch in sonme way,
woul d be hel pful to get -- either accept that or put
It aside and go on with the next recommendati on.

Larry?

M: As | said before, |I think we have an
obligation. There should be an obligation to the
trial participants but | amnot for -- and |I am
totally uncommtted for ever conmtnent.

DR. SHAPI RO Eric?

DR CASSELL: Well, | feel the sanme way. |
mean, on what basis should they have such an
obligation? That they were able to do a trial and
there is no end to it and it does not matter what it
costs. | just do not think that can happen. It just
cannot happen. And | do not think we ought to have
recommendations that really are not do-able.

DR. SHAPI RO Bette?
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M5. KRAMER: | had a clarifying question.
Wuld this include if it were a placebo armin a
study, would this include the people in the placebo
ar nf

DR. MACKLI N:  Yes.

M5. KRAMER: Ckay. Thank you.

DR. SHAPIRO. (Other comments or questions

wth respect to B? | do not understand why it is not
do-able. It may not be advisable but why is it not
do- abl e?

DR CASSELL: Well, | nmean, | suppose it is

a very expensive drug. Do-able in the sense of
anyt hi ng can be done, right? Enough m ght and enough
concern and enough real care, and you can do
anyt hi ng.

DR. SHAPI RO. Ckay. That is fine. |
under st and.

Rhet augh?

DR. DUMAS: | would argue that it is do-able
and it says to provide it either free or at an
affordable cost. So it need not necessarily be
sonething that is free forever. | like B and | would
support that one.

DR. SHAPIRO.  Steve, and then Larry, and
then Arturo.

MR. HOLTZMAN. There are many products which

one mght wish to test which in their nature do not
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take the formof a pill. They take the formof, for
exanpl e, an infusion product, which assunes an
I nfrastructure of a certain kind and type. For
exanple, refrigeration, electricity, clinics, et
cetera, et cetera.

The issue of a provision to a subject
popul ati on who are participants fromthe perspective
of a sponsor, say a pharmaceutical conpany, is not
the cost. If you are dealing with a few thousand
people, all right, being able to provide it in terns
of the cost of the drug for free or whatnot is not
your issue.

| am nore concerned about the do-ability of
this for all cases and the pragmatics of it. So
suppose the participant noves, for exanple. |Is there
an obligation to continue to follow thenf

So | aminclined nore to the presunption and
It being a strong presunption, all right, that
dealing with the individual case by case to see what
makes it possi bl e.

DR. SHAPI RO. Thank you.

Larry?

DR MIKE: | had the sane -- | was | ust
goi ng to make the sanme comment as Steve. It is --
especially if -- just |ook at the consequences of it.

You have an NIH and a CDC project going on in these

countries. How are you going to actually inplenment



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

17

this in any way? | just do not see it. Especially
now you have a tenpering phrase here, "at affordable
cost." | suppose that neans affordable cost to the
host country and the participants. | just do not see
any way in which you can do this.

DR. SHAPIRO. Arturo?

DR. BRITO | have a little bit of a
di sconfort with this because of several reasons. One
I's sonet hi ng we have tal ked about before, is about
the therapeutic m sconception or the idea of undue
I nducenents to get people to participate or what have
you, and it is really nore undue inducenent, the
t herapeutic m sconception here. The other is | fear
that this may deter people from doing sone research
in foreign countries.

| think that the obligation here is really -
- and | have kind of swung back this way. The
obligation here to the participants just to be honest
fromthe get go of what will and will not be
available. And | think as long as the participants
are not made worse off, okay, through a research
study, then the obligation is not necessarily to
continue to provide the treatnent.

DR. SHAPI RO. Rhet augh?

DR. DUVAS: It raises a question in nmy mnd,
t hough, of what the benefit is then to the host

country and to the people who are involved. |t seens
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to nme that if it is not feasible to carry forward
whatever it is that is being tested in the research
then it is not feasible to do it in that country.

MR. HOLTZMAN: Not necessarily. Right.
can think of the situation, for exanple, wth an
I nfusi on product which could be broadly available in
the urban centers of a country where there is
electricity but not in the rural areas and sone of
the participants in the trial nmay have conme from
rural comunities.

DR. DUMAS: So in a sense you would exploit
the rural dwellers in the interest of the nore urban
ones.

MR. HOLTZMAN: That is -- | amimagining a
situation in which there is a broad base in the trial
and | can inmagi ne people also who becone nobile and
nmove.

DR. DUMAS: Ckay. | think that this does
not say that if there are exigencies, | cannot say
that word too good, that cannot be overcone that they
could not be negotiated. | think a setting for the
principle and then if there are reasons they find
that nmake it inpossible then it is inpossible but |
do not think we should elimnate the principle.

DR. SHAPI RO Ji nf?

PROFESSOR CHI LDRESS: | think we seemto

have a | ot of agreenent actually just despite the
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unclarity about which recommendation to enphasi ze.
And | amtorn because | think that whether we use the
| anguage of ideal or strong obligation or prima facia
obligation or presunption that there seens to be a
consensus that we really want to state sonething here
that this is a direction that ought to be pursued

vi gor ousl y.

And yet the pragmatics that have been
enphasi zed, the questions of feasibility and so
forth, are certainly very strong and point in the
direction of sonme kind of negotiation. And | guess
t hat pushes ne nore sort of along the |lines of Steve
towards sonething like C as long as that presunption
I's understood in a very strong way.

DR. SHAPIRO: O her comments?

Now one could -- if pragmatic concerns, that
I's | ogistical concerns of one kind or another are the
reasons to not stick with B, that is one set of
| ssues. That can be accommobdat ed by sone ki nd of
| anguage. However, there are other reasons to be
agai nst B which have been raised here, such as the
I ncentive structure is wong and so on. There are
different kinds of reasons to be against B. Sone of
which are pragmatic but others are nuch nore -- are -
- cannot be overcone in sonme sense. The incentive
| ssue cannot be overcone as long as you have that.

And those of you concerned that this -- as Arturo, |
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t hink, may have said that this accentuates the
t herapeutic m sconception and so on, that cannot be
overcone either if you are prom sing health benefits
of this kind. It is just a sort of built in
principle.

So for whatever set of reasons you m ght
have, different conm ssioners, how many of you woul d
favor noving fromB to sonething -- | do not want to
say less indifferent than -- how many of you woul d
favor noving fromthat and using sonething Iike C or
A as a basis for trying to forma recommendati on? |
want to have a show of hands.

All those in favor of noving in that
di rection?

(A show of hands.)

DR. SHAPI RO Alta?

PROFESSOR CHARO | am sorry, Harold.

DR. SHAPI RO Yes.

PROFESSCR CHARG | amsorry. | ama little
bit confused. | thought that A was the current
version. So when you tal k about noving fromB, | am

alittle confused.
DR SHAPIRO. B is the -- what, | guess, |
call the stronger version, that is it has an
I ndefinite tine period associated with it.
PROFESSOR CHARO:  Ri ght.
DR. SHAPIRO. That is the difference -- a
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key difference between B and A where that issue is up
-- time is one of the issues to negotiate under A,
the current version. Wereas in Btine is not a
negoti abl e t hi ng.

PROFESSOR CHARO. Right. No, | guess -- |
amsorry. | apologize. Every once in a while
wi t hout the hand notions it is a little hard to
foll ow the discussion.

DR. SHAPI RO. | understand.

PROFESSOR CHARO  Are you now aski ng peopl e
to raise their hands in favor of A/ C?

DR. SHAPIRO Right.

PROFESSOR CHARO. As opposed to B?

DR. SHAPI RO. Correct.

PROFESSOR CHARO  Ckay.

DR. SHAPI RO. Thank you very much.

Let ne see a show of hands again. | am
sorry.

(A show of hands.)

PROFESSOR CHARO. | will put a hand up for
C.

DR. SHAPIRO. Ckay. It is clear that a
majority of the conm ssion really prefers noving to
sonething like A or C

PROFESSOR CAPRON:  WAs her hand --

DR. SHAPI RO. Her hand was up.

PROFESSOR CAPRON:  Ch, her hand was up.
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DR. SHAPIRO. Hand was up. A/ C.  Ckay.

And now let's just put B aside for a nonent
and see if there are any suggestions regarding A and
C or | guess people want to be close to a strong
presunption. | guess that is how Jimphrased it.

Is that the general feeling here, Al ex?

PROFESSOR CAPRON: The problemthat | have
been having in the discussion is trying to figure out
how we woul d state the criteria for judging that the
presunpti on has been rebutted because we have done
that vis-a-vis other recomendati ons and expl ai ned
criteria. And that is actually -- | nean, to ne -- |
have been sitting here trying to cone up with a |ist.

On the one hand there are reasons for
limting vis-a-vis any particular participant of the
type Steve has raised where it becones logistically
difficult because of choice nade by the participant.

Wul d the notion that NIH cannot w t hout
mul ti-year budgets commt itself indefinitely into
the future, is that a reason? |Is the fact that the
conpany is a small biotech conpany devel opi ng a
vaccine and its financial underwiters are unwilling
to place its existence at risk? |s the notion that
It would sinply be too -- so burdensone that the rate
of innovation would decline that the conpany says,
wel |, you know, we could be testing ten or 15

different prom sing things but with this kind of
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obligation we are only going to test one because the
financial obligation even for a |arge conpany -- |
mean, | do not know what the list -- and these are --
I n other words, these are policy considerations why
It may not make sense to have the policy rather than
I ndi vi dual factors which an IRB or -- | nean, this is
not even for an | RB.

The other tinmes we have an | RB we have a
process where that involves a group of people who are
applying a set of criteria. Here it seens to nme we
are setting up sonething where if it does not happen
people fromthe outside wll say either, "Well, that
was antici pated and the way they went about deci ding
not to do that nmet the criteria that were set and it
Is a legitimate choice. It is not an unethical
research project for that reason."

| do not know what that process would be or
what criteria people would be expecting to apply. |
have that difficulty.

DR. MIKE: WMy | respond to that?

DR. SHAPI RO  Yes, Larry?

DR MIKE: | want to respond in two ways.
One is that | do not -- | do not see why we are
putting a presunption exists in front of this one.
We shoul d just make a bold statenent that this should
be done. Second of all -- that makes it a little

stronger.
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Second of all, whatever we do, it is not a
| egal mandate or sonething that is going to be
absolutely -- they have to do. It is sort of like it
I's our ethical -- we are nmaking an ethical statenent
about it here. So what would then happen in cases of
NlH et cetera, is that this is our recomendati on.

Qur recommendation is not, oh, you guys can
-- you know, maybe if you want to negotiate on
continue providing the effective treatnment, that is
fine. Because all we are doing is sort of raising
t he standard about what they shoul d be doi ng. So
what ever we suggest, if people choose to ignore it,
they are going to ignore it.

But | think that -- what the inportance is
that we do not say it is a presunption that there
should be -- there is an obligation to provide these
benefits but there should be flexibility enough in
terms of the tinme and how it actually is going to be
priced, et cetera.

PROFESSOR CAPRON: Larry, | agree.

M: | think that is all we are saying.

PROFESSOR CAPRON: | agree with you and |
was already starting to try to wite out -- if we had
the first sentence -- in other words, if we had B and
t hen we had anot her sentence which says this
presunpti on may be overcone -- and | was trying then

to say what it was that would overcone it because |
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agree with you it is a matter of | ooking at
sonet hi ng.

| mean, suppose this did not -- suppose N H
| aunches a big trial of sonething and does not do
this. And suppose we were still in existence and
soneone cane to us and said, "Did they do the right
thing?" | guess | would want to know, well, how hard
did they try to do this? | nean, what -- did they
cost it out? Didthey figure out what was invol ved?
Did they take the considerations of the types Steve
rai sed and so forth? Did they go through all that?

But | would like to |let them know i n advance
the criteria | would use in saying, yes, this was
reasonabl e after all. They operated under what was
really a presunption and they overcane the
presunpti on. O is it just ad hoc'ing on our part?

DR. SHAPI RO CGkay. A nunber of people want
to tal k.

Eric?

DR. CASSELL: WwWell, | find what Al ex has
said persuasive and | amtrying to figure out a way
where we can make it clear. Wat we feel is that a
sponsor has an obligation to subjects in a tria
after the trial is concluded. That is our
presunption that that obligation exists.

The m nute we begin to specify it, we get

into the kinds of troubles that Al ex was just talking
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about. | really believe that our statenent -- the
ethical -- the statenent of ethics is an obligation
continues after a trial is over to the participants
of the trial. The nature, duration and extent of
that obligation should be negotiated before the trial
starts.

DR. SHAPI RO Ckay.

Steve?

MR. HOLTZMAN: What | do not |ike about Cis
the fact that the word "presunption" feels awfully
thin. Okay. | think we are all kind of responding
to that. And yet at the same tine | actually
di sagree with you, Larry, that the should is just a
hortatory, whatever the word is, word there.

I mean, | think the way we think about
oursel ves or ought to think about ourselves is if we
wite a "should" it nmeans that we woul d be happy if
it was codified that no trial would be undertaken
unless it nmet the condition.

So ny viewis that we want sonething that
says there is a rebuttable presunption. Ckay.

| would then go along with Eric that | think
that what is less inportant. It is not so nuch the
| ength of time and the cost, it is also the nature.

And the kind of case | have in mnd is where
soneone |i ke the CDC gets together wth the

representatives of a Health Mnistry of a country and
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says, "The fastest way we can prove this is by doing
clinical trials in 15 or 18 or 30 sites broadly

di stributed around the country. Now if successful,
what is the infrastructure we wll need to be able to
provide for all?"

And it is possible you will not be able to
provide for all but there is a generalized benefit
and working out, as best they can, and it is not the
best of -- it is just the best of all possible
worlds. It is not the best world.

So | think that that is the role of the
negotiation with the | ocal representatives and giving
t hem t he aut onony they deserve to nmake judgnents
about what is in their best interest.

DR. SHAPI RO. Bernie?

DR. LO On the one hand | am synpathetic
with Alex's concern that it would be nice to have
sone guidelines for investigators and IRBs to foll ow
On the other hand, | think if we ook at the big
picture it would be a very big step to say that your
obligation as a sponsor, as a researcher, does not
end when the clinical trial ends, that you have an
ongoi ng obligation.

| do not think we can sit here and predict
what all the contingencies are going to be. There is
a lot of research. W are not famliar with the

types of research going on. | would rather, you
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know, sort of |like a suprene court, do what we have
to do, establish a broad principle, say that there
may be exceptions, we nmay give one or two exanpl es,
but I would just as soon |et that be worked out.
That is -- other people are going to have to

I nterpret the notion that we believe very strongly
that you should continue to do as nuch as feasible
after the trial ends but not to try and specify so
much that we will say things that are so theoretical
that they are not going to be very hel pful.

PROFESSOR CHARO. Hand up

DR. SHAPIRGC Alta?

PROFESSOR CHARO As | amlistening to the
di scussion | am finding nyself wondering if option B
slightly reworded captures what people are saying.
If B were to read "After the trial is concluded
sponsors should try to continue to provide the
research product..." da, da, da. |t seens to
I ndicate that they are expected to make the effort,
that we understand sonetines it may not be possi bl e,
and that a case by case look is going to be
necessary.

And in response to Alex, | think what you
woul d be | ooking at is whether or not it seened |ike
a sincere effort to find a way to fulfill this
requi renent.

DR. SHAPI RO Larry?
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DR MIKE: This is in partial response to
Steve. | nean, no matter what -- how we phrase this,
our recomrendati ons do not have the force of |aw.
That is what | neant. | nean, we are an advisory
body.

DR. SHAPIRO. That is right.

DR MIKE: And, therefore, | would like to
make as strong a statenent as possible w thout being
speci fic about the actual operational side because |
agree with Bernie that what we really want to do is
establish the principle that there is an obligation
to continue providing care to the participants in a
trial.

| do not think we can go beyond that. It is
for others to work out whether they are going to take
us seriously or whether they are going to say that is
a default position and we will try to do it unless
circumstances say we cannot and how, et cetera.

And | think by doing this it gives the host
country representatives a reason for bargaining on
| ssues that they thought they m ght not have been
able to bargain with before, and it is up to themto
deci de whether they are going to bargain so hard that
t hey may not have research done in their country, and
it is up to themto decide what the flexibility is in
the give and take between them and the drug sponsors.

DR. SHAPIRO. Well, let nme indicate where |
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think we are here and | am not going to worry right
now about the exact |anguage because we are not going
to be able to draft it sitting here today but | think
we are agreed, as Jimsaid a few nonents ago, that we
believe there is an inportant obligation, post trial
obligation, to the participants in the trial.

The nunber and conplexity and variety of
research projects, interventions and risks and so on
associated with this is too large for us to think
that we are going to devise a rule that will be
appropriate in all circunstances, the nunber of
sponsors, there are different kinds, different
varieties of sponsors, different kinds of trials,
risky trials, trials that are virtually w thout risk
and so on that we are not going to be able to specify
in any finite sized recommendation just how to deal
wth these situations but we should try to draft
| anguage that we believe that a strong obligation
exi sts.

It can be net in a variety of ways. W
m ght, in fact, give sone exanpl es as Berni e suggests
and -- but our chief nessage is that people out there
ought to be tal king about it and comng to sone
agreenent about it in individual cases.

That is what | understand us to be agreed on
and we wll try to develop | anguage that reflects

that. | think, you know, we cannot go farther than
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that this norning. W do not have tine to get al
t hose words down but | think it is a pretty clear
noti on of what we are agreed on.

DR. CASSELL: Yes. Just briefly because the
obligation exists even if the trial is not
successful .

DR. SHAPI RO Yes.

DR. CASSELL: And so we are not -- there are
no products. The trial failed and yet the obligation
continues to the subjects of the trial.

DR SHAPIRO: W will draft |anguage here
and we will take a look at it. | think I have a
sense of where we are on this.

Let's go on then to the Recommendation 7 or
Recommendation 7 and 8 on Chapter 2. Let nme turn to
Ruth to -- because | think Ruth has provided an
I nteresting new framework for considering these and |
woul d |i ke her to describe that to you.

DR. MACKLIN: It would probably be useful if
you turn to Chapter 2 where that recommendati on
exi sts and soneone tell nme what page that is on,
pl ease. 7 and 8. The original 7 and 8.

DR. SHAPIRO. 14 and 15.

DR. MACKLI N: 14 and 15. And you may still
have Alta's version, which | think if you put it side
by side that was in the nmenorandum in Eric's

menor andum because we are going to be referring to
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bot h.

Now we start out -- just a brief rem nder of
what the discussion was yesterday. After a |engthy
di scussi on about whether or not these recomrendati ons
shoul d apply to research on conditions that affect
only wonmen or whether it should apply to conditions
that affect wonmen and nmen both in what Alice and |
canme to believe was a rather hasty decision. The
conmm ssioners urged the deletion of the word "only"

t hereby making the recommendation as it stood with 7
and 8, either in this version or Alta's version,
changing the recommendation so that it did not refer
to conditions that affect only wonen.

So our comments begin with that -- against
t hat backdrop so | will just read what we wote here.

To delete the word "only" thereby nmaking
this recomendati on apply research on conditions that
af fect both wonen and nen makes no sense. It nakes
no sense because it is sinply not true that the
research could not otherw se be conducted -- okay.
We are | ooking at the | anguage in the recomendati on
-- since it would be conducted using exclusively male
subj ect s.

However, the recommendation could still nake
sense if we were to include or to add an all together
different recommendation. To wit: This would be an

addi ti onal recomendation and it would take this
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form "Researchers should recruit wonen as subjects
in all studies on conditions that affect both wonen
and nen." That would have to be an additional
recomendati on and as we di scussed very briefly, as |
menti oned yesterday, we would then need to have sone
ot her paragraphs that say sonething about the
stratification, the analysis of the data separate for
men and wonen, et cetera, in order for that

addi tional recommendation to nake any sense.

So this paragraph concludes by saying, "This
addi ti onal recommendati on woul d be necessary if
Recommendation 7 were to be broadened to refer to
research that affects both nen and wonen. "

Now that is the first observation. Now we
go to Alta's proposed revision, which upon studying
it carefully Alice and | found to be problematic
because Alta's version differs significantly fromthe
current recomrendation or the wording in the current
reconmendat i on.

Her wording refers to | ocal custom as
requiring that a husband or other famly nenber nust
be approached to gain perm ssion before approaching
an adult woman for recruitment. This is distinct
fromthe requirenment of a husband's signature or ora
perm ssion for his wife to be actually enrolled in
t he research.

The existing Recommendation 7 and 8 or 7
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rather on 14 and 15 does not refer to approaching a
husband for perm ssion to approach the wonman but
refers instead to the requirenent that the husband
provi de consent or, as we prefer, perm ssion for the
woman' s parti ci pation.

So that is an observation on Alta's.

And now here is our suggestion: (Going back
to the original Recommendation 7. W suggest that
all this would be clearer if Recomendation 7
consisted of the first paragraph only with one change
In wording of the first sentence. The bol ded
material on line 17 is the change in the first
sentence and the rest of the paragraph is the
exi sting Recommendation 7 or the first paragraph of
Recommendati on 7.

The newly fornul ated sentence says,
"Researchers should use the sanme procedures in the
I nfornmed consent process for wonen and nen to serve
as research participants.” The change there is from
referring to the recruitment procedures, which we
have abandoned, and instead tal k about the infornmed
consent process.

Now i f we retain that as Reconmendation 7
and that is the only wording that will be in the
actual recommendation, it would then be preceded by
the follow ng paragraph, which is new materi al :

"Much research is directed at conditions
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that affect both wonmen and nmen. Yet it is inportant
to consider research that affects only wonen. A
prom nent exanple is research related to
contraceptives and their use. Typically recruitnent
for such studies takes place in a clinic or health
center where wonen cone for famly planning or other
medi cal services. |In these settings, the contact
that researchers have with potential research
partici pants precedes any contact researchers have
wth the spouse. In this initial encounter, a

di scussion of involvenent of the spouse in the
subsequent inforned consent process should take place
wi t hout involving the husband in the consent
procedures. O herwse, it would be inpossible to
conduct sone research on conmon serious health

probl ens that affect only wonen. The likely
consequence of the inability to do such research
woul d be the denial of subsequent benefits of
contraceptive and other research to all wonen in that
country. Health authorities may not be willing to
approve the introduction of contraceptive products

t hat have not been tested in that country. The
prospect of denying such a substantial benefit to all
wonen in a particular culture or country calls for a
narrow exception to the rule that researchers shoul d
use the sane procedures in the consent process for

wonmen and nmen. In order to justify such an
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exception, researchers nust provide evidence that (1)
It would be inpossible to conduct the research

w t hout obtaining perm ssion of wonen's husbands in
addition to their own consent; (2) failure to conduct
this research woul d probably deny its potenti al
benefits to wonen in the country; and (3) neasures to
respect the worman's autonony to consent to research
are undertaken to the extent possible.”

PROFESSOR CHARO. Hand up

DR SHAPIROC. Alta, | wll let you coment
first and then Alex and Steve.

PROFESSOR CHARO  Ruth, | find it
Interesting that | apparently did not understand the
recommendation the last tine it was presented because
in the rewite | was trying not to change the
meaning. And | am finding the sanme confusion
apparently here.

The way | am readi ng what you propose, which
nostly does not bother ne, it appears that it would
create an exception for our general rule that nobody
consent for anybody else. | do not knowif that is
the intent. Are you suggesting that there will be
times that nen should be able to enroll their w ves?

DR. MACKLIN: No. Let's -- let ne read the
rel evant sentence there again. "In order to justify
such an exception, researchers nust provide evidence

that (1) it would be --" no, | amsorry.
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PROFESSOR CHARO  So are you saying --
DR. MACKLIN: If they want --

PROFESSOR CHARO. -- there wll be
exceptions --

DR. MACKLIN: | amsorry.

PROFESSOR CHARG: -- to our rule that nen --

DR. MACKLIN: No. It says --

DR. SHAPIRO. Are you reading in the right
pl ace?

DR. MACKLIN: Yes. "It would be inpossible
to conduct the research w thout obtaining perm ssion

of wonen's husbands in addition to their own

consent."

Now | et nme just say that recommendation --
we still have the phrase "in no case." In
Recommendation 8 -- | suppose that has to be put into
Recommendation 7. W still want the phrase, "In no

case may a famly nenber's perm ssion replace the
requi renment of individual infornmed consent."” |Is that

DR. MIKE:  Excuse ne, Ruth.

DR. MACKLIN: Is that -- that is in 7 you
see. So --

DR MIKE: Ruth, it isin 7.

DR. MACKLI N: It isin 7.

DR. MIKE: It is in your 7.

DR. MACKLIN: Ckay. It isin 7. So in
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ot her words, we say first "in no case may it
substitute.” So this is the husband's perm ssion in
addition to the woman's individual informed consent.
| mean, that is what the intent is and if it says,

“In no case may it substitute," that should nake it

clear and then there is this additional phrase that -

PROFESSOR CHARO  But | would only ask that
that is pulled out and highlighted because | find --
It may be because it is only -- you know, 8:00
o'clock here but |I find that it gets lost in the
shuffl e when the exceptions follow the recommendati on
paragraph and you have all these exceptions. | just
would like it to be pulled out a little bit nore
clearly.

DR. MIKE: Ruth, when you read your revised
Recommendation 7 you only read the first sentence.
You added a sentence. You still have -- in the rest
of it, it explicitly states that.

PROFESSOR CHARO. | read the whol e thing,
Larry. | prom se you.

DR. SHAPIRO. Ckay. Let's -- thereis a lot
of people who want to speak here. | have Al ex,
Steve, Diane and Jim

Al ex?

PROFESSOR CAPRON: | wanted just to have

sone feedback from people with experience. There is
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an enpirical statement that is stated in terns of a
typically where these things happen and then a
description that says in these settings, and then
this seens to be a universal statenment: "The contact
researchers have wth potential research participants
precedes any contact they will have with the spouse.”

And what | worry about, Ruth, is we are
| ater tal king about a process of conmmunity
I nvol venent and if you think of situations where
there is such community invol venent, wouldn't the
fact of the research already have been discussed in
the community? And if it were research that invol ved
t he potential for sonething where wonen woul d be
asked to do sonething and their husbands in the | ocal
custom are al ways involved first before a woman i s
recruited or actually is even given nedical care that
peopl e woul d know about this?

| mean, the notion that you, in effect, can
get to the wonen wi thout the nen know ng that you are
doing that, which is what this seens to turn on -- |
amjust asking is that a realistic description of the
si tuation.

DR. MACKLIN:. Well, the typically -- and
here | guess | amdrawi ng on ny own know edge and
experience in the area of reproductive health
I nternationally. The "typically" refers to what is

the case and what normally does take place. And, in
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fact, earlier in the chapter there is a discussion or
a description of sone research that was conducted at

a wonen's health facility. Some research in Chile

and the research was actually -- it was a description
of the procedures and also the study. So, | nean,
that is just an illustration but that is typically

what is the case.

Now what you are referring to is the
proposal that there be community invol venent or
comunity consultation in sonme sense and that is
sonet hing that has not yet occurred. It is -- even
If it were to occur, that is it is sonething that we
propose and endorse, there are two questions. |
mean, this could be el aborated, | suppose. There are
two i ssues here.

One is the relevant comunity need not be
only the geographic community. It could be the
comunity of wonen at risk, that is we do not
anywhere define community and what is the rel evant
conmuni ty.

Secondly, even if it were the comunity that
I ncl uded the husbands, it still does not follow that
researchers would then have contact with the
I ndi vi dual husbands of wonen who m ght then be the
perspective of --

PROFESSOR CAPRON: | was not suggesting that

t hey woul d have such contact in that process but that
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t he husbands and nenbers of the community -- | nean,
obviously if we are tal king about an urban
reproductive health clinic where wonen go -- the role
of the husband as the perm ssion giver may be
irrelevant. But if we are tal king about going into a
nore conmunity based rural area to do H V maternal
transmssion -- | nean is it only fertility? |Is that
what we are tal king about? | nean, only -- maternal
transm ssion to offspring only affects wonen and it
m ght well be research to do that. And our
assunption is that you do not just march into the
village and do it.

DR. MACKLIN: Yes. But then we have the
| eader. | nean, then it is another recomendation
that deals with that. That is a --

PROFESSOR CAPRON:  Then the nen in the

village -- the people are aware that there is going
to be soneone asking their wife to enroll. And the
notion -- | nmean this proceeds on the notion that you

get to the wonen before the nmen know anything is
happeni ng and you say to them "Do you want to
I nvol ve your husband in this choice? It is your
choice. "

Even though if you are a physician in that
community you woul d know t hat the woman does not cone
in for treatnment w thout her husband com ng al ong or

ot herw se saying to you, you may intervene in this
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fashion with ny wfe, and you would not do that. And
here you are saying the researcher would sort of
short circuit that cultural expectation.

| thought we were dealing with situations in
whi ch the question is the researcher does not want to
short circuit because he feels that it will damage
the research. He does not feel that he can get
permssion to do it that way fromthe | ocal people
and wants to go to the IRB and say, "The only way |
can do this research is the husbands have to know
that | amdoing it and they have to say yes their
w ves can enroll. My | have that as an exception?"

And we are not addressing that in this
recommendation it seens to ne. W are presum ng that
t hat does not happen and that is what worries ne --
or in this discussion. | knowit is not a
reconmendat i on.

DR. SHAPIRG. | have got a lot of people
here who wi sh to speak. Let ne just get the |ist
down. Ckay. First Steve.

MR. HOLTZMAN: | think there is a way of
addr essi ng your concern, Alex, to nake it not
conflicting with what Ruth has witten here but sort
of different kinds of cases and capturing them and
that is nmaybe to nove up a couple of thousand feet to
say what is it that we all agree to. All right.

| think what we clearly all agree to is that
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I deally we want wonen to be treated the sane as nen
in the recruitnment process. Al right. And then we
are going to address the question of when it is
norally okay to involve the nmen in the process of
approval in a differential manner. All right.

There are different ways that could play
Itself out and the question before it, it seens to
me, with the way Ruth phrased it, is when is -- does
It require the case by case approval of the woman?
That was what was witten here. You are pointing to
a different case where you go to the |eaders first.
So we have to answer the question does it require the
case by case approval of the woman hersel f.

And the second -- | think where we do agree
Is that if the failure to depart fromthe ideal of
equal treatnment will result in a trial not taking
place that in turn would result in a nedical benefit
bei ng not available to the wonen, we think that is
the justification for departing fromthe norm and
sonme of us would submt that the paradi gm case of
that would be a woman's only di sease or contraception
or what not.

But there are cases where the failure to
I nclude wonen in a trial for a disease that afflicts
both nmen and wonen can result in wonen not getting
t he drug.

So the point we were making yesterday, we
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did not think was nonsensical as suggested and what
was witten today because it did put in there in
Alta's language that failure to conduct this research
wth wonen in the trial would probably deny its
potential benefits to the wonen.

And so I would ask Ruth that if there is a
case -- if you can inmagine a case in which the
failure to include wonen in the trial for a disease
that afflicts both nmen and wonen would result in the
wonen bei ng denied the benefit, is your position that
that trial should not -- we should not use
differential procedures to involve the wonen?
Because the strong statenent as you put it -- | do
not think you would say that.

DR. MACKLIN.  Well, | guess the question -
- | nean, we addressed this yesterday and this is --
we are specul ati ng about whether clinicians would
give a drug to a woman who had a di sease -- let's say
it is malaria. That is malaria was tested, no wonen
were in the trial, you now have the drug. W nen get
malaria. Only nmen were in the trial and the question
I s whether physicians in that comunity woul d not
give the wonen the nmal aria drug because they were not
in the trial. Your presunption or assunption seens
to be --

MR. HOLTZMAN. My presunption is that there

I's a range of cases and | do not know the answer in
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every case.

DR. MACKLIN:  Well, but it is no different
fromwhat it historically has been in this country
when wonen were not involved in trials or were
I nvolved in very small nunbers and no clinician would
deny -- except for pregnant wonen, no clinician would
deny wonen the benefits of a drug sinply because it
was tested only or primarily in nmen.

We are specul ating now on the probability or
the likelihood that if there were only nen in the
trial and if people knew there were only nmen in a
trial, the average doctor in the rural health clinic,
who probably has not a clue about who was actually in
the trial, then decides -- the wonen conme to him and
he says, "Sorry, we are not going to treat you
because the people who were in the original trial
were only nen." That is just not a plausible
scenario for the kinds of cases that you are
considering, nanely a disease that affects both wonen
and nmen but the trial included only nen.

So what was nonsensical -- what we clai ned
was nonsensical was the claimthat the trial could

not ot herw se be conducted because it coul d ot herw se

be conducted. It could be conducted only on nen.
DR. SHAPI RO. Di ane?
DR. SCOTT-JONES: | amstill troubled by

t hese recommendations and | have tried to list ny
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objections to this whole discussion and there are
five that | have conme up with so far. First, | have
tried to step back and ask why we need a statenent on
wonen's rights in our report and | | ooked back at how
we framed our report in Chapter 1.

And on page 3 of Chapter 1 the first
ext ended exanpl e of unethical research in a report on
I nternational Report is the exanple of Puerto Rican
wonmen and oral contraceptives, which is actually a
study of U S. citizens and not an international
study. And this exanple that has becone now extended
I's also on wonen and contracepti ves.

And | conpared our current version to the
version that Alex circulated and | have only had tine
to skimit but |I nuch prefer the way Alex is setting
up our report where he refers to studies that are
done in countries that include people of color,
| npoveri shed people, and this is a nuch broader frame
of inequities that concern us in our report.

| think we are narrowi ng our focus to
wonen's i ssues and those have not been the issues
t hat have cone before us that pronpted this report.

My second concern is that | cannot i nmagine
how this woul d play out productively in an actual
research study in a devel oping country. The
recommendati on assunes control by researchers. It

assunes that researchers are going to be authorities
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on marital relations and |ocal custoners. | cannot
I magi ne how a researcher would talk to a potenti al
femal e partici pant and advise her on the risk of
tal king to her spouse. | just cannot inmagi ne how
t hat coul d happen in a productive way.

My third concern is that the recommendati on
assunes negative marital relations in devel oping
countries and it does not allow for the positive
exchange between a husband and wife as exenplified in
the di scussion that we heard yesterday from one of
our research participants who tal ked about how her
husband hel ped her, how he sought information for
her. | think we are assum ng a negative narital
relationship in devel opi ng countri es.

My fourth concern is that in the very next
Recommendation 9 we are much nore favorable to the
I nfl uence of a community | eader who could be nmal e and
who coul d make negative deci sions about all the wonen
in his village. | would prefer a nuch nore general
stat enent about individual autonomy not limted to
marital relations because there is a possibility for
a loss of autonony in other situations than a wonen
In her marital relation.

And then ny final concern -- and | say this
very gently -- is that this smacks of hypocrisy. W,
oursel ves, do not have a strong record on gender

equity and certainly not on social equity nore
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general ly.

Yesterday | noted in -- when | was thinking
about this recommendation that all the researchers
who spoke before us and advised us so well were nale.
They were all Caucasian males. And all the research
partici pants who spoke to us were female. So | think
we are just being a little bit hypocritical in the
way we are pressing this recommendati on.

| would prefer that we back away fromit and
tal k nore general ly about individual autonony and not
al l ow anyone to speak for anyone el se rather than
limting this to a woman in a marital relation.

DR. SHAPI RO. Thank you.

Ji n?

PROFESSOR CHI LDRESS: | amtenpted to pass
gi ven that eloquent statenent. Thank you very nuch,
Di ane.

Il will only -- I will roll out the one
pl anned coment to try to deal with the issue, the
| nportant issues you are raising. | actually -- |
t hi nk the proposed Recommendation 7 that Ruth and
Al i ce have presented, perhaps, could be treated the
followng way -- | want to nake basically two sets of
comment s.

| think we m ght just take on their page 2,
"Researchers should use the sanme procedures and

I nffornmed consent process for nen and wonen who serve
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as research participants. |In no case may a spouse's
perm ssion replace the requirenent of individua
| nformed consent."

| think those two sentences ought to be the
recommendation and this would, in part, address your
concern by getting the discussion part, if we are
going to include it in sonme kind of nore nuanced
statement, in factual material rather than
recommendation. And that states what really is
critical for us as a kind of obligation or principle
at work in these matters.

So | would propose that we do that and then
consi der much of the rest of the material as textua.
It is obviously going to require a |lot of work.

The second set of comments would relate to
t he proposed exception that again would be in the
text rather than the recomendation. And this would
be on the | ast page of Ruth's and Alice's handout
t oday.

| think when | heard it and first read it,
the -- what brought ne up short was the narrow
exception to the rule and | think it would be a | ot
clearer if inthe -- inthe -- if we -- if just

before "in order to justify such an exception," we
actually said sonething else. W said -- and again
It isalittle repetitious but | think that we want

to avoid m sunderstanding and m sinterpretation here.
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To add after "consent process for wonen and nen,"
"this exceptions involves obtaining the perm ssion of
the husband's in addition to the woman's own consent.
In order to justify such an exception, researchers
must provide evidence." So we are very, very clear
about what that exception, is and that we are
retaining the enphasis on the wonan's own consent.

| think wiwth those sorts of changes, | would
be confortable with the recommendati on and again with
the -- trying to develop the text in a way that woul d
fit with the recomendati ons.

DR. SHAPI RO. Thank you.

Larry?

DR. MIKE: First, an editorial coment.
What ever the changes are in the discussion around the
exceptions, exceptions usually followthe rules so it
shoul d not be preceding the discussion. It should be
a succeedi ng discussion. It does not make sense to
tal k about the exception before you begin to state
what the rule is.

Second of all is that I think -- | guess the
way we deal with the concerns that Di ane especially
has raised, is a clearer distinction between the
recrui tment process, which involves community | eaders
as the filters to the potential subjects, which | do
not think anybody has problens wth because it is a

practicality of that and it happens in our country,
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too. You just saw the community video. Versus the
actual consent process, which | think Ruth now has
tried to distinguish better in this round.

So if we start with the recruitnent process
and tal k about the comunity filter first, and then
get down to the consent process, and that -- it is a
fact that in sone of these countries it is -- it is a
mal e dom nated society and the husband may be the one
to make a decision. W can address it that way, and
maybe that can reach D ane's concerns. So we go from
a cascade of the comunity filter to the individual.

DR. SHAPIRO. Bette, and then Bernie.

M5. KRAMER: (Not at m crophone.)

DR. SHAPI RO. Bernie?

DR. LO Yes. | wanted to follow on D ane's
very forceful remarks. | like very much Jims
suggestion of making the recommendation the first two
sentences in Ruth's revised 7, which | think really
does bring honme the main point. | think that, in
this report, we are really asking people to take a
big step away fromcurrent practice. W are hol ding
out an ethical ideal and we should really just be
very clear that we state that and not get hung up in
the exceptions and the details and the funny cases.

So |l think if we separate that out we may be
nore forceful

| also want to just nmake an enpiri cal
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comment to support what D ane said. One of ny forner
col | eagues, Susan Allen, did a study of HV testing
and counseling in Rwanda and when she first started
the project -- this was al nost a decade ago -- she
was told that, in that society, it would be
culturally inappropriate to ask wonen for individual
I nffornmed consent and she was told that they did not
understand, the cultural nores were that you got the
husband's consent first, and she did not do that.

She went and tried to figure out a way of
going to the woman first and leaving it up to the
woman to deci de whether to advise -- whether to bring
her husband or partner into the process. And she did
not go in there saying, you know, we are going to
give you the pros and cons. W raise it as an issue
for you to deci de.

She is now at the University of Al abama in
Bi rm ngham and | think she is an exanple of howit is
possible -- | nmean, many tines in this report we are
saying, even in a culture where sonething |ike
I nformed consent in a Western nodel does not neke
sense, if you are imaginative, if you are persistent,
If you rely on the good sense of your participants,
you can actually do a lot nore than you m ght think.
Cul tural norns are changi ng throughout the world and
we should not assune that -- so | would like to

accent the positive.
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Rat her than saying, you know, that we nay be
stuck in sone situations where the research is so
| nportant you could not do it otherw se unless you
are going to get perm ssion fromthe husband as well
as the woman.

But | think, rather than spending tinme on
t hat exception, we should spend nore tine on the flip
side giving a positive exanple of how you can really
make aut onony work in a culture where sone nay say
that it is not the historical case or the practical
nor m

| think just to go back, you know, to the
first two sentences of Ruth's analysis in the new
Recommendation 7 gives the right nessage that that is
what we want to say and let's really nmake that stand
out .

DR. SHAPIRO. Ckay. | think -- again let ne
try to sumari ze where we are here because | do want
to nove on to coments on Chapter 5. It is clear
that we are all on conplete agreenent with the -- as
Jimsaid -- the first two sentences of what is
Recommendation 7 altered. There is sone new wordi ng
In here but the sentinent, | think, is really quite
clear and we wll certainly have to nake that clear.
Perhaps it is useful to adopt Jinls suggestions the
way he did that.

| nmean, for exanple, the way it is currently
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witten we talk about the -- just to respond a little
bit to Diane's inportant points. W talk about the
risks of talking this over or having -- working with
a husband but there are benefits. This is what you
were pointing out. And so, at the very least, it has
to be balanced in sone appropriate way.

But | think sonme of Jinms suggestions were
very useful and | also |like Larry's suggestion very
much of getting the community issue up front and
dealing with that and then dealing with the
I ndi vidual, which is the way this usually happens. |
think that is a very useful suggestion and so we w ||
produce new | anguage on both of these.

The i ssue about whether or not we ought to
take up in one way or another the issue of -- which
Di ane referred to as wonen's rights but there are
wonen's health issues which are inportant and need
addressing in all countries and internationally as
wel | .

And the question | really want to ask the
comm ssion, which | am not clear about, is whether
your sentinent is that we should say sonething about
that in this context or not? That is what | am a
little uncl ear about.

Al ex?

PROFESSOR CAPRON: | think it is worthwhile

to recognize this and | -- as | understand the
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suggestion that the | anguage, which is on the third
page of Ruth's docunent, is commentary now. It is
not a recomendation. It is a commentary and a

di scussion. And | think we can recogni ze that there
have been problems with wonen not having access to
health care, and that particularly around
reproductive health i ssues, these problens are
especially acute for wonen.

And then we can say that -- as Bernie
suggests, if we can cite -- if his colleague has
written up a description of what she did and so
forth, we can give it as an exanple and say where
attenpts to deal directly with wonen are not
possi bl e, I RBs and researchers nmay approve research
I n whi ch husbands are approached first, provided that
-- and then the kinds of considerations here.

| think we have to think, M. Chairman, of
how this relates to Recommendati on 8, however, which
we have not tal ked about and the nore | have |istened
to this discussion and to Diane's points, | find
mysel f | ooking at Recommendation 8 and trying to
figure out what we are doing there.

Recommendati on 8 seens to suggest in its
first sentence -- and | think this is rel evant
because | think that nmaybe we have sort of a gem sch
of the whole thing here -- that where culture or

customtraditionally involves famly nenbers, |
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t hought that, as we had di scussed this yesterday and
we were i magining the circunstances with the husband

and wth other people, that we said we do not want a

Situation in which -- it was Larry's exanpl e about
t he Sanpbans, | guess. No, it was sonebody else's
exanpl e.

DR. SHAPI RO. A speaker's.

PROFESSOR CAPRON: Ckay. That we not assune
t hat everybody follows any particular tradition. So
it is really the last sentence of that recomendati on
whi ch says, which if we revise it, instead of saying
"if", "When a potential subject wi shes to involve
fam ly menbers in the consent discussions, the
research shoul d take appropriate steps to accommodat e
this wish," and then we have the statenent which is
now -- and this is why | think this is connected to
7, sonmething -- you know, "However, in no case nmay a
famly nmenber's perm ssion replace the requirenent of

I ndi vi dual inforned consent,"” and then | wonder if we
say that, do we want sinply to enphasize, to foll ow
that, researchers -- in particular, researchers
shoul d use the sane procedures in the inforned
consent process for nmen and wonen to serve as
subj ect s.

And all that other stuff -- | nean, | find
this | anguage that Di ane objected to and that Jim

suggested, noves out of the recommendati on, because
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It does not belong in this recommendation. This

| anguage about you shoul d warn peopl e about the
difficulties or the risks of involving their famly
menbers.

We can talk in commentary if we have an
exanpl e of where people can be told, in effect, it is
possible that all of that is a custom |If you are
not confortable, if you would feel better talking
about this without themthere, we wll, in effect,
protect you and allow that discussion to take pl ace
wi t hout them

But (it seens to ne) it is paternalistic the

way it reads as a recommendati on.

DR. SHAPI RO. Ckay. | have Steve and
Rhet augh.

PROFESSOR CHARO  And a hand up.

DR. SHAPIRO. Trish, Larry and Alta.

MR. HOLTZMAN: | would Iike to thank D ane
for her remarks. | do believe this should be a

report about international research and not about
wonen's rights. | nevertheless think that there is
sonet hing that we need to address here and so let ne
use a real live experience.

In 1995, we launched a trial |ooking at
genetic predisposing factors to cardi ovascul ar
di sease in a developing country, and, in specific, in

a tribe, okay, which was nmal e dom nated. And as we
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sat down with the IRB and as we tal ked about what we
were going to need to do to get the consent, it was
our I RB, where our IRB plus the local IRB, you ran
smack into the U S. regs and these kinds of questions
about how do we go about this, what is a culturally
sensitive way to do this, and there was -- there is
no gui dance there as it currently stands.

Ef fectively, we found ourselves having to
ask questions about -- can we depart from what seens
to be the requirenments of the current federal
regulation and it specifically canme up in terns of
I nvol venent of | eadership, but the | eadership were
men, and those nen were the husbands of the w ves who
we wanted to include in the study.

And so | do think we need to provide
gui dance and we can state certain kinds of ideals
which -- to which we all aspire but that we then have
to be able to be clear about doing it in a way which
acknow edges that different cultures are different
and as long as you are not contributing to
exploitation. And I think to sort of test it, it is
a benefits test, is there going to be a benefit that
woul d ot herwi se not be available that is significant
t hat outweighs the dimnution and the rights of the
expl oi ted popul ation or the | esser of the population
that is held at a | esser standard that we can

articulate something like that.
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Unfortunately, nost of the tine that
popul ati on i s wonen.

DR. SHAPI RO. Rhet augh?

DR. DUMAS: | think what we have done -- |
went back to page 6 and | ooked at our initial
recommendations and in Recommendation 1, it speaks to
I nffornmed consent and it says that the standard cannot
-- may not deviate fromthe standard but that the
approach can vary. And now we are trying to tel
peopl e how to vary the approach.

| think that we are getting too nuch into
details of advice. W have nmade that statenment and
we have said that people, in essence, have to figure
out a way to neet this standard and they can vary
t hei r approach.

| like the idea that Steve nentioned of
maybe havi ng sone gui dance, but | think we are
getting too specific in maki ng recommendati ons about
how this infornmed consent should be obtained so |
woul d |ike to argue for fewer definitive
recommendati ons on the details.

DR. SHAPIRO.  Trish?

PROFESSOR BACKLAR: (Not at m crophone.)

DR. SHAPI RO  Larry?

DR. MIKE: Looking back at the discussion
and particularly Al ex's comment about what do we do

about Recommendation 8. Actually if we nodify what
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Jims recommendation was, it was that, you know, this
Is the informed consent process, nobody can repl ace
that, recommendations 7, 8, 9 and 10 all address
those issues. And | would think that 8, 9 and 10
should be commentary followng 7 that teases out
t hese various other types. W talk about
communities. W talk about famly nenbers. W talk
about spouses in all of those recommendati ons and
there should be a discussion about -- here we have a
very sinply stated Recommendation 7 and the
di scussions conti nue on about the exception with the
spouse or possibly exception of the spouse, and the
I nvol venent of community nenbers and fam |y nmenbers.
These recommendati ons can easily be turned into a
di scussion that follows it.

DR. SHAPI RO Alta?

PROFESSOR CHARO | would like to respond to
a couple of things D ane said because she |laid out
quite a nunber of concerns here.

| appreciate the suggestion that the report
I's not about wonen's rights but I think I disagree
about the degree to which the topics of international
research and wonen's rights actually have a strong
over | ap.

| think Ruth has worked in the reproductive
health field internationally and probably can give

you better enpirical data but ny inpression from
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wor king in reproductive health is that, in large
portions of the world, |ack of access to proper

fam ly planning nethods or to |l egal abortion, is the
single | eading cause for norbidity and nortality for
wonen in their prinme years.

Look at hospital adm ssions in -- | think it
was -- Peru and you wll find that the overwhel m ng
nunber have to do with the sequel ae of inadequate
reproductive health measures. As a result, although
we are tal king about a whole variety of diseases and
conditions that affect people around the world, it
Is, | think, surprising to many people to realize how
prof oundly reproductive health problens are in the
essence of many wonen's heal th probl ens.

It is also a topic on which there is a
uni que nexus between wonen's health and wonen's
political status within the famly and within the
country.

| think it is probably naive to inmagine that
the situation for wonen is the sane in all countries,
regardl ess of what gender relations are in the United
St ates, because people said yesterday we have health
I nequities here but it is not the sanme thing as
health inequities in Uganda. There are degrees of
severity.

| also think that w thout having any --

w t hout disparaging marital relations in general in



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

62

any particular country, it is possible to say that it
I's our position in the United States that

I nvestigators should treat wonen as individuals in
the sane way that we treat nen and that, therefore,
their husbands, their fathers and their famly
menbers are not in a position to nake decisions for
them nor to be necessarily involved in the decisions
t hat these wonen make for thenselves with sone
extreme exceptions.

And that we going to tackle this problem by
| ooking for every possible way to treat these wonen
as individuals and that includes allow ng those wonen
to decide when, and if, they want to invol ve ot her
famly nmenbers in the whole process of discussing the
research and deci di ng whether or not to enroll.

| do not think that is really a
di sparagenent of marital relations. | think it is a
recognition that wonen can decide for thensel ves
whet her or not their particular marital relations
woul d be better off with a discussion with their
husbands.

Finally on the topic of community | eaders, |
find nmyself concerned that we are slipping into a
di scussion in which we are assum ng that comunity
| eaders should be able to nmake decisions that would
affect only one portion of the popul ati on and not the

entire population. And on this | actually would
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di ssent, and | understand the need for involvenent of
community | eaders and | said yesterday why | thought
that they, politically speaking, have a different
position in the world than the spouses or famly
menbers of individual wonen in terns of speaking for
a whole community of people.

But | would be very unhappy if we wound up
wth a report that suggests it is appropriate for the
muni ci pal | eader of a town that is being approached

for sone research to decide that, you know, wonen

wll be treated differently than men or that married
women will be treated differently than unmarried
wonen.

| understand the role of political |eaders
I n maki ng decisions for all their citizens, but not
I n having investigators use the comunity
consultation with | eaders to reinforce the kinds of
I nequities that we see at the personal and famly
| evel .

DR. SHAPI RO. Thank you very much.

Di ane?

DR, SCOTT-JONES: | want to respond just a
little bit to Alta because she prefaced her remarks
by saying it was a response to ne. | really want to
extricate nyself fromany back and forth about
wonen's rights because | am not naive, Alta.

| do recognize that there are nmany probl ens
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t hat wonen face around the world and profound
problens they face right here in the United States of
Anmerica, and | think there are ways to bring in
I ssues related to wonen in the way, for exanple, that
Al ex has set up this new first chapter.

He tal ks about AIDS and research on Al DS.
In African countries wonen are nore than half the
victinms of AIDS, unlike in other parts of the world.

There are many ways to bring in issues
related to wonen but | think I stand firmin my view
of this presentation of wonen in these
recommendations. | also |ike Bernie's statenent
earlier that, cultures change over tine and | think
that we should keep that in m nd when we tal k about
cultural differences, especially when we are placing
ourselves in a superior cultural position to other
countries because cultures not only vary over tine
but they are not nonolithic in any one point in tinme
so you could go to Kenya or Uganda, the countries
where there are just enornous problens wth AlIDS.
But you could find many educated wonen who m ght see
these issues in exactly the sane way we do and you
woul d find sone people in that country who are not
educat ed who woul d be very nmuch |i ke uneducat ed
people in this country in their views.

So | just hope we will be cautious when we

tal k about cultural difference because people use
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that sonetines in sort of a superficial way. W
shoul d keep in m nd that cultures change over tine.
They are constantly changing and they are not --
there is not cultural uniformty within any given
country at any one point in tine.

DR. SHAPIRG | think the report already
contai ns a consi derabl e amount of information that
| eads to Bernie's conclusion. Bernie's suggestion
that, in fact, things are not as different in many
cases as one could i magi ne and, therefore, making up
these caricatures are not always very useful and
hel pful and are counterfactual, and we ought to be
very, very careful about that.

And while we ought to say not hi ng about the
superiority of what we do conpared to what other
peopl e do, we still have to decide what we feel
obligated to do. W cannot deci de what other people
feel obligated to do but we can decide what we feel
obligated to do and that is our responsibility here.

Just two nore comments here and then we are
going to have to try to summari ze where we are and
see where we go next.

Carol and then Bernie.

Carol, did you have -- | amsorry. |
t hought you had a hand up. | apol ogi ze.
Ber ni e?

DR LO | want to go back to Recommendati on
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8. | want to support Jims suggestion that -- |
think it was Jimwho said that the operative thing
Is, if the potential subject wishes to involve famly
menbers in the consent discussion, researchers should
t ake appropriate steps. And | think that is what we
want to say.

In line 16 | would suggest we change "adhere
to" to sonmething else. Either "sensitive to or
respectful of." | think the point is we need -- the
resear cher should be cogni zant of the cultural issues
and not assune that things will work in another
country the way one m ght assunme they work here, but
not necessarily to adhere to those |ocal custons but
to help the participant ascertain whether the
partici pant herself or hinself, | guess, adheres to
t hose custons and then to help that participant find
a way of working out a consent process that seens
personal | y appropri ate.

DR. SHAPI RO Al ex?

PROFESSOR CAPRON:  Could | respond on that?
Actually, Bernie, it was ny suggestion -- and as |
t hought about it, unlike the notion that | have no
personal autonony because | am a patient and expect
sonmeone el se to nmake the decisions for ne, the notion
of involving one's famly in this process, | do not
think is very culturally specific. | nean it seens

to nme that, what we have heard about is that it
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occurs so comonly, that | would prefer if we not
link that to culture or customand sinply say when a
potential subject wishes to involve famly nenbers in
t he consent process the research should take
appropriate steps to accommpdate this wi sh. And
shoul d just recognize it as --

DR. SHAPIRO. | agree with that. | think
Ber ni e does, too.

PROFESSOR CAPRON:  Yes.

DR SHAPIRO. | nean, | agree with that and
we ought to be sensitive to that. | think Bernie
probably agrees al so.

DR. LO  Yes, that is fine.

PROFESSOR CAPRON:  Drop all that
cul ture/ custom | anguage entirely and just go to that
operative thing at the end of that.

DR. SHAPIRO Okay. W are going to have to
end our discussion on this here for this norning
since we have guests who are here that need to
address us on other topics.

| think it is -- | mean, | think fromthe
di scussion we can draft recomendati ons here which
woul d, | think, be acceptable to the conm ssion. |
ama little unclear on one issue and that is whether
we should -- and | am going to take that under
advi senent for the nonent. And if any of you feel

strongly about it, please et ne know.
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And that is whether we should deal with the
| ssue specifically with respect to di seases or issues
that affect wonen only. And I do not want to take
any nore discussion on this right now but that is
sonething which | would |ike to hear from you about
either later today or by e-nmail or sonething as we go
t hrough and redraft this chapter.

| am goi ng to suggest that we take a ten
m nute break right now and then we will nove on to
et hical and policy issues in the oversight of human
subj ects research.

We have obvi ously sone unfinished business
with respect to the International Report. W wl
have to think carefully about just how to proceed on
t hose aspects. W have Chapter 5 and al so sone of
the material that Alex -- yes, Larry?

DR. MIKE: And we have not discussed
Chapter 4, which was ny main concern in ny e-nmail
t opi cs.

DR. SHAPIRO Yes. All right. Let's take a
ten m nute break.

(Wher eupon, at 9:47 a.m, a break was

t aken.)



