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WORKI NG LUNCH

ETH CAL 1 SSUES | N | NTERNATI ONAL RESEARCH
CHAPTER 2 - | NFORVED CONSENT
PROF. CAPRON: Let's turn to our brief

di scussion of the alternative | anguage for the
Recommendation 5 in Chapter 2, which we left off with
yest er day.

Ruth and her team in conjunction with Jimand
Berni e, devel oped alternative | anguage, which, as |
understand it, cones after the first sentence.

Is that correct, Ruth?

DR MACKLI N Yes.

PROF. CAPRON. So let nme read that for us and
for the record.

It would now read: "Researchers should use
t he sanme procedures for recruiting nen and wonen and
obtaining their infornmed consent to serve as research
partici pants. However, if (a) research on a common
serious health problemthat affects only wonen could
not otherw se be done in the host country and (b)
inability to do that research woul d have the result
that potential substantial benefits of the research
woul d be unavailable to all wonen in the country, their
| ocal custom may be adhered to."

And | suppose the inplicit statenment that is
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intended there is that the local customis one of not
treating wonen and nen the sanme in the recruitnent.

The next paragraph says: "Researchers nust
provi de evidence that (1) it would be inpossible to
conduct the research under the conditions stipulated in
this recommendation; (2) failure to conduct this
research woul d probably deny its potential benefits to
wonen in the country; and (3) neasures to pronote or
respect the wonman's autonony to consent to research are
undertaken to the extent that this is possible."

The proposal is open for discussion.

Let's not worry about the | anguage as such the
thrust of it.

Yes?

DR CASSELL: Just for clarification. Does
that nean that if a serious health problemaffects both
nmen and wonen, this does not apply or that a serious
heal th probl em affects the popul ati on generally and
woul d have to be done with nen only?

PROF. CAPRON: Well, | would read this to say
that if you could get results that are applicable to
the wonen in the country by doing research on soneone
el se, nanely wonen in another country or nen in that
country, then you would not do the research in the

wai ved fashion, that is to say you would not recruit
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wonen by going to their husbands. 1t woul d excl ude
them as a research popul ati on

Is that a fair --

DR MACKLI N Yes.

PROF. CAPRON. | did not rehearse this answer
with Ruth so if that is the correct answer in her view

DR MACKLIN.  Yes. | nean, it would certainly
allow for, or result in, the exclusion of wonen from
studies but it would not prevent them from having the
benefits ultimtely, because if the study had to be
conducted in that country, in order to get regulatory
approval in that country once the drug were approved,
then it would be available for nmen and wonen.

So if it would end up excl uding wonen fromthe
study, even though on other grounds we like to see nen
and wonen represented in studies, it is the | esser of
the two evils.

PROF. CAPRON: | have David and then Alta.

DR COX: Well, we can --

PROF. CHARO It is just a clarification.

DR COX: (Go ahead.

PROF. CHARO Ruth, | amalso assumng that in
addition to this there is the additional provision -- |

forget if it was in this recommendation or in a
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different one -- that said nonethel ess nobody can
consent for sonebody else and force theminto a study,
I ncl udi ng her husband.

DR MACKLIN. That is already in the first
part of this.

PROF. CHARO Right. | just wanted to make
sure | renenbered that correctly.

DR MACKLIN  This, however, follows the
exi sting one that says nobody can affirmatively put
soneone - -

PROF. CHARO That is fine. Thanks.

Sorry, David, | did not nmean to take your
pl ace.

PROF. CAPRON: Well, while we are waiting for
David, do we have Trish or Rhetaugh on the phone at the
nonent? Ckay. | just wanted to know if they are here.

As of now, | have to note that we are in a
di scussi on node. The Conm ssion neeting as a
Conmmi ssi on neeting has cone to a close with the absence
of a quorum of our nenbers. W are no |onger an
Advi sory Conmittee as of this nonent. W are just
havi ng a di scussi on, an open di scussi on, but one
W t hout a quorum

Davi d?

DR COX: So should I talk anyway?



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

204

PROF. CAPRON:  Yes.

DR COX: So | would like to say that | amin
favor of this language but | would |ike to ask that it
be extended nore generally. M view of this point is
one that Ruth just, | think, nicely articul ated, which
Is that this is basically exceptional |anguage to avoid
sonet hing that woul d be worse if the | anguage was not
there. And that this is in the context -- witten
specifically in the context of wonen.

Eric alluded to it. | think that there is
going to be all sorts of simlar contexts, where in the
I nternational setting our U S. standards basically are
not able to be net specifically as witten, and so what
we are -- | would Iike to endorse this but extend it
passed the situation of just wonen or wonen's iSsues.
That is not to say that | do not think the issues of
wonen are inportant but | think that there is going to
be nunerous other situations that are exactly anal ogous
to this.

And | am probably not being very clear. For
me personally what | will do -- and that is what | did
yesterday was vote for what was proposition 3, which
was in order to uphold the basic principles of human
subj ects research in the U S., | would personally

uphol d the -- even though it would nmean that certain
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types of research could not be done internationally.

But | see this as a way of saying we wll
still uphold thembut that there is sonme flexibility in
themto allow research that could not otherw se be done
to go forward.

I will just say froman ethical point of view,
t hough, how you weigh that -- the inportance of that
research over the ethical principles is one that is
troubling me and how you wei ght them you know, is
al ways tricky but this does |eave a trap door to make
that at |l east a possibility, which we did not have
yesterday, and | amvery much in favor of that.

But | would not like it to be sinply in the
context of wonen's issues by itself.

PROF. CAPRON:  Steve?

MR HOLTZMAN. David, | do not think this is
about inporting U S. notions about the regul ati on of
research el sewhere because to ny know edge there is
nothing in the regulation of research in the U S. that
says anything like this. |Is that correct? Right?

Sol want to -- | would like to conceptualize
t he probl em sonewhat differently, and it is going back
to a formulation of Alta's yesterday. Al right. And
that has to do with whether or not with respect to any

gi ven sphere of human activity of which one such sphere
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is research, we wi sh to be nmaki ng a statenent about
whet her we wi sh to conduct that in a way which can be
conpilcit in the violation of certain rights of people,
in particular in this case wonen.

DR COX: Perfect.

MR HOLTZMAN: Right? Wich we feel is in
sone sense a universal standard. Al right. So the
prem se here is that there is a universal standard,
that certain societal practices violate that standard,
that we do not wsh to be conplicit in contributing to
the violation of that standard, and that this is a
particul ar area of human endeavor in which we wish to
make that statenent.

DR COX: Ckay.

MR HOLTZMAN. Al right. As opposed to --
because we are dealing with research. If we were
dealing with commerce we could be nmaking simlar sorts
of things. Right?

DR COX: Yes.

MR HOLTZMAN. Then the question is -- if you
frane it that way, you can franme the question “is do we
think that is inportant here, and subject to what
condi ti ons?”

And then the second is: “do we want to nmake a

particul ar point about that with respect to a
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particul ar area of oppression only that’'s relevant to
wonen, or do we want to nake it wth respect to
oppression per se?” That is the way at |east | would
lay it out to nyself.

DR COX: And that is because you are nore an

expert in this area, so | actually defer to you in

that. | think | am happy --
MR HOLTZNMAN: It is not a question of
expert. That is just the way | think about it.

DR COX: No, but I amhappy. It is a nore

actual ly rigorous explanation about it and | am happy

with that.

My only problemis this question of universal,
and that is one that | just westled with for nyself,
but certainly nore global than just the U S., | agree.

PROF. CAPRON: | hope that the discussion,
which we are now going to bring to an end on this
poi nt, has been useful to Ruth and Alice because if
others agree with the exchange that David and Steve
just had, it does affect the way this recommendation is
presented and the rationale that is used.

MR HOLTZMAN. And that is exactly what | was
going to, Alex. If we are going down this path, |
think one has to be laying out that kind of -- the

rationale for why this sphere of activity is when we
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are choosing to nake this statenent, and why
specifically we are doing it wth respect to a
particul ar class of oppressed peopl e.
DR CASSELL: And the class is nmarried wonen.
It is not wonen. The class is nmarried women.

PROF. CAPRON. How about unmarried wonen and
their fathers?

DR CASSELL: Well, | do not -- that is one of
the things | raised before and that did not cone up,
you see, unnmarried --

PROF. CAPRON:  Not m nor wonen.

DR CASSELL: -- wonen and their nothers.

PROF. CHARO | would love to start first with
marri ed wonen but then acknow edge the conmment t hat
this seens to have sonething in common with the next
two recommendati ons, which was pointed out by nultiple
peopl e yest erday.

The next two recommendations deal with famly
and the inplication was non-husband fam |y, and then
village | eaders and community | eaders, et cetera.

It strikes nme that we do not have tine
schedul ed to discuss, but could easily choose to
di scuss, whether we wish to follow exactly this nodel
as a nore general rule in which what we say is: “U S

sponsored researchers shoul d approach subjects
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t hensel ves, and if the subjects want to involve third
parties, that is up to them” And that there will be a
couple of -- there wll be sonme occasi ons where the
research cannot be done that way because of |ocal
custom and that we shoul d not abide by that | ocal
custom unl ess these conditions are net and that we
could apply it across the board to all third party
situations.

W have never discussed it. W acknow edge
that there are sone differences anong them so | am not
proposing it for a debate right now, but |I amjust
saying that that is sonething that is still left out
there for those that want to be consistent.

But for the nonent | think limting this to
marri ed wonen woul d be a great start.

PROF. CAPRON:  Ruth?

DR MACKLIN. It is also without having to
elucidate it in the text, which we could, if necessary,
poi nt out that the concern is those conditions or
di seases or circunstances that affect only wonen such
as a whole array of things in reproductive health and,
| guess, breast cancer woul d be another, and curiously
enough many wonen in devel opi ng countries -- in fact,
in alnost all devel oping countries there is very poor

access that unmarried wonen have to those reproductive
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heal th servi ces anyway. So to deny those
particular individuals entre into research is not -- |
mean, it is just a special trivial matter.

So |l think we can try to deal with this in the
context -- it is certainly different because if we are
tal ki ng about other research that affects nen and
wonen, it is not that the entire class of wonen or
group of wonen in any given society would be denied the
benefits of research if, for exanple, they are
devel opi ng a new contraceptive or a mcrobicide or
sonmet hing inportant |ike that.

DR COX: So, Alta, | would just like to say
that we cannot do it now but | would |like to have
further discussion on exactly this point in a nore
general way because | think we have not discussed it.

PROF. CHARO If there is not opportunity
before the public draft goes out, there is certainly
going to be opportunity after it cones back.

DR COX: Exactly.

DR MESLIN. | nean, if you want to offer
views informally over, you know, e-mail, you are
wel come to do that, but this is the tinme to raise an
Issue if you want to raise it.

PROF. CAPRON: It has been raised in your

absence.
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DR COX: | just didit.

DR MESLIN  Ckay.

DR COX: It was raised, Eric. It may not be
very articulate but it is ny effort to raise it.

DR MESLIN. Ckay. GCot it.

DR COX: Not in the franework that Steve | ust
laid out, but in these different settings.

PROF. CAPRON. As | understand the framework
I ssue, there are two aspects toit. One is that this
IS not an exercise in American standards being used to
try to change cul tures abroad, but rather Anmerican
researchers and Anerican research conpani es foll ow ng
certain precepts which are widely, if not universally,
hel d, and not engaging in research where they viol ate
that unless certain special findings have been nade as
to the necessity of doing so.

The second question that was raised is to what
addi ti onal categories of prohibited research would this
ki nd of presunption overcone by special circunstances
potentially apply? | think we can ask -- the first
gquestion we will tell -- when we see the next draft.
Does the text explain it in a way that is satisfactory.

The second question we can all ask oursel ves
and perhaps Alice and Ruth will ask thenselves as well:

is there any way of | ooking at any of the other



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

212

recomrendati ons that m ght get into this and asking the
same question?

Earlier Eric announced that we woul d now,
after this brief discussion of Recormendation 5 in
Chapter 2, look at Dr. Shapiro's nmeno to us as an
organi zing framework for our discussion to nmake sure
that the concerns that he had rai sed have been
addr essed.

Eric, since you were the one who, in effect,
are the conduit to that, |I turn it over to you.

DR MESLIN Certainly. Before we do that, |
just wanted to be cl ear because | know there was a
little bit of work done on Recommendation 11 in Chapter
2. W discussed yesterday 8, 9 and 10, and then there
was sone di scussi on about whether it would -- 11 would
be dropped or changed or nodified. Ruth rem nded ne
that they have done a bit nore work on 11.

Did you just want to say a word about that?

DR MACKLIN  Yes. Just a word. Wat we did
was "del ete" a couple of words that seened to be the
of fending words that created a lot of difficulty. So
If you ook briefly, it is on page 32, Recommendati on
11.

W have deleted the words in Line 19, "during

and after." Just deleted those words so the
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recomrendat i on now reads, "Researchers shoul d devel op
and i npl enent a process of community education and
consultation to take place before the research begins.”
W added the word "begins."

Everything else is left the sane. Since we
under stood that there was sone confusion and
uncertainty or lack of --

PROF. CAPRON. | think, Ruth, I would restate
t he consensus that we had, and others can correct ne if
| can have everyone's help on this. The sense was that
we did not need the first sentence of 11, that that
woul d be taken up under a revised 9. If we say,
"Researchers should consult with comunity
representatives in devel oping effective neans to
comruni cate the necessary information,"” and that one of
t hose neans m ght be face-to-face education of
subj ects, another m ght be pre-education of the
community from whi ch subjects woul d be drawn, about any
nunber of topics, depending upon that comunity's
consul tation

And that both 9 and 10 coul d benefit fromthe
t hought, which is encapsulated in the second sentence,
that the steps that will be taken to inplenent that
recommendati on be nmade apparent in the protocol and

that the IRB assure itself that the process is adequate
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to the situation. So we did not see a need for a
separate 11.

I s that okay?

DR MACKLIN. Yes. | do not want to go
further with that now It is not inportant.

PROF. CAPRON: Ckay. | amsorry that did
not get communi cat ed.

DR CASSELL: So it is left wwth no second 11,
no 117?

PROF. CAPRON: No separate -- that was our
conclusion at the end of the day yesterday.

DR CASSELL: Yes.

PROF. CAPRON:  And, unfortunately, | did not
realize that Ruth and Alice were going to work on that
and they had said before that they would just consult
the transcript since they were not here during that
part of the discussion.

Eric, it is in your hands.

DR MESLI N Ckay. Well, no, we are going to
essentially spend as nuch tinme as everyone has. |
really want to let Ruth and Alice go at this point.
You have seen Harold's neno.

I think, Ruth, you have indicated that a
nunber of the concerns that Harold had raised,

certainly in one and two, et cetera, were already
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cover ed.

So really the point of the neno where Harold
has comments begin on page 3 of his neno.

DR COX: Wen was it covered?

DR MESLIN. | amsorry.

DR COX: | amsorry. Wen was it covered,
the first part of this?

DR MESLIN. Well, | was speaking quickly. 1In
the revisions to 1 and the di scussion we have had in 2,
and now what | think Ruth has suggested we are going to
discuss for 3, which is where we are going to
essentially -- we have now finished and we are going to
go to 4.

Am | confusing you, Steve?

MR, HOLTZNMAN: No, do not worry about ne.

CHAPTER 3 - CHOOGI NG A STUDY DESI G\

ETH CAL AND NMETHODO OG CAL CONSI DERATI ONS

DR MESLIN. We have done Chapters 1 and 2.
W have had a di scussion about the recomendations in
2. And now we have to spend what is essentially the
wor ki ng lunch part tal king about Chapter 3. Then we
will come to Harold's concerns about 4 and 5.

I was not really going to | ead the di scussion
because the working | unch was supposed to focus on

Chapter 3, which is where | believe we are now. |Is
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that fair? Al right.

So in front of you should be --

PROF. CAPRON: Well, | sort of share --

DR MESLIN:.  Steve's concern

PROF. CAPRON. -- Steve's concern. | just --
could we just have a word about how and where the
bul lets --

DR MESLIN On 1 for 2(a)? ay. | am
sorry.

PROF. CAPRON: -- under 2, the first couple of
bul l ets there are addressed because those are thenes
t hat Harol d has sounded before.

DR, MESLIN  Ckay.

PROF. CAPRON: And if Ruth and Alice feel that
they are fully addressed by either what we have seen or
what they have revised since we have seen it --

DR MACKLIN  These are comments that do not
refer to any particular chapter but nmaybe thread
t hroughout the report. Mst of these itens, not all,
but alnost all pertain to Chapter 4 because that is
where nost of this discussion takes place. That is
where patents takes place, that is where pharnaceutica
I ndustries are discussed, that is where --

PROF. CAPRON: So we will take it up when we

get to 4 then
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DR MACKLIN. These are -- even though they
are nore general than the specific points he nmakes |ine
by line on Chapter 4, that is really what they deal
Wt h.

Now the only exception to that is the
di scussi on we had yesterday when everyone cheered Alta
when she volunteered to wite sonething that woul d be
included in Chapter 1. So that is still in abeyance
but what | see us doing now once we get to Chapter 4 is
t hese concerns of Harold's are in addition to the ones
that he specifically identifies in Chapter 4 should be
part of that discussion.

PROF. CAPRON:  Ckay.

DR MESLIN. The only thing | should add, and
in respect of Alex's raising this, is in Chapter 1 sone
of these issues are brought -- introduced for the first
time. It isin bullet 2(a) -- thereis no (a). 2 --
the first bullet of 2. And there is not a
recommendation that Harold is asking for the Conm ssion
to consider. He just gives his own views that we focus
on ethics of research in general, independent of
sponsor .

And | think what you can read fromthat is
shoul d the di scussion not nmake a distinction early on

bet ween i ndustrialized pharmaceuti cal sponsored
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research versus industrialized country, Federal
Gover nnent, sponsored research. And that is an open
question that he has asked.

Hs points in the second bullet flowin the
same way but you are quite right, it gets picked up
nostly in Chapter 4.

DR BRI TO | think that first bullet does
need to be di scussed becasue that is -- it is
i ntroduced in that one paragraph in the first chapter
and | amnot sure that we finally concluded what we
were going to do with that.

PROF. CAPRON: Well, Ruth had suggested to us
that we sort of await to see the | anguage that Alta
cones up wth and that they use in revising the
chapt er.

DR BRI TO kay.

PROF. CAPRON: So | think that the suggestion
that we nostly deal with this where it is the centra
focus in Chapter 4 is probably a good one and we j ust
have to make sure we turn to it then

Are we confortable then? So we are now goi ng
to turn to Chapter 3.

DR MESLIN Steve, are you confortable with
that as a strategy?

MR HOLTZMAN: | was not here when you tal ked



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

219

about Chapter 1, so it is very hard for ne to conment
and | do not want send you guys backwards.

PROF. CAPRON: Thank you. W can do it well
enough on our own.

(Laughter.)

CHAPTER 3 - CHOOOI NG A STUDY DESI GN

ETH CAL AND NMETHODOL OG CAL CONS| DERATI ONS

DR MESLIN | will continue to be Harold's

agent at the appropriate tine but right now we shoul d

go to Chapter 3 and what Ruth and Alice and Elisa have

done.

DR MACKLIN.  Are you waiting for ne?

PROF. CAPRON:  Yes.

DR MESLIN: Yes. You are the Ruth.

DR MACKLIN. Wll, there are one major --
since you saw Chapter 3 -- one nmajor change and then a
| ot of changes -- snaller changes in the text, nostly

supporting the major change. So you should have now on
the table what is called Chapter 3 recommendati on.
Chapter 3 is in blue. Mybe not everybody's is in
blue. It says “recommendation.”

Now i f you want to see what this replaces,
pl ease go to the end of Chapter 3 of the version you
have and -- by the way, we have already inserted these

as di scussed yesterday, put these reconmendations in
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the appropriate place in the text, and | guess | can
tell you in a nonent where that goes. But right now
t he recommendati on appears on page 40.

This is the second of the two recommendati ons
fromthis chapter and we mght as well look first at
the forner one which is now replaced. The old one

said, "Research --" and by the way, just to rem nd
everyone, we did discuss this quite fully at previous
neetings, at |east once if not tw ce.

The one that is now repl aced reads:
"Researchers and sponsors should strive to --" | am
sorry. "Researchers and sponsors shoul d provide
menbers of a control group with an established
effective treatnment whether or not that treatnent is
and woul d continue to be unavailable in the country
where the research is conducted."

That is the old one. That is the old one. It
I's on page 40.

W are replacing that, along with supporting
text in the appropriate places, wth the one you have
in front of you now on the single sheet of paper.

MR HOLTZMAN: |Is there an extra around?

DR. MACKLIN. "Whenever possible, researchers

and sponsors should design clinical trials that provide

menbers of a control group with an established
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effective treatnment. This should be whether or not
that treatnment is currently available in the country
where the research i s conduct ed. In cases in which
t he study design does not provide the control group
wth an established effective treatnent, the research
protocol should include a justification of this design.
The | RB shoul d assess the justification provided as
wel | as the ethical appropriateness of the research
design."

PROF. CAPRON:. Alta?

PROF. CHARO Ruth, because it has now been
two neeting days since | read this, so | amnot |onger
sure | remenber what is or what is not in the chapters,
do we find in the chapter enough detail about what
m ght be consi dered an adequate justification versus

what m ght not be considered an adequate justification?

DR MACKLIN. There is -- | amsorry.

PROF. CHARO That an IRB would actually know
how to handle this and that we al so m ght even achi eve
sonme degree of consistency fromIRB to IRB in how they
handl e these revi ews?

DR MACKLIN. | -- there is nothing that would
even give a hint about how to establish consistency

anong | RBs since they remain inconsistent in many
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things they do in other areas.

PROF. CHARO  Ckay.

DR MACKLIN.  And | do not see how we coul d
even begin to address that problem which | see as a
probl em and ot her people do not.

However, there was not in the chapter you read
anything that could support this but there is now, and
let nme explain just alittle bit nore. | could
actually read al oud the passage. | know you do not
have it in front of you but since this was woven into
the text --

PROF. CHARO  (kay.

PROF. CAPRON: Wy don't you do that?

DR MACKLIN. | wll. This canme in response -
- this whol e change cane in response -- you renenber we
nmenti oned yesterday that this chapter was sent out to
several people for a pre-review before the general
public review in order to ensure that it was both
accurate and credible, both in the details of the
research design as well as to reflect the practices as
t hey ought to be conduct ed.

And one very thoughtful response -- one very
t houghtful response had -- was the basis for this
recommendation. This change in the recomendati on,

along with some supporting text. And since | did this
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inred | amjust going to | ook for that supporting
text. It wll take ne one second to scroll through.
And this will be the text that for the nost part
justifies this.

Anybody renmenber where this was?

M5. PAGE: It is towards the end.

DR MACKLIN Yes, it is towards the end. |
know it is towards the end. Towards the end.

MR HOLTZMVAN: Around 38.

DR MACKLI N:  Pardon?

VMR HOLTZNMAN: Your existing argunent is on
page 38.

DR MACKLIN. Ckay. Al right. Here it is.

And here is the beginning. This begins --
this is a new beginning for the section that begins
entitled "Ethical Considerations in the Design and
Conduct of dinical Trials."

PROF. CHARO  Ckay.

DR MACKLIN. It is that section and it begins
as follows: "International collaborative research can
be thought of as |ying somewhere along a continuum At
one end is research in which a sponsor sees an
opportunity to get rapid, easy, inexpensive answers to
a research question, and then uses the information for

its own purposes in the sponsoring country. The other
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end is research intended specifically to address a
heal th problemof little or no relevance in the
sponsor's country but which is inportant for advancing
the health of people in the host country. These two
extrenes frane a spectrumof political exploitation and
clearly differ fromeach other. However, both m ght

| ead to research that could not be conducted in the

I ndustrialized country. An assessnent of the ethical
appropriateness of a particular study's design should
I ncl ude an evaluation of where it lies along this
conti nuum "

That is the first new material. You know who
we can thank for that.

PROF. CHARO  Yes.

DR MACKLIN.  Then there is another --

PROF. CAPRON:. Was the | anguage "politica
exploitation?" D d | hear you?

DR MACKLIN. | think it did say political.

PROF. CAPRON: What is the neaning of that?

DR MACKLIN.  Presumably --

PROF. CAPRON.  You took this whole cloth from
soneone so it was not a word that you chose? | do not
understand "political exploitation” in the mddle of
t hat sentence.

DR MACKLIN. Al right. | do not -- we can
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conme back to the word, Al ex.

PROF. CAPRON: Ckay. Al right.

DR MACKLIN:. The word is not inportant. W
can change the word. W want to get the sense. W are
| ooking for the justification.

The second point that conmes in support of this
cones later and let ne see if | can identify later. It
Is just before the section that begins "Mnitoring the
interimresults of the study.” That is where the
recommendation will go and i nmedi ately preceding the
recomendation is this new text, which I wll read.

"It is essential to recognize the tension that
exi sts between the need for a control that has
rel evance as the optinmal baseline agai nst which the new
Intervention is nmeasured on the one hand and the
et hi cal mandat e of beneficence on the other. In
addition, ethical review should include an explicit
assessnent of the appropriateness of the study's

bal ancing of this tension grounded in (1)..." and there
are going to be four points here "...(1) an ideal that
partici pants shoul d receive an established effective
treatnment unless a case is specifically nade that the
only viable alternative to a | esser level of care is

not being able to conduct the study at all or data that

wi Il not be useful in advancing the care of people in
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the host country.” That is the first grounding.

"(2) an explicit prohibition of over
expl oi tation.

"(3) an explicit case that the study lies far
fromthe end of the continuumof overt and obvious
exploitation."

And far toward the other end of the continuum
of advanci ng host country health.

"And (4) a clear case that controls are
intended to sinulate the current state of care in the
host | ocale and thereby serve as a legitimte standard
agai nst which the new intervention is neasured."

Now t hose four -- | nean, that is not going to
guarantee I RB i nsurance, but those are the basis. |
mean, they provide sonething like criteria for nmaking
those judgnents. So it is nostly those two sections
whi ch may have to be suitably reworded that are
supporting the new recommendati on.

PROF. CAPRON: (Ckay. Discussion?

Ata?

PROF. CHARO First, thank you because that is
exactly what | was hoping that we would find in the
chapt er because that would fill out what an | RB does.

Perhaps in anticipation of being unsuccessful,

| want to reiterate sonething | said on e-nmail when we
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first got a chance to react to reconmendati ons.

And that is that there are situations where
t he best science would be done by using either a
pl acebo control or a control that represents a rather
i neffective therapy even though it tends to be the one
that is provided |ocally.

And | had witten that | thought that in the
end that can be justified but that there will be
situations in which, as a prelimnary step, one m ght
choose to test a new intervention against a gold
standard or established effective therapy in order to
get a first order approxi mati on of whether the new
i ntervention even has a hope of being useful

And if It indicates -- if that experinent
i ndicates that it mght, only then nove to the
situation in which control groups have to be given
pl acebos or manifestly ineffective therapies.

Not every tine will this be the case and it
has cost in terns of doubling the nunber of study
subj ects perhaps so there are bal ancing acts to be done
her e.

But | did not want to at | east put out on the
table the idea that the first claimthat science is
best served by a placebo control or by an ineffective

t herapy control should not end the debate when there
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are interimneasures that could be explored that would
effectuate a sonewhat different bal ance al ong the way,
and | think that is consistent wth what you were just
witing in those criteria but not necessarily so
obvious that an IRB would feel it is necessary to
expl ore those options.

PROF. CAPRON: In order to have an orderly
di scussion, | think Alta has put forward a suggested
addition to the points, and | would like to know if we
can di scuss that before noving on to sone new t hought
or sone other reaction to what is there.

Are there comments on her suggestion?

Yes, Steve?

MR HOLTZMAN: | read that as consistent,
t hough not explicit. The problem| have wth it, which
is the problem| had when | read it on your e-mail, is
| felt totally unable to know whet her or not what you
were saying was true or false so to speak in terns of
clinical trial design so you were naking a cl ai mabout
often it can be the case that one can proceed this way.

| personally do not know that that is true,
how often that is the case, what are the conditions
under which it would -- it is true and | felt like it
was taking ne into an area of expertise about clinical

trial design that was not the business of an ethics
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conmi ssi on.

Whereas what | just heard Ruth reading is nore
up our alley.

So that was just ny basic reaction to it.

PROF. CAPRON: Ruth?

DR MACKLIN. Let ne just respond. | nean, |
am probably | ess of an expert than Steve on this but --
on trial design. Wat you propose mght be ethically
superior in that it is a kind of feasibility study but
what we know about these designs, and | amgoing to
turn to Elisa, is that any equival ency study, that is
sonet hing that uses the effective established treatnent
and not placebo is going to involve nmany nore study
participants, it is going to take nmuch |onger to do,
and it is going to be nuch nore costly.

So if one of the priorities and one of the
very reasons for using placebo designs anyway is to do
It nore quickly in the hope of getting an answer, and
t hereby provide to the popul ation an effective
treatnent, that whole thing gets delayed with this
mechani sm and one m ght even argue that on utilitarian
grounds ultimately there is a greater delay because
first you do this very |long established effective
equi val ency study, then turn to the placebo controlled

study in which you have actually taken much | onger than
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just initiating the placebo controlled study.

PROF. CAPRON:.  Alta?

PROF. CHARO Yes. | amsensible to both of
t hese concerns, although on the study design | think
the presentation we got three years ago indicated that
this is one formof study design that has |limted
usefulness in terns of the data it generates. And that
Is why | was never suggesting that it ought to be the
case that you have to do this before you can nove to a
pl acebo or an ineffective treatnent as the control.

| was sinply proposing that | RBs have to at
|l east ask if this is, in fact, a sensible internediate
step. For sone diseases, with sone popul ations, wth
sonme nunbers and sone budgets, it nay be a reasonabl e
opti on.

| guess what | amtrying to get at is that I
think of placebo as an ineffective therapy control as
sonet hi ng that shoul d be acknowl edged as a | ast resort
when you need it in order to acconplish your primary
goal, which is scientifically defensible, efficient
novenent towards a benefit -- a hoped for benefit but
that it should not be a first resort. Qher options
shoul d be explored and discarded first. That is ny
only goal in proposing this.

PROF. CAPRON: | amnow a little confused by
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your suggestion because if the notion is that you woul d
provi de effective, established treatnent as the
control, that | take to be the starting point of all of
this discussion. |Is that not correct, Ruth?

DR MACKLIN:  Yes.

PROF. CAPRON: So that if that is the reason
for doing it then what you have said is just what is in
the recommendation here. That is to say you woul d do
that but you have a however, a waiver if the follow ng
-- if certain criteria are net.

| thought you were suggesting sonething el se
when | first heard your suggestion which is before
researchers engage in a situation in which they are
exposi ng the control group to the new intervention --
excuse nme, the active group to a new intervention of
possi bl y unknown efficacy and nmaybe not as great
efficacy as they would require to do the study in the
United States where they would have to be conparing it
agai nst the gold standard, and the control group to
not hi ng, you ought to have greater assurance that the
i ntervention has sone |ikelihood of working.

Was that not what you were trying to say?

PROF. CHARO It is but now |l amconpletely
conf used.

PROF. CAPRON:. Ckay. Well, if that is the
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case, if that is the case it seens to ne what you are
tal ki ng about is saying, "Cee, preclinical studies are
not adequate."

In other words, you want sone hi gher |evel of
assurance in this circunstance because the tendency
woul d be to say since we are conparing this to the
not hi ng that people usually get, there would be sone
risk of being willing to test things of marginal
utility.

The reason | thought you were suggesting,
therefore, to do the other was let's have a run agai nst
-- let's do sone prelimnary work to conpare it to the
gol d st andard.

But why do you need the gold standard at al
there? | mean, why aren't you saying that this is just
a formor sort of a nore el aborate Phase Il where you
are giving a limted nunber of patients sonething, not
to prove it as you would in Phase IIl in a controlled
clinical trial, but sinply to neasure and have sone,
not concl usive, but supportive data that it has sone
effect on a netabolic or other basis that you are -- in
ot her words, you are just --

PROF. CHARO So you do it w thout any
controls at all?

PROF. CAPRON: You do it without controls
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because you are not trying to showthat it is better
than anything. You are just trying to showthat it,

I ndeed, has sone of the effects that you hope to
acconplish and that seens to ne to be sort of a

boosted up Phase Il. And that kind of suggestion,

Al'ta, actually does appeal to ne. The sense that we
want to guard agai nst peopl e saying, "Because the study
Is conparing this to nothing, we do not have to have
very strong evidence that it will have any effect,"” and
we w Il go ahead and do a study and then it turns out
that, indeed, it is useless and you have put a | ot of
peopl e through a study.

Ganted the controls got what they woul d have
gotten anyway but they have been put through a study,
you know, and it is just you are using people.

So you want to say just to guard against that
slight inclination, we ought to -- we ought to insist
that we go through a process, a Phase |l process in
whi ch we have sone stronger indications that this
intervention will, indeed, have sone effect.

PROF. CHARO | would take that as a friendly
anmendnent al though | would still say that as with ny
original notion where | was assum ng controls had to be
in place, | would not want to suggest that this is

requi red under all circunstances but sinply that it is
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somet hing that 1 RBs should be urged to explore before
| eaping to the placebo control.

PROF. CAPRON: | entirely agree with that.

PROF. CHARO Then | have nothing further to
say.

PRCOF. CAPRON: And | woul d ask that we send
this particular notion in nenorandumstyle, as it were,
so they do not have to re-read the whole chapter, to
t he peopl e who comment ed and have them -- those who are
famliar wth research design and FDA approval s and so
forth, have them comment whether they think it is
appropriate or unnecessary, already acconplished by
sone ot her neans.

Coul d we do that, Ruth?

DR MACKLIN. Well, if Altais willing to
wite it up.

PROF. CAPRON:  Ckay.

PROF. CHARO Sure. | nean, | will be happy
to do that.

DR MACKLIN | still think, though, it is
going to be viewed as highly unrealistic and | guess
the one other -- the one other problem Al ta, though,
Is that putting that burden on the IRB puts the IRBin
a position of telling researchers how to design their

research, which first of all is a -- the research cones
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to the IRB al ready desi gned.

It may cone froman NIH design in a nmulti-
center trial. It may conme froman industry sponsor
trial. So sending the researcher back at that point
is alittle bit late in the process of protocol
devel opnent so | think if you want to wite it up you
have to address those questions, too, and the
appropriateness of the IRB at that fairly | ate stage,
especially if sonebody is going to submt sonething for
an NIH grant that is quite close to the deadline, the
| RB says, "Qops, we want you to go back and try to
desi gn an equi val ency trial."

So all those things | think have to be taken
I nto account .

PROF. CHARO That is fair, but if the bottom
i ne nmessage that gets through is that before studies
are designed everybody in the research world is on
notice that all options will be explored as a way to
m nimze the nunber of tinmes we have to go into these
ki nds of controversial placebo controlled trials to
| ook at locally viable options.

Then slowy the research community will begin
to make their designs wth that in mnd, use it where
appropriate, explain why it is not appropriate, and the

many circunstances where it is not, and the problem
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will slowy iron itself out.

PROF. CAPRON:. Now | had Arturo and David who
were deferred while we discussed Alta's point.

DR CASSELL: | just wanted -- | mean, there
has been so much --

PROF. CAPRON. | have Arturo or --

DR CASSELL: No, there has been so nuch
conversation --

PROF. CAPRON:  Yes.

DR CASSELL: -- since Ruth read those that
the wording has gotten lost to ne so | would not m nd
I f she would read them once nore.

DR BRI TO And ny conmment has to do with
that first sentence so | would |ike to hear it again.

DR MACKLIN. Is this -- thisis the -- are
you tal ki ng about the recomendation itself?

PROF. CAPRON:  No.

DR CASSELL: No.

DR MACKLIN.  The justification?

DR CASSELL: The justification.

DR MACKLIN. Ckay. The first one. | nust
apol ogi ze profoundly here. | msread a word. The word
that cane out as political was suppose to be potential.

kay. So that settles that one. | will read both of

t hese passages agai n.
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The first passage appears after the heading,
I medi ately after the heading, "Ethical Considerations
I n the Design and Conduct of dinical Trials."

PROF. CAPRON:. Slowy and with feeling.

DR MACKLIN. Not slowy. | amgoing to nove
on.

"I nternational collaborative research can be
t hought of as |ying sonewhere along a conti nuum At
one end is research in which a sponsor sees an
opportunity to get rapid, easy, inexpensive answers to
a research question and then use the information for
Its own purposes in the sponsoring country. The other
end is research intended specifically to address a
heal th problemof little or no relevance in the
sponsor's country, but which is inportant for advancing
the health of people in the host country. These two
extrenes frane a spectrumof potential exploitation and
clearly differ fromeach other. However, both m ght
| ead to research that could not be conducted in the
I ndustrialized country. An assessnent of the ethical
appropriateness of a particular study's design should
I ncl ude an evaluation of where it lies along this
conti nuum "

Now that is just an introduction to the whol e

section and the specific justification that cones
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i medi ately before the recormmendation is as foll ows:

“I't is essential to recognize the tension that
exi sts between the need for a control that has
rel evance as the optimal baseline agai nst which the new
intervention is nmeasured on the one hand and the
et hi cal mandat e of beneficence on the other. I'n
addition, ethical review should include an explicit
assessnent of the appropriateness of the study's

bal anci ng of this tension grounded in..." and now there
are four itens "...(1) an ideal that participants
shoul d receive an established effective treatnent

unl ess a case is specifically nade that the only viable
alternative to a |l esser level of care is not being able
to conduct the study at all; or data that will not be
useful in advancing the care of people in the host
country;

"(2) an explicit prohibition of overt
expl oi tation;

"(3) an explicit case that the studies lies
far fromthe end of the conti nuumof overt and obvi ous
exploitation and far toward the other end of the
conti nuum of advanci ng host country health;

"And (4) a clear case that controls are

intended to simulate the current state of care in the

host/| ocal e and, thereby, serve as a legitinate
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standard agai nst which the new intervention is
nmeasur ed.

PROF. CAPRON: Did you do the translation from
the German yourself or was that a --

DR MACKLIN. We may have to break up a few --

PROF. CAPRON:. -- it is a very --

PROF. CHARO It is true that the person who
wote it is not a Native Anerican speaker

PROF. CAPRON: No, that is -- in any case, a
| ot of conplex ideas is what | amtrying to say. It is
like listening to the Kant. Ckay.

You wanted to focus on that first sentence of
t he second --

DR BRITO O the second --

PROF. CAPRON: Yes, | thought so.

DR BRITO Well, when | heard it the first
time and maybe now hearing it again, it is rather
conpl ex but what | heard and what | worry about is the
inmplication -- and maybe it is because of the
recomendation -- reading the recomendation first.

But the inplication that a placebo controlled trial is
necessarily an unethical or creates that tension

because sonetines doing a placebo armwhen there is no
effective treatnment is the nost ethical thing to do so

| do not knowif | amhearing it right. | have to see
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it witten down.

DR MACKLIN But that is -- Arturo, that is

handl ed el sewhere in the chapter. | nmean, there is a
section. | nean, you cannot say everything in one
sent ence.

DR BRITO No, | understand.

DR MACKLIN. There is a section that
di scusses pl acebos when they are clearly justified,
when they are clearly unjustified, and nmaybe we could
find the page --

DR BRITO Ckay. No, that is fine. But then
that first sentence -- but the way the first sentence
is witten, what | amhearing is this tension and I am
I magining this tension that is so extrenme that it
I nplies that the placebos are at one side. AmI
hearing this wong?

PROF. CAPRON: Wiy don't you read that
sent ence --

DR BRITO If you read just that one sentence
-- the first sentence again.

PROF. CAPRON. The first sentence of the
second - -

DR MACKLIN. "It is essential to recognize
the tension that exists between the need for a control

that has rel evance as the optimal baseline against
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whi ch the new intervention is nmeasured...” That is the
sound scientific criterion. "...on the one hand. And
t he ethical nmandate of beneficence on the other."

And what beneficence sinply neans here is --

DR BRITO Ckay.

DR MACKLIN -- if there exists an
established effective treatnent, you are optim zing
benefi cence to give that to the people in the control
arm

So the tension is between the scientific
reasons for the placebo control on the one hand and on
the other hand the optinmal beneficence, which is to try
to give everybody sonething beneficial when it exists
even though there are these other short-com ngs.

PROF. CAPRON: Well, isn't the tension with
benefi cence beyond that though because it is the
gquestion of giving the people who are getting the
active intervention, which is on its face a | esser
I ntervention, and intended to not believe to be as
effective as the gold standard in the U S. as the
effective established treatnent in the U S., so that
t he beneficence issue applies to themas well . |Is
that right?

DR MACKLIN.  Well, yes, it does but |I nean we

-- you cannot get into the nuances of beneficence. The
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ot her part of the beneficence is, of course, it is the
benefits to the research participants and to ot hers.
And since the benefits are hoped to accrue to the
entire popul ation, which they woul d never get fromthe
established effective treatnent because it is

unaf fordable or it cannot be introduced, then you have
got to weigh that part for the beneficence, too.

I nmean, if you want all that analysis in here,
we can do it, or we can change the words so we do not
have to -- it does not --

PROF. CAPRON:  Well, | just wonder if that
encapsul ati on of the word "beneficence" rather than
spelling out -- | nean, when you spelled it out it was
to nme easier to understand than the code word was.

DR MACKLIN  Yes. Let ne only say --

PROF. CAPRON:  Which brings in nore and you do
not want it here.

DR MACKLIN  Yes, it brings in -- it brings
in but it is in the precedi ng paragraph, Al ex.

PROF. CAPRON: Ch, okay.

DR MACKLIN.  You know, we are not reading the
whol e thing. The precedi ng paragraph begins by saying

DR CASSELL: Well, can't we print this out so

we can look at it, you know, instead of doing this? It
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is in the preceding paragraph -- it isinthis -- |
mean, this is a crucial wording.

DR MACKLIN. Well, the precedi ng paragraph --
| amsorry. The preceding paragraph is the text you
have. It is the text you have.

PROF. CAPRON. Page 48.

DR MACKLIN. Al I did -- wherever it is that
starts "The relevant principles are famliar ones," and
then it describes beneficence. It says maxim ze them

I nmean, all of that text that is in there is -- was
t here before.

In the interest of time and al so not printing
out 40 pages multiplied times everybody in this room --

DR CASSELL: Just what you have witten, that
is all we are tal king about, just the new material.

DR BRI TO Just the last --

PROF. CAPRON: Well, look, we are -- | think
the purpose nowis to see whether the direction which
has been sketched here by the changes that Ruth is
tal ki ng about we are confortable with.

And | realize that we cannot endorse it until
we have had a -- particularly conplicated | anguage
until we have had a chance to read it.

W are not in session now W are having a

di scussi on now so nothing we can do -- we do not need
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the text if it is now going to be conplicated and tine
consumng to print it out.

| nean, ideally | agree with you, Eric, but |
think it is less than ideal.

Steve, and then Berni e.

MR HOLTZMAN. So | take the suggestion on the
table to have two essential parts. The first | very
much i ke, which is introducing that we need to | ook at
why the study is taking place because a | ot of the
di scourse conparing the AIDS trials to what the Nazis
did totally left out that these were trials that were
trying to do sonething to benefit the | ocal popul ation.

So that formulation of take a | ook and why is this
thing taking place, for whose benefit before you start
your analysis, | think, is absolutely essential and is
very good.

The second then is this weighing off of -- in
shorthand -- the demands of beneficence versus the
ability to actually conduct this in a way in which it
hel ps the peopl e.

So the question | would have is as you are
t hi nking this through your paragraph that is preceding
it, right, where it starts wth "The rel evant

principles are famliar..." one -- isn't -- | think you

need to look at it again and whether the way you have
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structured it | eaves roomfor a “however” or not.

| amnot sure -- | think it is going to take -
- you just need to test it. GCkay. Because you cane
out really, really strong here in support of the other
-- the way we had it before.

And then sone other tine off-line we can talk
about whether in a trial, for exanple, the sane
princi ple of beneficence requires you, for exanple, to
feed people who are malnutritioned or do not have
enough food because | do not understand -- that is
sonmething -- that is just a personal -- sonething |
have never understood about why beneficence drives you
to this one particular action.

PROF. CHARO  Eric?

DR MESLIN | amgoing to insert nyself to

speak for Harold when there is relevant itens. Harold

made a note on that same page 38 -- | nean, in text,
not in his nmeno, marked up text -- that nmay speak to
Steve's issue. It is the last -- however, people's

pages are printed out. The sentence that begins,
"Therefore, the principle of beneficence is defined, et
cetera, et cetera, and w dely recognized."

Harol d wanted to add before the word "entail s"
-- do you see where | an?

DR CASSELL: Yes.
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DR MESLIN. "Could be interpreted by sone --"

DR EI SEMAN. Just to nention that we actually
made sone changes in this paragraph that Ruth has not
nmenti oned yet and one of those changes is we del eted
that | ast sentence that starts with "Therefore, the
principle of beneficence is defined in the Bel nont
Report."

There is al so one other sentence that was
del eted which in nmy version starts on |ine 20 that
says, "To withhold an established effective treatnent
froma control group even when that treatnent is not
avail abl e outside the trial violates the principle of
benefi cence. "

DR CASSELL: Yes.

DR EI SEMAN. That sentence al so was del et ed.
So we have at least tried -- and we can look at it
again but have tried to soften the | anguage in that
paragraph to make it consistent with our reconmendati on
-- revised recommendati on

DR MESLIN. | withdraw ny editorial conmrent
on Harold's behalf. | have others but not at this
tinme.

PROF. CAPRON: Thank you

DR BRITO Eric, which of Harold's points

were you going to refer to just to nake --
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DR MESLIN. Wat | was going to say was the
softening comment. It was to nodify the "entails an
obligation" to "could be interpreted by sone as
entailing an obligation.” It is not sinply a |inear.
It is a Haroldismthat you are all very famliar with
but in this case it would have been rel evant but now it
I's no |onger rel evant.

MR HOLTZMAN: Thank you for that irrel evance.

(Laughter.)

DR MESLI N: Ch, it is nothing.

MR HOLTZMAN: W are in conversation w thout
accessi on.

DR MESLIN. Al the best to you, Steve.

PROF. CAPRON: Al right. Staying in focus
then on the recommendation as revised and as justified
by the | anguage, are we in our informal fashion telling
staff to go ahead with that?

Yes, Eric?

DR MESLIN. Not until -- this is the tine
where | have to introduce part of Harold's neno so if
you go to page 3 of Harold' s neno, page 3 of Harold's
meno, the third bullet of page 3 of Harold's neno that
begins, "I believe Chapters 3 and 4 --"

So if you |look at the end of that bulleted

par agr aph you have nade the reconmendation different
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but his concern is about the line on page -- lines 17
to 23 in the old text of page 3, before "RESEARCH
DESI GN METHODOLOGY" in caps just to give people a

| andmar k. The paragraph begins "One question that is
related to the study design.” Do people see where that
I s? So the sentence is the |ast clause of that
sent ence.

PROF. CAPRON: Just read the whol e thing.

DR MESLIN. "Although it is surely true that
researchers and sponsors have obligations to subjects
during a trial, the obligation to provide clinical care
cannot overwhel mthe overriding justification for
conducting the research in the first place, that is to
obtain results that are potentially beneficial in the
country or conmunity where the research is carried.”

| think what -- the nice new | anguage t hat
Rut h has introduced showed the tension but if -- unless
t hat has been changed, 17 to 23, then this -- no, that
Is not -- yes, this. Then it may say nore al ong one
end of a spectrumthan you are intending to in the
reconmendat i on.

| amsort of re-interpolating Harold because
his concern was how that statenment squared with the
ori gi nal Recommendation 2. Now we have a new

Recomrendati on 2.
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PROF. CHARO R ght.

MR HOLTZMAN. This | anguage squares with the
new r ecomendat i on.

PROF. CHARO Yes, it does.

DR MESLIN. That is why | just want to draw
It to your attention. |If you think it does --

DR BRITO It does.

PROF. CHARO It does.

DR MESLIN. Al right. | amnot quite sure.

VR HOLTZNAN: Vel |, express your concern if
you think it does not.

DR MESLIN. Well, it is -- this is ne, not
Har ol d speaki ng now.

MR HOLTZMAN: Right.

DR MESLIN:. the overriding justification for
conducting research in the first place -- this puts it
on one end of the spectrum "Qbtain research
potentially beneficial."

Rut h's description was there are two extrenes
that relate -- fromwhich will flow Recormendation 2
and it is the conbination of that dealing with the
tensi on between on the one hand doing research for the
sponsors -- | am paraphrasing here -- for the sponsor's
benefit and on the other extrene doing research for the

subj ect's benefit. It is that tension that we are



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

250

trying to describe in Recommendation 2.

Is that a fair -- and then help nme --

DR MACKLIN. The tension is described a
little differently and | think we probably have to just
play with these words a little bit. | amgoing to re-
read the sentence that has the tension in it.

It is essential to recognize the tension that
exi sts between the need for a control that has
rel evance as the optinmal baseline agai nst which the new
intervention is nmeasured, which is the scientific --

DR MESLIN. Scientific justification.

DR MACKLIN -- on the one hand and the
et hi cal nmandate of beneficence on the other, which is
maxi m ze benefits. And | think that is neutral with
regard to maxi m ze benefits to the subject, maxim ze
benefit to the subjects and to others.

DR MESLIN. | agree entirely, which is why
the line -- all | amreferring to is the line that says
the overriding justification for conducting the
research in the first place only speaks to one of
t hose, which would be the -- in your -- what you just
read -- the second pole of the tension.

MR HOLTZMAN: No. No. No, | nean, because
what is going on here is that it is -- in this text,

right, it is remnding you the reason you are engaged
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in research is because you are trying to cone up with a
findi ng.

Now benefi cence says be good to the people in
the trial and provide themwth care but if you take
that to the | ogical extreme where you bl ow away the
potential for doing the study it does not nmake -- you
have eroded your starting point, right.

DR MESLIN Right.

MR HOLTZMAN:  And so | would take the way we
have redrafted the recommendati on and the text is now
recogni zi ng precisely that because of the notion of
"all relevant baseline" where relevant is not just
scientific by the way, it is scientific and also is
maki ng reference to the rel evant population. R ght?

PROF. CAPRON: | did not think this paragraph
was tal king about that at all and that is why | amjust
totally baffled, frankly, by this discussion.

Go ahead, Eli sa.

DR EI SEMAN. Well, also, what | wanted to say
is there is actually --

MR HOLTZMAN: You need to get up to your
m ke.

DR EISEMAN. -- there is two -- | amsorry.
There is two sets of conditions that we are | ooking at.

One set is the continuum of on one end, only benefit
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to the sponsor country or what can be call ed
exploitation. The second -- the other end of that
continuumis benefit to the host country, which is what
this paragraph is referring to.

The second set is the tension that Ruth
nmenti oned between setting up a scientifically sound
experiment versus ensuring beneficence to the research
participants. So this first -- this paragraph on page
3really refers to the continuumof trying to provide
benefit to the host country, not the second set where
you are tal king about the scientific soundness of the
trial versus beneficence to the research partici pant
specifically.

PROF. CAPRON: Let ne express ny puzzl enment
here and Elisa and Ruth can answer it.

There are three sentences in this paragraph.
The first one sinply says there is an ethically
probl ematic i ssue here. Then the second one, as |
understood, told us what that is.

It arises when researchers provide so nmuch by
way of clinical care for subjects during the trial that
the results are less relevant to the country at the
conclusion of the trial where such, as | understood it,
clinical -- level of clinical care is not generally

avai |l abl e.
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| did not understand that sentence to be
referring to the controls only or to the active
subjects only but rather the background | evel of
clinical intervention that they get.

DR EISEMAN. That is right.

PROF. CAPRON. So that Recommendation 3 or
Recommendati on 2, excuse ne, the second recommendati on,
t he one we have been tal king about, and nodifications
and all the elaborate -- are unrelated to this, aren't
t hey?

MR HOLTZMAN.  Well, actually | took
Recommendation 2 and the treatnment of the control under
t he demands of beneficence as a species of the genus of
the care you are giving these people precisely because
they are in the trial as a demand of beneficence.

PROF. CAPRON. Yes. But doesn't --
under stand what you are saying.

MR HOLTZMAN: That is why | think it was nore
-- bore on it directly.

PROF. CAPRON: It may have sone -- | nean,
what we say about one nmay have some bearing on the
other but to nme this was a different problem | found
the wording in the next paragraph confusing. "The
cannot overwhelm"™ which | gather to nean cannot be

all owed to overwhel m | s that what that means?
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DR CASSELL: Should not overwhelm | think.

PROF. CAPRON:  Shoul d not overwhelm  Shoul d
not .

DR CASSELL: Yes.

PROF. CAPRON. But it should not be allowed to
overwhelm |Is that what is nmeant or intellectually
cannot. | just -- the phrase "cannot overwhel nf' just
left me puzzled as to what was being said here.

DR MACKLIN. Al right. GCould I just ask
this: | nmean, ny understanding of the way the process
of the actual revision of the text is supposed to work
in this Comm ssion is that when people have this kind
of question about a "cannot" or a "should not," that is
what we do at a |ater stage over e-nail

PROF. CAPRON: No. Excuse ne, Ruth. This is -

DR MACKLIN. | nmean, this is not a very
difficult thing. If we say, well, nmaybe we nean
"should not" and then it is okay, can't we do that?

PROF. CAPRON: No. | do not understand what is
being said here. It has nothing to do with whether it
Is "can" or "should." | do not understand what is
bei ng said here.

DR CASSELL: | do not either because it seens

to nullify the requirenent for the active treatnent in
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the control group since no such thing is available. It
Is a standard of care nuch higher than would be

avail abl e so you are saying one thing here and a

di fferent thing sonewhere el se.

DR MACKLIN.  Well, | can tell you if the
person -- the Comm ssioner is willing to stand up to
this claim otherwise will elimnate these two
sentences, that at a previous neeting one of our -- one
of the Comm ssioners made this claimand our efforts to
try to incorporate the views of the Conm ssioners in
the text that we wite and nake sure that all of the
voi ces and the comments and the observations are in
here yielded this sentence that begi ns "Researchers
could provide so much by way of clinical for subjects
during the trial that it would nake the results | ess
rel evant to the country at the conclusion of the
trial."

PROF. CAPRON: | understand that.

DR MACKLIN. Bernie used those words and gave
us sone very nice justification for why he said that at
the neeting at which he said it. Ckay. W included his
words, his comment because it seened rel evant and
appropriate, and correct.

And so now | am not sure whether you want to

take those words away from Bernie --
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DR CASSELL: On, no.

DR MACKLIN  -- or you want Bernie to say
nore about thenf

PROF. CAPRON: Well, | had no question -- the

first sentence that you just read, the second sentence

of the paragraph, | understand. It is a factual
description of a problem | do not understand the
sentence that follows it. Is it being stated as an

ethical precept that denmands a certain outcone or as --

DR MACKLI N  Look, it goes like this: If you
provi de so nmuch care by way of clinical care that it
woul d make the results |less relevant then you are not
acconpl i shing the other goal of doing research, the
results of which are potentially benefit to the country
or the comunity.

| nean, the first statenent says you can give
them so much care, the results will no | onger be
rel evant.

The third statenent says it has got to be
rel evant. That is one of the requirenents.

So thisis alittle ethical problemthat has
to be dealt with. It is some sort of laying it out.

DR DUMAS. My | say sonet hing?

PROF. CAPRON: Rhet augh, go ahead, Rhetaugh

DR CASSELL: Good norning.
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DR DUVAS: H . It seens to ne that that
second sentence that people find confusing is an
el aboration of the first one. It is the conclusion. It
Is therefore, “although researchers and sponsors nmay
have obligations to the subjects that the obligation to
provi de clinical care should not take prinmacy over the
justification for conducting the research.” That is the
way | read it.

PROF. CAPRON: Well, as you are stating it, it
Is clear.

DR DUMAS: It is the sane thing at the top
It says they can provide so nuch that it will nake the
results less relevant so, therefore, they should not
provide so nmuch clinical care that it would make the
results irrel evant.

PROF. CAPRON:. Ckay. Well, I will count on
your conmments and others leading to a clarification of
the sentence. | understood that what we were talking
about here is that there -- we are setting up an issue
and what we are tal king about is a tension between the
two. And again a recognition that as you -- if you
nove too far in one direction or the other you either
slight what you owe the subjects by not giving them
appropriate care or you defeat the research. And that

is a proposition | can understand put that way.
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DR DUMAS: Yes. | would rather have it that
way, too.

DR MESLIN Can | just nake a proposal since

| raised this on Harold's behalf? | think that the
expl anation that Steve and Elisa gave woul d all ay,
speaki ng sonewhat on Harol d's behal f, those concerns.
There is a new recommendation. It is very clear that
there is these two i ssues going on at the sane tine.
If Elisa with assistance from Rhetaugh or others can
produce that nore clear description, | think speaking
for Harold it would be fine. | nean, let's not nake
nore of this than -- that part than it is. And | do
not nmean to --

PROF. CAPRON: That is fine.

DR MESLIN -- but | really think that that
was his major concern. It was the "overwhel m' |ine.
It was not the previous "although"” line. So | would

propose that we nove al ong.

PROF. CAPRON:. (Ckay. Do you have further
things you want to raise then on Chapter 3?

DR MACKLIN. No, actually it should be open
for any other comments about Chapters 3. The only
changes we nmade are the ones that we have just now
addressed. And | apol ogi ze, these chapters were all

sent out before we nade these changes because | only
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got the e-mail fromthe person to whomthis was sent
for conments on Friday night, and that is why you did
not see it before because everyone was | eaving and
there was nobody to send it out to everybody.

So we worked on that here and that is why you
saw it inthis form and | apologize. It is just when
we got the information. So anything else in Chapter 3
I's the question.

PROF. CAPRON: Ckay. Let's spend just a
nonment and | ook at the other recommendation just to
make sure that there are no issues there on page 40.

"Resear chers and sponsors should strive to
i nvol ve representatives of the affected comunity in
early stages of the design and inplenentation of
research projects and pronote their sustained
I nvol venment throughout the research activities.”

MR HOLTZMAN: | am sorry.

PROF. CAPRON:  Yes.

MR HOLTZMAN. Did we just nove on fromthe
reconmendati on about --

DR MESLIN. Recommendation 2?

MR HOLTZNMAN:  Yes.

DR MESLIN  Yes.

PROF. CAPRON:  You can bring us back

MR HOLTZMAN:  Well, one thing that struck ne
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-- can | bring us back?

PROF. CAPRON:  Yes.

MR HOLTZMAN: On page 16 when it tal ks about
the 1CH guidelines. It created -- under the ICH
guidelines, it struck nme that there it says you can
depart -- effectively what it says is you can depart
from-- what is our phrase? -- an existing --

PROF. CHARO  Establi shed.

MR HOLTZMAN: -- an established existing
effective -- an established effective treatnent and go
with the placebo as the control provided that the only
down side risk is some mnor disconfort. And it does
not seens to ne something reasonabl e about that. And
In the way we have been attacking this and because | am
t hi nking of the cases we have in mnd, we are thinking
about the down side risk is not nerely disconfort.

So | amjust wondering again as we | ook at
what is the recommendati on and what we shoul d be
t hi nki ng about whether we want to take into
consi deration what 1CH is kind of thinking here.

PROF. CHARO So an exanple -- | amsorry.

PROF. CAPRON: No, | was just -- go ahead.

PROF. CHARO An exanple m ght be for studying
topical ointnments for rashes. | amtrying to keep

sonmething in mnd that woul d be bi onedi cal but
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di sconfort focused. There is a topical ointnent that
Is not sold locally. It is expensive.

MR HOLTZMAN.  Anal gesi cs.

PROF. CHARO  Huh?

MR HOLTZMAN:.  Anal gesi cs.

PROF. CHARO O anal gesi cs.

MR HOLTZMAN. Woul d be the classic exanpl e.

PROF. CAPRON: Well, disconfort and pain are
not the same. Are they?

PROF. CHARO So stick with nmy rash. Al
right.

(Laughter.)

DR CASSELL: Anesthesiologists use them
I nterchangeably. They do not ask you does it hurt.
They ask are you havi ng disconfort?

(Laughter.)

PROF. CHARO And what you are suggesting, if
| understand, is that the recommendati on about when you
of fer an established effective treatnent versus when
you may of fer a placebo control should be tweaked to
di sti ngui sh between things that are nore than
disconfort and things that are nere disconfort. Aml
under st andi ng your suggestion?

MR HOLTZMAN: That is a questions nore than a

suggestion.
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PROF. CHARO  Question, okay.

MR HOLTZMAN: | was struck as | read that
that there seens sonething very reasonabl e about the
approach there and it made ne think that as |ong as |
have the AIDS trials in mnd --

PROF. CHARO Right.

MR HOLTZMAN. -- | was never thinking about
t he case where the down side was sone m nor disconfort.

PROF. CHARO Dare | ask whether you would
want to use the phrase "mninmal risk versus nore than
mnimal risk"” to express the concept of disconfort and
nore than disconfort just so we all know what we are
tal ki ng about ? Knowi ng how much all of us dislike
the | anguage of mninmal risk and nore than mnimal risk
but knowi ng how well we are stuck with it.

PROF. CAPRON: But doesn't that get us right
into the question of whether you are tal ki ng about the
subj ect's preexisting condition, too?

PROF. CHARO It gets us into all of that
headache.

PROF. CAPRON: Wy do we use it then?

DR BRITO Doesn't the recommendation take
care of that, though, the way it is witten now? Wen
It says -- basically it says whenever possible, right,

and it goes on and then if not the research protocol
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shoul d include justification of its design.

So if you have sonething that has m ni na
disconfort as a side effect then maybe that m ght be a
ti me when you cannot have --

PROF. CAPRON: | think that sounds |ike a very
good response, Arturo.

DR BRITO Yes. You do not have to have a
control -- | mean, you could opt to have a pl acebo
trial if it is, you know, sonmething mnimal risk. It
Isinplicit inthere sol think it is taken care of
W t hout nuddying the waters here a little bit.

PROF. CHARO  (kay.

PROF. CAPRON: Yes, Bernie?

DR LO | amsorry, Steve. Wre you done?

MR HOLTZVMAN: | was done.

DR LO Wth regard --

PROF. CHARO M crophone.

DR LO Wth regard to this chapter, | have
al ways sort of had trouble clarifying for nyself what
we nmean by established effective treatnent and |
suggested, in what | think was distributed, sone
| anguage that | would like to see incorporated in the
chapter saying that it is often controversial whether
an intervention is, in fact, established and effective.

Particularly when it has been shown to be effective in
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one population but it may or nmay not be accepted as
effective in another population that differs.

Wth the caveat that there nmay be genui ne
controversy and, therefore, if there is controversy you
do not necessarily consider it established and
effective -- | do not have a problemwth three. A |ot
of it is then the definition or the strictness of which
we construe the term

| would not be happy with the idea that just
because it is considered established and effective in
this country neans that it necessarily is in another
country.

DR MACKLIN. Can | read you what we wote in
response to your expressed concern? A new section in
t he chapter.

"We acknow edge that it can be difficult to
determ ne whether an intervention constitutes an
established effective treatnent. An exanpl e of one
difficulty is the question of whether an intervention
shown to be effective in one population is likely to be
as effective in another population.” GCkay. It is all
I n here.

DR LG | like that.

DR MACKLIN. Ckay. You |ike your words.

(Si mul t aneous di scussion.)
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DR MACKLIN. "Scientists nay disagree on this
I ssue. Exanples include differences between the U S
on the one hand and Canada --" it is in here now
because see | amreading fromthe conputer. Ckay.

DR MESLIN W have never seen himsmle so

much.

(Laughter.)

PROF. CAPRON: She just deleted it. | saw
her .

(Laughter.)

DR CASSELL: Are we still on the sane --

PROF. CAPRON: Yes, we are still on the sane.
Go ahead.

DR CASSELL: Ruth, does the word
"exploitation" appear earlier in the chapter since that
really is a central issue that we are discussing?

DR MACKLIN. The word "exploitation" and a
definition of it and sone exanples of it occur in
Chapter 1.

DR CASSELL: R ght.

DR MACKLIN. Maybe we only need to cross
reference it. The word "exploitation" does appear at
the very beginning or in the place of the new materi al
that | just read that describes what that is.

DR CASSELL: Yes, | know that.
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DR MACKLIN. But the place in which it is
| aid out nost -- in nost detail is in Chapter 1, which
we | ooked at yesterday.

DR CASSELL: R ght.

DR MACKLIN. Maybe we shoul d cross reference
the chapter.

PROF. CAPRON: Just a very snall editoria
suggestion. Let's get rid of that "whenever possible"
at the beginning of the recommendati on. The
recommendati on already, in effect, provides this escape
clause. W do not -- and that does not tell ne
anyt hi ng except -- so we start off --

DR CASSELL: Well, we are on Recommendati on
1. Actually we nmade the whol e issue a negotiation
bet ween host and sponsor a very inportant part of the
thrust of our work and so it should really be stronger
than strive to involve. “Strive to involve” inplies,
wel |, maybe we will not be able to, we did our best,
they did not answer the phone. | nean, we are now
saying that they -- we have been saying throughout this
report we are tal king about the inportance of working
with the host. It is not strong enough.

PROF. CAPRON: QO her people's reaction to
maki ng that a "should involve" instead of "shoul d

strive to involve." Bernie?
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DR LO Yes. | agree with Eric on that and,
al so, I just wonder if involvenent is strong enough as
opposed to sonething |ike collaboration.

DR CASSELL: Yes.

DR LO | nean, involvenent -- you can
I nvol ve soneone in a very margi nal way but | think what
the scientists in these countries are asking for is
true col |l aboration, which is nore of a partnershinp.

DR CASSELL: Yes, right. 1In all stages of
t he design and inplenentation of the research, the
sponsor should coll aborate with the host, whatever, in
al |l stages.

PROF. CAPRON. At all stages?

DR CASSELL: Yes, at all stages.

DR MACKLIN. | know you want to take out
strive. So what --

DR CASSELL: At all stages of the design and

DR MACKLIN.  You want to take out strive,
t 00?

DR CASSELL: Well, we are going further. At
all stages of the design and inplenentation of research
projects the --

PROF. CAPRON: Researchers and sponsors shoul d

i nvol ve --
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DR CASSELL: -- should collaborate with the
host or shoul d invol ve coll aboration with the host.

And the inplication is that right fromthe start the
host is involved coll aborating and nmaki ng -- hel pi ng
maki ng the decisions. One of the biggest ones has to
do with this issue of placebo control but it certainly
has to do with the problem of exploitation.

PROF. CAPRON: W have heard fromEric. Wat
I's our consensus on this if there is one?

DR BRTO | agree.

PROF. CAPRON: Harold's view? Let's have
Harol d's vi ew.

DR MESLIN. Well, Harold |iked the
reconmendation as it was and the reason that he did was
for reasons of not being too directive in telling
peopl e what has to happen but | amjust giving you an
i nterpol ation.

PROF. CAPRON: That is the |last point on page
3 of his nmeno?

DR CASSELL: But not specifically about this
reconmmendat i on but generically.

DR MESLIN. H's recommendation as is, is the
only thing I can convey.

DR CASSELL: Well, let's see how he feels

about the idea of noving collaboration up front first
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further.

DR EISEMAN. | would just like to nention
that not all research in devel oping countries is done
as a collaboration. It may -- there are very -- there
is alot of different ways that research can be set up
to invol ve people fromthe devel oping country. So it
m ght have to be softer than what you say because if
you say they have to devel op a collaboration, that may

not be possible in all cases.

DR CASSELL: You nean we just sort of go like

a beach head. Get up the beach and use the natives.
How woul d you do that?

DR EISEMAN. No, that is not what | am
saying. But there is --

(Laughter.)

DR EI SEMAN. Col | aborati on neans a very
specific type of arrangenent where you have joi nt
efforts between both parties and it may very well be
that you have -- and this happens all the tinme, you
have Anerican researchers who go into a country to do
research with people in that country and it does not
al ways necessarily entail a true collaboration in the
terns that we think of on a scientific or a nedical
basis. That was the only conment | wanted to add.

DR CASSELL: Can you get a different word
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then that shows that | amin involved with a host and |
am not doi ng sonet hing w thout discussions wth the
host and so forth?

DR EI SEMAN. Yes. That is the point | was
trying to nake.

PROF. CAPRON: What is wong with the word
"i nvol ved,"” Eric? | nean --

DR CASSELL: It is not strong enough.

PROF. CAPRON: -- | take Elisa's point that
the word "col |l aboration"” is a very specific phrase in
whi ch people are coll aborators, they are joint authors
of papers, et cetera, et cetera, and that may or nmay
not what is needed or is appropriate in every case.

It seens to ne that the statenment woul d be
quite strong if we said at all stages in the process
resear chers and sponsors shoul d invol ve representatives
of the affect community in the design and
I npl enentation of their research project.

DR CASSELL: That is fine. | find that
satisfactory. That is fine for ne.

PROF. CAPRON:  Ckay.

DR DUMAS: | have a question.

PROF. CAPRON: Yes, Rhetaugh.

DR MESLIN  Make it quick.

DR DUMAS: Does that nean that the
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representatives fromthe country affected comunities
woul d actually be involved in decision naki ng about the
design and the inplenent of the project?

PROF. CAPRON:  Yes.

DR CASSELL: Yes.

DR DUMAS: O does it nean that they woul d be
I nformed and consulted with? Wat does the invol venent
entail? W say that collaboration is msleading. Do
t hey hel p design the study?

DR BRITO  Sonetines.

PROF. CAPRON: | think the answer is
sonetinmes, yes. Could we have Ruth --

DR DUMAS: But is that what the intent is of
thi s recomendati on?

PROF. CAPRON: Ruth, could we be pointed to
where you have placed this in the chapter so we m ght
| ook at the surrounding text?

DR MACKLI N:  Yes.

PROF. CAPRON: Do you know where --

DR MACKLIN It is imediately before -- |
nmean, | cannot give you a page nunber because it is all
changed around. It cones inmmedi ately before the
section entitled "Inducenent to Participate in
Research.” It is the last --

PROF. CAPRON: Page 32, that is where that is
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on our preexisting drafts.

DR MACKLIN. It could be.

DR EISEMAN. Right. It is in the section
entitled "Invol venrent of Conmunity and Study
Participants in the Design of Research.”

DR MACKLIN. Yes. "Involvenent of Community
and Study Participants in the Design of Research.”

DR DUVAS.: In the first part of the draft we
have or towards the last part? | do not know how to
find it.

PROF. CAPRON:. That begins at page 30 and the
recomendati on apparently would cone at line 5 on page
32.

DR DUMAS: Ckay.

PROF. CAPRON: If you have the printed --

DR DUVAS. | have the printed.

PROF. CAPRON:  And certainly the exanples
given here fromthe U N AIDS are exanples of a strong
degree of participation and endorsenent. For exanple,
at the bottom of page 31, the quote is "to ensure the
ethical and scientific quality of proposed research,
its relevance to the affected community, and its
acceptance by the affected community, comunity
representatives should be involved in the early and

sust ai ned manner of the design, devel opnent,
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i mpl ementation and distribution of the results of HV
vacci ne research.” So that is a fairly strong --

DR DUVAS. You know what | would feel nore
confortable with, is just changing that "in" to
“during."

CASSELL: During all stages.

DUMAS: Huh?

33D

CASSELL: During all stages.

DR DUVAS: No. Conmunity representatives
shoul d be involved in an early and sustai ned manner
during the design, devel opment and inpl enentati on.

PROF. CAPRON: Yes. Actually, Rhetaugh
listen to this wording, which | read and got nodded
heads to before. "At all stages in the research
process researchers and sponsors should invol ve
representatives of the affected community in the design
and i nplenentation of their research projects.”

DR DUMAS: And | amsaying | would feel nore
confortable with "during"” instead of "in."

PROF. CAPRON: Well, we will circulate the
wor di ng and peopl e can comment on it when they see it.

DR DUVMAS: The concern that | have is that it
m ght give the expectation that the people fromthe
host, the comunity representatives should hel p design,

devel op and i npl enment the project and distribute the
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resul ts.

PROF. CAPRON:.  (kay.

DR MESLIN. Rhetaugh, | think because of
timng we really want to nove on to Chapter 4 and since
we are not in quorumwhat we --

DR DUVMAS: (Go ahead.

DR MESLIN. -- what | think we will do is
just send comments around on sone e-nmail and peopl e can
react if that is okay.

DR DUVAS: (kay. That is fine.

DR MESLIN. Al right. | think we should
nove on to Chapter 4 unless there are --

PROF. CAPRON: Arturo, one nore --

DR BRITO Since we are -- just on this sane
recommendati on, just one other word that -- and |
understand it is going to go in the -- follow ng the

text but I do not knowif it is late in the day, second
day here, and | amthinking too nuch here about this,
but the "affected,"” the adjective "affected” is
starting to bother ne a little bit because the -- we
are tal king about the comunity where the research is
going to occur.

DR. MACKLIN: Not necessarily. A conmmunity
can be -- | amnot sure how nmuch of this is in here. A

community can be the conmmunity of sufferers. It need
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not be a geographic comunity.

So, for exanple, if we are tal king about HV,
menbers of the conmmunity of people who are afflicted
with HV need not be specifically nenbers of the
geographic community. |If we are tal king about the
geographic conmmunity that can al so be a community but
there is a vast literature out there on what
constitutes a community and we just cannot get into
t hat .

DR BRITO No, | understand that.

DR MACKLI N: Yes.

DR BRITO But that is ny point. You can
have an affected community of sufferers, people that
have the di sease you are studying, and if you read this
It would -- those would be the people you woul d consult
wi th, but yet you can go and do the research in one
part of that country where the community people had no
say in it.

PROF. CAPRON: It would seemto ne that the
term--

DR BRITO Were geographically you would
have people that were not involved in the process of --

PROF. CAPRON:. Ckay. Let's attend --

DR BRITO The way -- here is a suggestion.

The suggestion is to -- where the community wherein
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which the study will occur, sonething to that nature.

DR MACKLIN. Well, all | can say is that the
earlier -- | mean, | hope that the context could help
make it clear. Oherwise, we could say it is
specifically because the discussion of comunity
I nvol venent and inpact that inmedi ately precedes the
recommendati on tal ks about | ocal researchers, potenti al
partici pants, other community nenbers, et cetera, and
it inplies there that it is the geographic community.

PROF. CAPRON: | think, you know, the way to
handle this, it would seemto ne, would be | anguage of
t he explanatory sort that follows a reconmendati on
where we could say the affected comunity may be the
community of suffers of a nongeographic sort whose
advice is sought. It would also include the geographic
-- people in the geographic comunity in which the
research was bei ng conduct ed.

This is not regulatory | anguage. This is an
explanation of the nmultiple neanings of affected
community. They are not exclusive. Okay?

DR BRITO | amnot going to belabor it. |
wWill -- on e-mail | wll nmake some comments but | am
j ust concerned that the actual comunity where the
research occurs is not the cormunity that is affected

necessarily. That is all | wll say.
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PROF. CAPRON: Al right. My we go on to
Chapter 4 then? Are we done?

DR COX: | have one qui ck comment on Chapter
3 because it is the whole summary and t he whol e poi nt
of it, that, in fact, we are recomendi ng that an
effective, okay, treatnent be supplied to the controls.

kay. That neans that an effective treatnent is being
supplied to the experinentals, too?

PROF. CAPRON: W went through that when you
wer e away.

DR COX: | understand. | just wanted to say
that it is not stated there that it is. Ckay.

PROF. CAPRON: Well, it will not be. | nean,
If the experinental -- | nean, if, for exanple, you
were to have concluded that you were in a circunstance
where the 076 is the effective and you wanted to try
somet hing el se --

DR COX: Yes.

PROF. CAPRON: -- then the subjects who are
getting the sonething else are not getting the 076.

DR COX: | understand. So | amjust pointing
out that what we are doing is we are naking sure the
controls get an effective treatnent --

PROF. CAPRON:  Yes.

DR COX: -- where the experinentals do not.
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PROF. CAPRON:  Yes.

DR COX: ay. Just so people realize that
I's what we are sayi ng.

CHAPTER 4 - OBLI GATI ONS TO SUBJECTS

PROF. CAPRON: Ckay. W are going to Chapter
4. Any introduction fromyou, Eric, about the Chair --

DR MESLIN Well, | think you have just seen
the nmeno. Harold' s basic points on Chapter 3 are what
you see before you. He has got sonme questions --

PROF. CAPRON: Chapter 4.

DR MESLIN. | amsorry. On Chapter 4. Page
3 of his nmeno regarding justice as reciprocity. |
think the tonal questions that he has at the bottom of
that sane neno can be handled by witing and I am not
going to comment on those itens.

The one itemthat | think is worth picking up
is the notion of the health as a primary good that he
wants to get sone discussion no and then | will cone to
hi s recomendati ons and conments in a bit.

PROF. CAPRON: And this is where we were al so
going to turn back to the first page of his neno, is
that right?

DR MESLIN  Yes.

PROF. CAPRON. Alta?

PROF. CHARO Sorry, Eric.
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DR MESLI N No.

PROF. CHARO Alex, stop ne if | have go this
wong. | wanted to respond to his comment that he did
not understand why it would be a problemto carry out
trials in the nost econom cal ly advant ageous | ocati on
provided that it is relevant to the health needs. |Is
that okay to respond to?

DR MESLIN:  Yes.

PROF. CHARO | thought that an adequate
answer is provided by Leonard G antz's testinony and
witing, which is cited throughout the chapter.
Specifically, he says that it is okay providing it is
rel evant to the country's needs, but “relevant to the
country's needs” neans that, in ny opinion, there has
to be sone prospect of actually getting and using any
successful interventions so that if thereis little or
no expectation that the stuff would ever wind up -- if
It turns out to be effective, little or no expectation
that effective interventions would ever wwnd up in the
country, then the research cannot be consi dered
rel evant to their needs and, therefore, his condition
Is not nmet and, therefore, you cannot do it.

PROF. CAPRON: Comment s?

MR HOLTZMAN: So effectively what you are

saying if | look at Harold's letter is that you are
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building it into the sense of relevant --

PROF. CHARO  Yes. | am building the
prospect -- unlike Leonard ( antz, not the guarantee,
but the reasonabl e prospect, the active contenpl ation,
sonething |ike that, that any intervention that proves
successful wll eventually wind up being used in that
country as the mark that the research, indeed, is
relevant to that country. |If it could never be used
there, nobody expects it is going to be used there,
then the research hardly seens relevant to them It
m ght be scientifically interesting. It mght be
scientifically relevant but it is not particularly
relevant to their health needs.

PROF. CAPRON:. O in the reasonably
foreseeabl e future.

PROF. CHARO  Yes.

PROF. CAPRON. | do not think one ever should
say --

PROF. CHARO Right. You know, properly
qualified. Wuat | amtrying to say is it is sonmewhere
bet ween, | think, where Harold was tal king and where
Leonard  antz cane from where he was | ooking for hard
and fast guarant ees.

PROF. CAPRON: Wi ch passage of Harold' s are

you referring to?
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PROF. CHARO This is where on page 3 in his
coments on Chapter 3/4, toward the m ddl e of the page,
there is a bullet that goes, "As you know from ny
previous e-nmail, | have no objection to carrying out

trials in the nost economcally difficult..." and |
t hi nk he neant advant ageous.

DR MESLIN He did.

PROF. CHARO "...location provided that (a)
the trial was relevant to the health needs of the host
country and (b) all substantive ethical requirenents
are net.

DR MESLIN Right.

MR HOLTZMAN: Right. And where this hits in
the chapter is page 2, the top of the page, ending in
lines 7 and 8 where you say, "However, cost al one
cannot be the only..."

DR MESLIN  Correct.

MR HOLTZMAN.  Which | actually found that a
little bit --

DR MESLIN. | was going to -- | interrupted
you. Pl ease finish.

MR, HOLTZMAN. -- just anbi guous because |
t hi nk maybe, Ruth and Alice, you mght read that and
see whether there is an anbiguity introduced there

because | think we are agreeing with Harold's
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DR MESLIN | have sone marked up text from

Harold. He is prepared to accept lines 1 to 8 on page

2, which is where you are, Steve.

MR HOLTZMAN: Right. Wich is relevant to

this point.

DR MESLIN. Correct. Wth the follow ng

insertions: Online 3 after the word "burdensone," the

words "but ethically, substantive regulations,"” and

then inline 7 after the word "however,"

"from an

et hi cal perspective cost alone. So those -- | could

read that again if you wanted but it is

a

qual i ficati on. And his note is he woul d accept

those Iines with those changes for your consideration.

MR HOLTZMAN. Again | amstruck -- | am

t hi nki ng through sone real |ive cases where the

par adi gm you have in mnd, the one is where you are

usi ng soneone as guinea pigs and that is clearly wong.

And then another is when you are again -- | know you -

- mnimal risk sorts of things where | can think of a

trial I know of where bone norphogenic proteins are

bei ng tested in nonunion fractures which occur in

| ar gest nunbers where people get into |ots of

notorcycl e accidents. Well, it so happens that in

certain under devel oped nations you w ||

find a | ot of
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those. Wat is the prospect? And you can rapidly do
the trial

Do | see -- if that trial is successful wll
those BMPs be readily avail able as quickly there? No,
they are not going to be. And yet it is a very |ow
risk sort of trial and whatnot. It just does not feel
like it has the sanme kind of notion of exploitation
that one would be thinking of as things -- trying a
very dangerous -- potentially dangerous nedi ci ne where
there is no relevance to the popul ati on nerely because
you bought them off.

PROF. CAPRON: Bernie, did you have a comment ?

DR LO No.

PROF. CAPRON: Alta, you wanted to respond to
t hat ?

PROF. CHARO \Well, yes. | understand your
poi nt, Steve, and | am not unsynpathetic to it because
| tend to approach these things not only fromthe point
of view of what seens to be ethical or froma nore
physi cal point of view of what turns out to risky but
also froma nore political point of view

| still have a concern, in general, under kind
of overriding all of this area about the phenonenon of
t aki ng advantage of situations that are regrettable.

You know, | play poker and those of you that
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pl ay poker and ever play high/low ganes know that you
can find yourself sitting in a situation at the end
wher e one person has gone hi gh and everybody el se has
gone low, and if there are no limts placed on the gane
you can keep maxi ng out on the bets and forcing the

ot her players to spend a |ot of chips and you know you
are going to collect half that pot.

It is considered unsportsman-Ilike, and a | ot
of poker ganmes set a rule that says you nmay not, and in
a sense that is what this is about. It is alnost |ike
unsportsman-|i ke behavior on an international scale,
that there is sonething sinply unseenly about taking
advant age of the circunstance that makes that injury
nore frequent in that country in order to try out
sonething that is predomnantly going to be used in the
reasonable future in industrialized settings.

And al though | understand the cost to people
back in the industrialized settings, froma political
standpoint | actually would prefer to stay away from
that even though it does not actually convey
significant risk to that popul ati on.

PROF. CAPRON: This chapter we call "Research
According to Hoyle."

(Laughter.)

PROF. CAPRON. What other --
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MR HOLTZMAN: Just what it is worth, though,
of course, right. | could also nane you the hospitals
we would do it in -- that sanme study in the United
States. Al right. And that nost of the people who
were getting in those crashes al so are probably peopl e
who are not going to get the protein as well.

PROF. CAPRON:. Bernie?

DR LO Wat strikes ne about Steve's exanpl e
is this is a short-termcondition for which you give
one round of therapy. It is not like the going into a
country where there is a chronic disease |ike
osteoporosis in China, testing a drug and then sort of
-- if the drug is proven effective, say, "Thank you
very much. W are going to pull out and go hone but we
have | eft you a nice CD player and a centrifuge."

So | mean el sewhere in the report we nmake a
bi g deal out of kind of not fulfilling justified
expectations for continuing care but in an acute
setting -- | guess, you know, a new kind of suture that
Is self-reabsorbing or sonething, | nean it is hard to
argue -- it is hard for nme to envision that you are
hurting people by trying -- letting sone of themtry a
product and there is no sort of sense of an ongoi ng
obligation to treat those very people.

PROF. CAPRON:  Alta?
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PROF. CHARO | absolutely agree and |I do
sense how difficult this is. And yet the inmagery that
keeps comng tony mindis still alittle bit
different. It is that we are tal king about situations
where we really do now want to sinply hire people to be
the guinea pigs. And not that it is a dangerous thing,
and as Harold mght point out, not that a rational
person in their position mght not think that is a good
idea. Be hired as a guinea pig rather than be hired to
do sone other work that may not pay as well or be as

lowrisk. And | understand -- | understand that

operation within the United States and, in fact, as |
have said before on the record, | have hired nysel f out
as a guinea pig when | was in a position of severe cash
restraint. But because | amw thin the sane political

system roughly within the sane health care system

mean even though our social conpact is inperfect, | was
still wthin our inperfect political social conpact
within this country. It seened and still seens |ess

politically inappropriate than when one goes to a
popul ation that is entirely outside our social conpact
and says, "Wuldn't you like to be hired to take on
this task for us?"

You know, it is obviously nore dramatic when

there is bigger risk but we have seen this in the
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environnmental area al so where we have exported

hazar dous wastes to Nigeria and Brazil and that was a
high risk area, and we got very sensitive then to when
we were exporting risks of any sort, even | ow ones, and
began a di scussion in general about the exportation of
risk.

Maybe it is about whether or not being a
guinea pig really is different than being a N ke
sneaker worker. | mean, nmaybe we are back again to
whet her or not there is sonething special about hiring
people to be in nedical experinments as opposed to
hiring theminto any other economc activity.

PROF. CHARO  Yes, Bernie?

DR LO Ata, is part of your objection that
t he conpany sponsoring this is going to save a | ot of
noney by doing it abroad and payi ng subjects less in
that country than they mght in this country? So if
you got, you know, University of Wsconsin foot bal
players to test this sort of fracture nedicine, you are
going to have to pay them nore noney than you woul d
peopl e i n devel opi ng country or people who get taken to
the county hospital with major traunma. |Is part of your
concern that sponsoring conpany is nmaking -- getting an
econom ¢ benefit by saving noney on how nuch it woul d

cost to pay subjects?
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PROF. CHARO No. | nean, | do not mnd them
maki ng noney. That is okay. They are allowed. It is
the i mage of people being -- the Kantian | anguage is

bei ng used as neans rather than an end, and that is not
a perfect anal ogy because of course since they are
being paid they are getting an exchange of val ue or
they are getting sonething. | nean, presunmably people
are not just volunteering for this. They are getting
somnet hi ng.

But, you know, it does keep com ng down to
that inmagery of hiring people to be the guinea pigs.

It really is.

Feel free to persuade ne that this is not a
bi g enough problemthat we should worry about it.

MR, HOLTZMAN. You are right. First off, for
t he purposes of the report, in general, let's get clear
on the economcs of clinical research. Al right.

This notion that you go to other countries because it
I s cheaper is nonsense. Al right.

What you -- the thing that you are trying to
get it done as fast as possible because the real val ue
Is getting it done so you can get out on the
mar ket pl ace with a good sound study. So the key thing

that slows down trials is rates of accrual of patients.
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So the exanple | gave is the choice of --

PROF. CHARO  Hi gh frequency.

MR HOLTZMAN. Right. 1Is literally you choose
t hat pl ace becasue there is nore people with the
rel evant cases. | choose that hospital at that
I ntersection cloverleaf at 195 and 75 in Georgia
because that is where the --

PROF. CHARO Right, the high frequency.

MR HOLTZMAN: Hi gh frequency. GCkay. So that
Is the reason you go. Now to your point, you are
absolutely right. It is the notion that it is if the
treatnent really is not in any rel evant sense going to
be available to themin the foreseeable future, they
are being treated only as an ends or as a neans, and
there is no sense of an end as well.

And then you -- you know, the oddity there is
you | ook at what the risk is involved. So | can make
the argunent that a benefit that cones out of it is
I nvol ving those clinicians in that country in advance
medi ci ne.

Now i s that good? Should they be able to
choose to involve a third party to that end? Probably
not. On the other hand, if it was a matter of de
mnims risk maybe it does not bother you so nuch

because to what extent were those people truly used as
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nmeans.

PROF. CAPRON: |Is there a passage in the
report that we are now addressing? | nean, | recognize
that this began with a particular comment of Harold's
and picking up the phrase "relevant to the health needs
of the host country” but | amnot clear whether we are
now on Chapter 4 or not. | nmean, we are on the area of
4 but is there an objectionabl e discussion here?

PROF. CHARO | thought there had been a
recommendati on sone place but | can see nowit is not
in Chapter 4 that had to do with one of the ethical
requi rements of doing research in these countries being
that the research was relevant to the needs of the host
country. That was sone place in there sonewhere in
sonme chapter.

DR MACKLIN. It is in the first chapter.
There is a whole section in the first chapter that says
that is the basic prem se on which everything else is
built.

PROF. CHARO  Thank you. And that is what
Harol d's coment --

DR MACKLIN  And we refer to it --

PROF. CHARO -- goes to. Doesn't it?

MR HOLTZMAN:  Yes.

PROF. CHARO  Harold chall enges that conment,
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but Harol d essentially challenges that point of view
Wi th his comment, which suggests that --

PROF. CAPRON: No, | do not think so at all
He endorses it. "I have no objection to --"

DR MESLIN. Harold is in agreenent.

PROF. CAPRON: "-- carrying out trials in --"

PROF. CHARGC Wwell, but --

PROF. CAPRON. "-- the cheaper places provided
that the trial is relevant to the health needs of the
country.”

PROF. CHARO Right. But you see -- but l|ater
on he tal ks about why he does not think that you need
to actually nmake sure that there is going to be sone
kind of benefit to the population of the country. So
It is atw step dance here. |If it is not going to be
made avail able to the popul ation of the country, which
is a recommendation that Harold has had difficulty
endorsing, in ny viewit nmeans that the product is no
| onger relevant to the health needs of that country.

And, therefore, if he sticks to his guns,
sayi ng you do not have to nmake sure that it is going to
be available to that population in the future, he is,
for 4, saying he does not think that research has to be
hi nged on rel evancy to the health needs of the

popul ati on.
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DR CASSELL: No, that does not follow at all.
You nean that kind of relevance. It has to be related
to the health problens. But you are specifying what
the relevance will be. They have to provide this --
that neans you are taking care of the health probl ens
but there are other ways al so.

| nmean, for exanple, | find a treatnent for
mal aria and we did this thing now-- it is going to be
25 years before that really cones to be but all that
tinme we are working with that country to hel p devel op
capacity and so forth to go on. W have not provided a
single drug. W do not even know if the drug will cone
out. But we know that the problemof nmalaria is strong
there and we are going to continue working with that
group but we are not providing any nedication. W nay
not even be providing care but we are still involved in
that specific health problemwhich is so inportant to
t hem

| do not think you can pick the rel evance.
Just like I do not think you can say as we do in other
-- does in another point that it is okay to negotiate
until you cone to a point where you do not like it
because they may not be denocratic. You just cannot do
t hat .

You are going to negotiate in one place and
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then you are going to negotiate everywhere el se al so.

| nmean, we are hearing a problemof trying to
speci fy what sponsors nust do instead of the genera
| ssue which we have sone concerns about. | also have

concerns about the business of providing health care

afterwards because | do not know what it neans. | do
not know how long it goes on. | do not know what the
drug is. | do not know what it neans.

MR HOLTZMAN: But, Eric, let's put aside
Harold for a second and let's take -- Ruth has said
this --

PROF. CAPRON. | think we need Ruth not to be
interrupted right now.

MR HOLTZMAN. (Okay. As Ruth points out, a
fundanmental premse in Chapter 1 that everything hinges
around is a protocol ought not be undertaken unl ess
there is a belief that it is relevant to the
popul ati on.

DR CASSELL: Yes, agreed. Absolutely.

PROF. CAPRON. Relevance is there defined as -

MR HOLTZMAN. That is the question.
PROF. CAPRON: -- providing a benefit in terns
of that disease being aneliorated by the outcone of the

research potentially.
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MR HOLTZMAN. So it is a thin definition of
rel evance.

PROF. CAPRON: Am 1 correct in that --

MR HOLTZMAN: That is ny question, right.
Because --

PROF. CAPRON. Ruth, is that a correct
descri ption?

DR MACKLIN | amlooking. | amlooking to
see exactly what it says.

PROF. CAPRON:  (kay.

MR HOLTZMAN. So in that exanple, those BMPs
since they do suffer fractures there would be rel evant
even if they may never see them That is the question
that is in play.

PROF. CAPRON: Because that woul d not end up
aneliorating their situation. Now obviously -- | nean,
| thought Eric just now was raising the point that you
coul d have research which we naively or rather sinply
say i s successful, a successful product. And the point
I's that success in a research study may provi de you one
bui | di ng bl ock towards an eventual marketabl e,
manuf act ured, distributed and approved product.

And his take on it was we ought not to have
| anguage whi ch suggests that it is illegitimte for

sponsors and host countries to work out an arrangenent
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where it is understood that what they are really going
to do at the end of this research is continue capacity
buil ding and training scientists, and so forth because
it is going to be ten years before that drug is

manuf actured and available in that country.

And the question is does that still neet our
definition of relevance, which is necessary for a
favorabl e benefit/risk ratio, which is necessary for
approval of the research.

And, frankly, it is described by Eric. | can
I magi ne a situation in which | would answer yes to
that, that the sine qua non is not the day the research
ends you start shipping the drug to the popul ation. |
do not think anyone really thinks that that is the
requirenent .

So how far you nove away fromthat and what
ot her things you do in place of that is an open
guestion. That view also, to ne, has the advantage of
saying that if you take that view that this ought to be
a normal part of the negotiations that research which
is not narrowWy successful, that is to say it shows
that a particul ar approach does not work, does not
elimnate the notion that the sponsor should be doing
sonet hing for those peopl e.

DR CASSELL: Correct.
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PROF. CAPRON. And that should have been
negotiated in advance and it should not be contingent
on our having a mllion dollar product at the end.

DR CASSELL: Correct.

PROF. CAPRON. Because who knows
serrendi pitously what good that research result wll be
to the long-termproject of actually finding the
vaccine or the drug that is responsive to the
situation.

Ruth is going to tell us what it says and then
Alta is.

DR MACKLIN.  Well, | nean there is a long
section in Chapter 1 that quotes and cites everybody
fromthe CDC and the NITH and the Cl OVB and everybody
el se tal king about the need to nake the research
responsive to the health.

Utimately it says on page 19, line 24, "The
justification for the requirenent that research be
responsive to the health needs of the popul ation rests
on a conception of justice. This conception is
articulated in a cornerstone of U S. research ethics,
the Bel nont Report, and then it quotes the Bel nont
Report.

"Whenever research supported by public funds

| eads to the devel opnent of therapeutic devices and
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procedures, justice demands both that these not provide
advant ages only to those who can afford them and t hat
such research should not unduly involve persons from
groups unlikely to be anong the beneficiaries of
subsequent applications of the research.”

Now that is pretty clear. |t says,
"Subsequent applications of the research.” This cones

fromthe Bel nont Report, which is a pretty old

docunment. It is not yesterday's revision of -- so this
Is in those words -- this is not you can build sone
roads or you can do a little capacity building. It

seens to nme that these words are clear on their face
and that is why for the United States this counts as a
pretty good justification for -- couched in terns of
justice, both an explication and a justification for
why it shoul d be responsive, and the particular way in
which it shoul d be responsive.

DR CASSELL: | thought one of the things that
was i nportant about this whole project was the
understanding that the ethical things that we do in
justification of ethical requirenents in the United
States may not go over in the sane form that is a kind
of a paternalismjust as you pointed out for sonething
el se, and that what we are trying to do is nmake sure

that our research does not exploit certainly and
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absolutely that it is related to the health needs of
the country. And that we are not the final arbiters of
that. Wwo are we to be the arbiters? Just as | would
not do that for an individual | care for, | do not see
how this country or a sponsor should do that for

anot her nati on.

DR MACKLIN. This is a principle of justice.
It is not a particular forum

DR CASSELL: Do not give ne --

(Si mul t aneous di scussi on.)

DR CASSELL: Please, we are talking justice
but your definition. Justice -- the way you have
justice of reciprocity, that is fine. But you are
deciding what is reciprocity. W are you to decide?

Don't you think that is a matter for the host country?

PROF. CAPRON: Alta?

PROF. CHARO Wwell, let nme --

DR CASSELL: No, you do not but | do. Howis
t hat ?

PROF. CHARO | amgoing to take a page out of
Bernie Lo's book and | amgoing to use a concrete
exanpl e.

You have seen references to the infanmous Love

protocol at the University of Wsconsin scattered



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

299

t hroughout this report and it actually exenplifies in
sonme ways this very debate.

It involved the decision to test ovariectom es
or oophorectomes in wonen to prevent the recurrence of
breast cancer in a popul ation that was unable to get
access to chenot herapy and taxol, which would be the
approach in the United States for that popul ation, as |
recal | .

And it was sonething which if successful would
have been transferable back to the United States for
t he popul ati on of wonen here should it prove to be as
effective or even nore effective than what we were
doing here but it was untestable in the United States
because -- not because of a lower frequency in this
case but sinply because we have now a standard therapy
and this was an unacceptably risky alternative to
standard therapy for American trials to go ahead wth.

Nobody in the U S. was willing to go with it.

Now t he Vi et nanese popul ati on was not chosen
because wonen there are particularly appropriate froma
medi cal standpoint. Indeed, in sone ways they were not
nmedi cal | y appropri ate since being Asian wonen they have
a hi gher frequency than other popul ations of
ost eoporosi s and the premature nenopause that this

brings on actually put themat increased risk of
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ost eopor osi s.

Nor was there any guarantee or even strong
expectation that many or nost Vi etnanese wonen woul d
have access even to oophorectom es as a therapy in the
future.

One of the things that in ny opinion nmade it
nost controversial when it was discussed is that the
reason the Vi etnanese popul ati on was chosen, and | say
this believing it to be true and perhaps it is not, is
refl ected in an exchange of letters denonstrating that
Dr. Love happened to have professional ties to a nunber
of Vi et nanese physicians and researchers, had wanted to
deepen those ties, and that the Vietnanese Mnistry of
Heal th saw here an opportunity for capacity buil ding.
And t he exchange of letters specifically contenplated
training in medical procedures and in research
managenent by Vi et nanmese professionals with |ong-term
gains to the public health of the country over the | ong
run by virtue of capacity building in its professional
cl ass.

It is not, however, as if anybody | ooked
around the world and said, "d obally speaking, what is
the population that is nost nedically suited and likely
to benefit fromthis alternative to gold standard

therapy.” It was the haphazard incidence of a
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prof essional relationship coupled with a host country's
Interest in seeing its professional class furthered in
Its education.

And that was the benefit along with the faint
possi bility that oophorectom es m ght eventually get
I ntroduced there that was used to say that this was
rel evant enough to the health needs of that country to
be justifiable research.

Now r easonabl e peopl e differ on whether that
prot ocol should have been approved. | have to say that
because reasonabl e people differed for nonths on ny
canmpus. But |, for one, find nyself made very
unconfortable by that particular scenario and yet the
way it was spelled out nakes ne think it is actually
not that atypical a scenario.

And it does seemto go right to the heart of
what we consider to be a benefit that makes sonet hing
rel evant enough that it satisfies the conditions laid
out in Chapter 1 and really forces us to then discuss
whet her benefits in the formof the nedical
i ntervention being tested, narrow as it may be, is
the relevant definition -- is the appropriate
definition to be used here or not.

MR HOLTZMAN: And that is exactly -- this is

the crux of the matter because if you go up on page 19
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of the text, the paragraph at line 7, you will again
pull the tight connection that rel evance is equal --
that it is likely that the particular intervention
bei ng studied will be used. So that other concepts of
a benefit are not allowed in play at all. Al right.
That is the way this has been drafted and | think
Harol d's question is specifically asking us what is
rel evant.

It branches out into Eric's discussion. It
branches out into the requirenents of reciprocity but
It is a-- even -- before you even get to those kinds
of very global issues, issues -- take ny sinple exanple
of the BMPs, is it good enough that it rmay be avail abl e
to a few people in 20 years or does it have to be
avail able imedi ately? Al right.

To your exanple, you are very unconfortable
when the exanpl e is an oophorectony, right. [If | nake
It a mninmally invasive treatnent you woul d probably
get less unconfortable. Right?

PROF. CHARO Yes, | would -- of course, |
woul d be.

MR HOLTZMAN: Right. Okay. So it is not --

PROF. CHARO | mght still fuss with you but
| would certainly be less --

MR HOLTZMAN: You would fuss but all of a
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sudden your Kantian principles of nmeans only -- you are
willing to start to give it up if there is a benefit,
an ancillary benefit.

DR CASSELL: | have the di sadvant age of
having a history in the United States providi ng nedi cal
care across boundaries after the Second Wirld War in
whi ch we determ ned what were the health needs of those
nati ons, and we were wong repeatedly, and we were
w ong because we were sure -- | nean, there are endl ess
nunbers of cases in which we just nade a big m stake
because we just did not know and we were so sure we did
know.

And this is the sane kind of thing. You have

to have respect for other people and the respect

requires -- just like individuals, it is a question of
respect. Respect for persons, respect for their
communities. O course, it is -- and you can find

anot her anecdote. O course, you can

But this is an issue in which in the very
begi nni ng of the whol e process, we have a problematic
protocol about H'V, problematic and we are still
arguing. But we are hoping -- but by the end of the
nunber of years these things are much | ess problematic
because capacity has been built. There are -- people

begi n to know about ethics. Researchers are there.
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And the real advantage of our going over there for them
beconmes nuch cl earer

In the short-termwe nay have things |like you
are discussing. They are unconfortabl e anecdotes
al t hough, as you point out, there was a | ot of debate
about it. | do not know enough about it nyself to have
an opi nion about the protocol but | can understand the
debate for sure.

PROF. CHARO Right. And, in fact, it would
be interesting to know how you woul d Ii ke that debate
to be resol ved because that is an indication of how you
woul d |i ke these recommendations to be witten.

PROF. CAPRON:  If | --

PROF. CHARO  Yes.

PROF. CAPRON: If | may, Eric, it seens to ne
that the -- excuse ne. One of the things that we hoped
that the International Report would do was to shine a
light on donestic practices. It was not a one-way
street.

And | think that this discussion provides a
good opportunity in this report for us to conment that
that particul ar aspect of the three principles of
Bel nont, the justice part, is by conmon agreenent the
nost widely ignored by U S. IRBs, the one that nakes

them scratch their heads the nost, and to the extent
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that this particular problemis highlighted by the
recognition of this issue as research woul d be done
along the far end of the spectrumof benefit to the
sponsoring country and little benefit, if any, to the
host country, as a rem nder that this is an ethica

| Ssue.

I think we should take the occasion of the
material in Chapter 1, Ruth, to actually drawa little
bit of that |lesson and not just recite that vis-a-vis
iIts international inplications.

On the international inplication, Eric,
certainly the short-term-- short-course AZT treat nent
African experinent is not a problemof this sort.
Quite the opposite. | nean that was sonet hi ng which
was designed to be relevant in that country.

And if the thought was that they wanted to
gi ve wonen in San Francisco a short-termtreatnent and
they could not test it here because all the wonen were
al ready getting the gold standard and woul d not accept
it -- it would be unethical or inpossible to conduct
the research and so you go abroad to see if you can do
sonet hi ng cheaper and then inport it here but with no
intention of making it available there. That seens to
me it would rai se questions.

And the questions would not be fully resol ved
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by saying, well, they are going to get sonething out of
It because we are going to bring a few of their people
over to study with Bernie Lo at UCSF and that is San
Franci sco's contri buti on.

It does seem however, that we have perhaps
made this too nuch of a dichotonous situation. W
coul d have on the one hand the kind of requirenent that
t he Bel nont Report | anguage suggests that Ruth read to
us and on the other the recognition of the particul ar
way the obligation plays out is going to be dependent
upon what the research is, what stage it is in
produci ng a useful product, et cetera, et cetera.

And so the actual inplenentation of what the
reciprocal act is, -- is subject to the negotiation.

But what we woul d suggest would be that the
U S. researchers and their I RBs ought not to approve
somet hing which is on that very far end of that
spectrum where you are going in knowi ng that you are
just never going to do it there. Never ever within the
life time of any of the people who woul d be subjects of
the research are they ever going to see anything out of
this and all you are going to do is bribe the Health
Mnistry by building thema new | aboratory or
sonet hi ng.

| nean, that notion of exploitation goes too



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

307

far.

But where you are in a circunstance where it
does have relevance, it is a disease that is there, the
treatnent is being devel oped which could be used there,
it may not be used next week or next nonth because it
may not be approved, or it wll take tinme to work out
the licensing arrangenents or, et cetera, et cetera,
and in that interimthere is going to be a process of
negoti ati on which we do not dictate the terns of but we
just recognize that there is an ethical issue there.

I, for nyself, think that is about as far as
we probably can go.

DR CASSELL: Al ex, what about the fail ed
trial? W goin -- and do you think -- don't you think
that even though the trial has failed, that you are
owed sonet hi ng?

PROF. CAPRON:  Yes. Yes, because you do not
know i n advance. | nean, this is -- this wuld be
subj ect to an advance negoti ati on as sonet hi ng that
will be comng out of this.

DR CASSELL: R ght.

PROF. CAPRON:  And where the drug turns out
not to be good but it still was valuable in telling the
conmpany or the U. S. sponsor, do not pursue this

further, it does not work as it turns out, you know.



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

308

| think that is valuable information for which
t here shoul d be sone reciprocity.

DR CASSELL: Absolutely.

PROF. CAPRON: And -- but | cannot -- but in
that circunstance it would be inpossible to say the
reciprocity is the drug because the drug did not work.

So I think we have this up as nore of an absolute
conflict than is really the case. There is a criterion
of relevance and that rel evance neans sone possibility
of benefit, sone realistic possibility of benefit, and
it would be wong as the Bel nont Report says to involve
persons or in this case a conmunity or a country
unli kely to be anong the beneficiaries of subsequent
applications.

And the farther you are on that end of the
spectrumand the -- you know, you are really doing it
for U S use and not for other -- it gets to the point
where you say it cannot be approved but if you are back
In the rel evance range the exact pay out of the
rel evance ought to be subject to all sorts of
negot i ati ons.

And we should sinply be saying that this is a
poi nt of ethical sensitivity, that the further it
departs frombeing the treatnment that was tested, the

nore justification is required and the justification
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shoul d be we do not have a product yet or it was good
research, valuable research but it did not yield a
product or whatever. And in the interimwe are going
to do sonething else for you.

And that trade off should be in the hands of
t he responsi bl e persons in the host country and not
dictated by us as being beyond the pale. That is ny
per sonal opi nion

Yes?

DR COX: | would Iike to nmake an observati on
that this is not sonething that is worked out with
respect to human subjects research in the United
States. | would just like to point that out.

PROF. CAPRON:. That is right and, as | said
before, | think we should take this as an occasion to
comment on sonme of the inplications in terns of
sel ection of subjects here. W do not have the sane
exact arrangenent because if the U S. governnent is
sponsoring research that is done at a county hospital,
the beneficiaries do not have a separate Mnistry of
Heal th that could be negotiating on their behalf as to
what they are going to get out of it.

DR COX: So | would like to nmake anot her
comment which is not pointing out a fact but making an

opinion, and that is that it is not -- | am
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unconfortabl e hol ding international standards to a
hi gher | evel than what we can actually work out in our

own country.

PROF. CAPRON. Ckay. | have Bernie and then
St eve.

DR LO | wanted to follow up on | think the
l'i ne of thought you were pursuing, Alex. It seens to

me we have just spent a good deal of tinme, about 15,
30, 45 mnutes, you know, reasonably bright, thoughtfu
peopl e unable to cone up wth a clear solution.

| think the lesson is that it is not as sinple
as sone mght think and that there are argunents that
pull Alta one way, Ruth one way, Steve another way, and
Eric another way, and | think we should try and |ay
those out and try and show the conplexity of the
situation.

What bot hers me nost about this international
arena is that you get people sloganeering, saying this
I's, you know, as bad as the Nazis and soneone el se
saying, no, this is, you know, terrific research. And
it is very sinplistic and it is very absolute and
peopl e are absolutely sure they are right and the other
peopl e are w ong.

It seens to ne that kind of what we are

getting at here is it is not so easy.
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One of -- at one of our panels one of the
peopl e said, you know, "Wat is really difficult about
this is people | ordinarily respect a great deal cone
down conpletely on the other side fromne on this and |
need to try and understand that."

So | would try and capture sone of this
di scussion starting nmaybe with Ruth's, you know,
poi nting out that the Bel nont Report as a starting
point leads in a certain direction and yet in sone
ci rcunstances we nmay be very unconfortable, with Eric
about sort of telling other people what they can and
cannot do, with David being unconfortable sort of
hol di ng i nternati onal research to a higher standard,
yet with Alta saying, "You know, | amstill left with
resi dual sort of disconfort even if there is not too
much risk and the possibility of benefit that there is
still sonme exploitation going on."

It seens to ne the other things we need to
throwinto this because this is going to be very case
based, is, are the individual subjects giving consent?

What | found bot hersone about that oophorectony
experinent is these people are in a culture where they
are not told they have cancer so to what extent are
they really making inforned choices?

It is one thing if they say, "Look, you know,
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| would rather have a few fractures because everybody
in ny country is bent over anyway, but if you think I
have | ess chance of breast cancer in 20 years | wll go
for it." But, you know, that was not there.

And to go back to a point that | think Eric
was nmeking, also it seens to ne it depends on the
governnent of the country. There are governnents and
governnents, and if it is really a deal where you, you
know, can get in to do research by buying soneone a
nice | ab and the governnent pretty clearly is really
| ooking to kind of pursue its own agenda and not the
best interest of the people, that is nmuch nore
probl ematic. Wien a governnent says, "Look, we are in
a tough situation. W w sh we could do nore but, you
know, and a | ot of bad deals, your offer is actually
pretty good and you are going to actually help us --
Prof. Capron, you build us some infrastructure, whether
or not it works and that is a pretty good deal. And we
are willing to take that trade off because in the |ong
run we think that is best and we are not hurting
i ndi vi dual subjects too nuch."

| think if we can get all that in there it
will give people a sense of how you need to think all
this out.

I just think, you know, we are not going to
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resol ve this today or next week or by the end of the
report, but what we can do is sort of show peopl e how
to think it through.

PROF. CAPRON: Steve?

MR HOLTZMAN: Yes. | just want to endorse
that line of thinking which | think follows on yours.
To use the old phrase, it is the “richness of the
texture” that we have to bring out.

And when people who are used to agreeing find
t hensel ves violently disagreeing, it is generally
because they have a shared conception of justice in
this particular argunent but what they are -- or where
they are falling apart is how do they -- how do you
apply the shared conception? That is what is driving
them Right?

Just -- and | think maybe if we could get into
ri chness of cases. And again | keep com ng back and |
amnot sure howrelevant it is to the issues of |evel
of risk you are exposing people to because | think that
al so goes into the political rhetorical elenent about
how nuch you are using them

So to give you an exanple, you know, ny
conpany does a variety of kinds of research, sone of
which is very, very, very early. So, for exanple, we

are collecting blood sanples frompeople in Costa Rica



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

314

because we are studying the genetic basis of bipolar
di sease.

Wiy do we go there? | do not think we -- yes,
there is bipolar disease there as there is in the
United States. |If a drug is developed fromthis work 7
to 10 to 15 years fromnow, all right, they probably

will not get it as fast, if at all. Al right. But it

Is so far away it is -- when people say, "Have you
prom sed to give themthe drug?' It would be
di si ngenuous to promse to give themthe drug. It

woul d be totally irrelevant. Al right. But it also
plays in here all we are doing is taking the bl ood
sanple and we are protecting confidentiality and
what not .

Now havi ng i sol ated the gene and havi ng
I solated the protein, and we say, "Ceez, it would be
really interesting if we could get these people and we
could do a PET Scan study wwth an MRI," all of a sudden
the gane feels to ne like it has changed consi derably
in terns of what are our obligations to themif we are
going to start to involve themin those kinds of
st udi es.

So | just would like to get that kind of
t exture.

PROF. CAPRON: Alta, and then we are going to
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nove on.

PROF. CHARO First, in reaction to David's
comrent that he is unconfortable at applying standards
abroad that we do not apply to ourselves, | do not yet
agree fully with that. | think there are reasons why
we ought to apply different standards abroad.

One of themis that when standards are
devel oped, announced, adopted and applied donestically
here, as a citizen, | have an opportunity, naybe not a
phenonenal | y good one but an opportunity to participate
in a political systemthat allows ne to reformthose
rules indirectly or directly.

When we nove abroad we are working with people
who do not have access to the political systemin the
United States to effect those rules. And that is when,
in fact, Bernie's comment about taking note of what
ki nd of governnment they are |iving under becones quite
rel evant.

So |l do not find it difficult to inmagine that
I mght want to be nore protective of how we behave
wi th people who do not have access to the political
system here to protect thensel ves.

DR COX: And can | conment?

PROF. CHARO  Sure.

DR COX: So | balance that against the --



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

316

because what this is, is a balance between getting
certain types of research done, too. And so then what
Is the benefit of that research, okay, that you are
going to get done or not get done.

PROF. CHARO Right.

DR COX: And that is the hard one to weigh.
So one thing for sure, okay, is that if you hold higher
standards up, you will get |ess research done. | know
that for a fact. Right? So then what are you | osing
by hol di ng those hi gher standards? That is the only
thing | amasking us to keep in mnd because every tine
we put a tighter screw on one end, right, we |ose
sonet hi ng on the other end.

So we just have to -- and we do not have a
good way of neasuring what it is we are gaining and
| osi ng.

PROF. CHARO That is --

DR COX: And that nakes ne very unconfortable
because what we are doing is, is we are naking
recomendati ons not just for ourselves, not our own
personal views, okay, but this is in the best interest
of human subjects protection using Anrerican researchers

and Anerican noney. That is what this report is about.

So unl ess we can neasure those trade offs,
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okay, | think we just have to be very careful about
maki ng these nore stringent decisions without really
bei ng able to have a neasure about what it is doing.

PROF. CHARO The second thing -- | amsorry,
Alex, but it is directly responsive to Bernie's
suggesti on.

It is something that may -- it is present in
the text already but it may be that it has not been
pul l ed out quite this way. And that is the connection
between the notion of obligations after the trials and
I amt hi nki ng now about the recomendati ons at the end
of Chapter 4 quite specifically.

In fact, particularly Recomrendation 4, which
goes right to that.

The interplay between that, the previous
di scussion and Bernie's comments about truth telling
and i nforned consent, in that case reaction to Vi et nam

It strikes ne that if we think about the provision of
any successful intervention after the conclusion of the
trial, not solely as a kind of independent virtuous
thing that we take on, but as an integral part of how
it is that we calculate the risks and benefits to nake
sure that this both is relevant to the health needs of
a country and neets the risk/benefit equation. It

allows us to see things in a kind of spectrum
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The nore that the benefit is going to be
sonet hi ng ot her than the provision of a successful
research product, the nore that the benefit is going to
be one of the secondary things |ike capacity building
and generalized health care and, you know, paynents of
cash or kind, the nore essential it is that one can
justify the trial scientifically and that one can be
nmeti cul ous about the infornmed consent process, which
may entail truth telling so that people can
I ndi vidual | y deci de whether or not to participate in
such an exerci se.

And the nore that one | ooks at whether or not
there is an individualized benefit of sone sort to
t hose subjects which m ght be through other kinds of
health care they are getting in the course of the
trial, et cetera.

| nean, in a sense what you are doing is you
are kind of putting nmuch nore -- nuch hi gher demands on
every ot her aspect of the protocol when you do not, in
fact, incorporate into the benefits something having to
do with the provision of the research intervention.

And | fear that this creates a | oophol e that
you could drive a truck through but at the sane tine |
think in sonme ways focusing on the text and not on the

reconmmrendat i on | anguage nmay actually draw sonme of these
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t hreads toget her and even possibly bring al ong peopl e
i ke Harold so that there is sone consensus at the end
about what we want the recommendations to do.

PROF. CAPRON: | have been told by Eric that
we ought to probably take a short break and | et people
get up and stretch. Please cone right back. W have
not di scussed Chapter 5 and we have, in effect,

di scussed a couple of the recommendations in Chapter 4
but we have not fully discussed a couple of others.

(Whereupon, at 3:15 p.m, a break was taken.)

CHAPTER 5 - ENHANCI NG | NTERNAT] ONAL

COLLABORAT] VE RESEARCH

PROF. CAPRON: If | may begin, the only
comment we have from Chairman Shapiro, as | understand
It, on this chapter specifically is that he believes
the chapter needs restructuring since the
recommendati ons do not follow fromthe concerns of the
chapter. Mreover, the tentative conclusions seemto
repeat other recommendations in the report about sone
of which | have sone probably lonely reservations. So
that is his coment.

Rut h, do you want to begin the discussion by
focusing on --

DR MACKLIN. Yes. W are supposed to focus

now on the handout. This three page handout that is
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call ed “Chapter 5 Recomendati ons. “

Chapter 5 was hastily sl apped together from
the discussion at the |ast neeting and fromthe
responses fromthe Comm ssioners who responded to the
exerci se that we put out on e-nail.

These recommendati ons that you see here, 1
t hrough 6, nunmber 1, were just devised this norning but
we have to | ook at these because in fleshing out the
rest of the chapter we have to see what you think of
t hese.

So Chapter -- we want to go one by one through
t hese recommendati ons. Everything after the bold, all
t hese recommendations in bold, 1 through 6, will be
further supported or are supported by what is al ready
I n Chapter 5.

When you go to page 2 everything that is not
in bold face type is the responses -- is what were sent
on the exercise, suitably nodified in response to what
Conmmi ssioners said in response to that exercise. And
the exercise, if you recall, were here are things that
are in other national and international --

PROF. CAPRON:  Docunents.

DR MACKLI N -- docunents, not in our own.
Shoul d these be added? And those who responded to the

exerci se responded to, yes, they should be added and



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

321

here were sonme of the suggested wordi ng and
nmodi fi cations.

But | think we should just start at the top
and go down one by one since this is the |Iast chance we
have to debate them

PROF. CAPRON: (Ckay. Reconmmendation 1: "The
successor to OPRR shoul d abandon the use of Single
Project Assurances in International Research. The
Agenci es shoul d develop criteria for making a
determ nation that regulations or guidelines in other
countries afford protections equivalent to those
provided in the U S. Federal Regulations."

As you recall, the |anguage about equival ent
protections is part of the present 45 CFR

Ber ni e?

DR LO | want to take a page from what David
Cox did earlier and say let's try and clarify the
probl em and then we can sort of see if the
reconmmendat i ons address the problem

| think one problemthat, Ruth, you very
nicely laid out in Chapter 5 was the cunbersone process
-- the current cunbersone process of assurances for
I nternational projects and the need to kind of rectify
that or address that.

So | take it Recommendation 1 is intended to
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sort of nmake that process |ess cunbersone.

DR MACKLI N:  Yes.

DR LO So what | amnot clear about is if we
say we no | onger have Single Project Assurances, what
woul d replace that? Is it that we would give
internationally based IRBs a Multiple Project
Assurance? | amnot quite sure what we are going to
put in place.

DR MACKLIN I think since each of these
recommendations wll be inserted in the text -- in the
supporting text or the text that shows what the problem
I's, maybe what we should do is read through all of
t hese, Bernie, because the answer to nunber 1 is not
given in nunber 1 but we provide it later.

So could we just read through all of the
reconmmendati ons so you will see where they are going
because your question is quite right. | nean, it is
not answered there so | think we should just read
through all of them

PROF. CAPRON: Al right.

Recommendation 2. "The heads of U. S. agencies
t hat sponsor international coll aborative research
shoul d harnoni ze their procedures for ethical review
and oversi ght of research conducted in other

countries."”
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Recommendation 3: "Researchers should include
In the research protocol plans for facilitating
comruni cati on between or anong IRBs in the U S and
col | aborating countries."

Recommendation 4: "N H CDC and ot her
agenci es that sponsor international collaborative
research should permt researchers to request indirect
costs for research they conduct in resource poor
countries. In addition, these agencies should permt
researchers to request funds for the operational costs
of IRB functions in resource poor countries."”

Recommendation 5: "Researchers should incl ude
in the research protocol a description of the
mechani sns of oversight and enforcenent in the country
where the research is to be conducted. U S. |IRBs
shoul d assess the adequacy of these nechanisns in the
revi ew and approval process."

Recommendation 6: "The U S. research
regul ati ons shoul d be anended to include a new section
t hat addresses international collaborative research
conducted or sponsored by the U S. This section should
I ncl ude the follow ng provisions:

"(1) U S. sponsoring agencies should permt
research ethics commttees in other countries to adhere

to their own research regul ati ons, guidelines or
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standards of practice. Were those do not exist, US.
sponsori ng agencies should permt research ethics
commttees to adhere to international guidelines such
as the Decl aration of Hel sinki and the C OVS
internatinal ethics guidelines.™

Do you want to continue fromthere, Ruth, or
are these nore --

DR MESLIN. They are not bold.

PROF. CAPRON: No. She explained these are
the responses to the questionnaire.

DR. MACKLIN. Yes. These are the responses
nodi fi ed but what 2 through 6 include -- what they
consi st of are additional elenments that would be in
this new section. So maybe we do not have to go
t hrough all of that right now.

PROF. CAPRON:  Yes.

DR MACKLIN. | mean, but they are --

PROF. CAPRON: Well, they are drawn from ot her
parts of the report as well. | nean, nunber --

DR MACKLIN:  Sone.

PROF. CAPRON. Sone of themare at |east.

DR MACKLIN.  Well, wait, wait.

PROF. CAPRON: Things |ike research is --

DR MACKLIN Let's nake clear what this is.

These are itens that were found in the chart to be in
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other countries -- in other countries' guidelines or
regul ations, not in the U S. guidelines. W discussed
sonme of these at the last neeting. Then we had the
exerci se aski ng peopl e whether these should be in the
U.S. regul ations and anong those who responded t hese
were the itens that they thought should be and noreover
sonme of the wording that was chosen.

PROF. CAPRON: And did that in each case
represent a majority of those respondi ng or just
sonebody i ndi cati ng?

DR MACKLI N:  Yes.

DR EI SEMAN.  Absol utely.

DR MACKLIN. On, absolutely.

PROF. CAPRON:  Yes.

DR MACKLIN.  The only -- there is a majority.

Every one who responded, responded that these itens
not in the current U S. Federal Regul ations shoul d be
in the regulations. That was poi nt nunber one.

Poi nt nunber two, there were suggested
wordi ngs that were added to the preferred. There was
an A, aBand a C A was the wording that we provided;
B was anot her country's or another docunent's wording;
and C was make your own wordi ng.

So obviously if any -- there were

di sagreenents, we had to choose and adjudicate. But in
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sonme cases it was -- in nost cases it was accept the
wordi ng that we provided and we have the chart. W can
pass around the chart. W have the chart that Stu
made.

MR KIM Another chart.

DR MACKLIN:  Anot her chart. The mni-chart.
The Stu mni-chart that essentially collated the
responses and summari zed thembriefly.

PROF. CAPRON: Well, to the extent, Ruth, that
these points are points which were substantively
di scussed as we went through other chapters, it would
seemto ne that what we should take away fromthe
exercise is that people think that these are points
whi ch deserve to be addressed. The substantive
statenment of how they are addressed woul d be nore
appropriately derived fromour own deliberations than
from peopl e havi ng checked them of f because they were
covered in sone other set of guidelines, it would seem
to ne.

In other words, if you | ook at point nunber 6,
for exanple, here. W have just had a discussion. W
did not fully resolve that discussion because you
under st andably wanted us to nove on to Chapter 5.
About how -- what happens when research i s conducted

that is responsive to the health needs and rel evant to
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the health needs in a country because it could provide
potential benefits but the terns of how those benefits
are worked out are subject to negotiation anong the
rel evant parties, and they may or may not decide to

i nsi st upon inmedi ate provision to everyone in the
country at an affordable rate of the results of the
research for a variety of reasons |like the research
does not yet yield a product or whatever.

So it seens to nme that whatever |anguage we
devel op woul d be the rel evant | anguage to include in
our suggestion under Recomrendation 6 of what this new
section on international collaborative research woul d
cont ai n.

What that neans, | think, is that we not
debate this |light Ronman type here and just stick with
the bold face recommendations for the nonent. |Is that
reasonabl e?

DR MACKLIN:  Sure.

PROF. CAPRON:  (kay.

Now t hat you see the overall shape, Bernie --

DR LO Maybe | just need to be brought up to
speed. So as a result of Recommendation 1, if | am an
I nvestigator doing an international clinical trial, how
Is that process of getting assurance from N H, assum ng

t hey are sponsoring sone of the research -- OPRR
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assumng NIH is sponsoring, howis that going to be
nore or | ess cunbersone than the current systenf? | am
just not clear.

PROF. CAPRON: As | read Recommendation 1, its
intent -- maybe | m sunderstand what you nean, Ruth.

It is not that they shoul d abandon the use of Single
Project Assurances. It is that they shoul d abandon
sole reliance on Single Project Assurances.

So what it could nmean, Bernie, is if sone
pl ace in Uganda has set up a clinical research center
and has an I RB functioning, and a nunber of
I nternational agencies or U S. conpanies or CDC are
comng up with projects to be done in Uganda, and they
are all going through that conmttee, that once the
commttee neets the criteria that we are asking the new
Ofice for Human Research Protections to devel op, they
woul d have a Multiple Project Assurance with them and
It would | essen the burden because you as an i ndividual
researcher comng up with a new project would not have
to gear themup and get a Single Project Assurance.

DR LO Well, I would prefer what you just
said that the OPRR -- new OPRR shoul d set up procedures
by which international |RBs based in other countries
can obtain a Miultiple Project Assurance so that all

clinical research being under their purview can be
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approved on the basis of the MPA rather than --

PROF. CAPRON: Than an SPA

DR LO -- an SPA

PROF. CAPRON. That is what you neant.

DR LO |Is that what you neant?

DR MACKLIN:  Not necessarily.

PROF. CAPRON: Not what you neant.

DR MACKLIN. Not necessarily.

PROF. CAPRON:  Ckay.

DR MACKLIN. W certainly did nean they
shoul d abandon the use of Single Project Assurances all
together. W certainly neant that. So when you asked
is that what we neant, yes, that is what we neant.
They shoul d abandon that.

But rather than relying on the assurance
mechani sns, including possibly the Miultiple Project
Assurance, they should -- the agency shoul d devel op
criteria for making determ nations that regul ations or
guidelines in other countries afford protections
equi valent to those provided in the U S. regulations.

One way of doing that is to | ook at the
guidelines or the regulations or the laws in those
countries and see what those |laws are. Now that is
different fromlooking at the IRB and | ooking at the

conposi tion and providing for each single project,
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according to the fundi ng nechanism-- renenber this is
inserted -- this recommendation is inserted in the text
after the description of all the faults and flaws and
difficulties, including funding funder by funder so
that the very sane research project has different
assurances based on who it is that is funding it.

That is what the Miultiple Project Assurances
do.

What we heard from-- what we got in the
response from OPRR in the Puglisi nenorandumwas a
detail ed set of answers to just how they go about
maki ng these assurances but what we did find fromthem
is that there are no criteria for determ ning that
anot her country's protections are equival ent.

PROF. CAPRON: Right. They frankly stated
that. Wat | do not understand, Ruth, is | gather even
in this country there are any nunber of SPAs extant.
There nust be sone reasons why sonetines a sponsor and
an |RB or an institution determnes that an SPA is all
they want. They do not want to go through the process
of an MPA

And so | do not see why we need flatly to say
that they should abandon all SPAs. They shoul d abandon
sole reliance on SPAs. In order to do that they al so

need to develop the criteria for approving an MPA
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That the country and the institution have guidelines
and regul ations equivalent to those in 45 CFR

But havi ng done that, | can imagi ne maybe
sonmebody will say, "Well, actually all we want to do is
get an SPA. W do not want to go through the process."

| do not know why they would. | do not know -- but |
do know that in this country we have SPAs as well so |
do not understand why we shoul d outl aw SPAs.

Do you? Isn't it just that we do not want
themonly -- now they have no criteria and they only
use SPAs and all the problens that are in the chapter
and that we have heard about say why that is -- that is
a probl em worth addressing.

Yes, Alice, please.

M5. PAGE: If you |l ook at the chapter on page
9 where there is a description of the circunstances

under which SPAs are used, admttedly there m ght be

limted circunstances in which you could still use
those but the problens that -- the problens cone in the
exanple for -- that Professor Tielsch at Hopkins -- he

provi ded the case study in Nepal and there was a
situation where studies were funded initially by USAI D
and they received the approval based on the Hopkins'
MPA as the collaborating institution in the United

States but when the funding source changed to NIH, then
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they had to go back to OPRR and get the SPA, and those
are the situations that you want to get rid of the SPA

PROF. CAPRON: No one disagrees with that. No
one disagrees with that. Any snart research
adm ni strator woul d say once we gear up to get an SPA
why don't we apply for the MPA so that we do not face
that dilemma in the future.

M5. PAGE: | think then what we need to do is
| ay out the situations in which we mght want the SPA
to remain in international collaborative research

PROF. CAPRON:  You are in charge now

PROF. CHARO | guess | amin charge now.
Ber ni e?

DR LO | guess it is late in the day and |
guess | amstill feeling very literal so it seens what
we want to be able to say is that DHHS shoul d nmake
avai l able MPAs for international research. Right? |
mean, do we need to say that? |In order to do that they
need to set forth clear criteria for when they are
going to consider regulations or guidelines in other
countries as giving at |east equal protection.

And it seens to ne we also want to say --
nmean, is it clear that once you have an MPA and you
change the fundi ng source you do not have to go back

for nore? So it is really you want this -- | nean, it
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seens to me what you are really telling themto do is
use the MPA to approve international research to the
extent that is feasible and the investigators and
sponsors want it and to set up the --

DR MACKLIN.  Well, but there is just one
other point. Sorry. And that is in the USAID section
there are other ways -- ways other than the MPA. |f
you take a |l ook at that section -- | nean, this is to
go away fromsolely a reliance on assurances so the
USAI D specifies other ways in which it can find that
there are equival ent protections.

So we want to put the enphasis on a finding of
equi val ent protections and a devel opnent of criteria --
of good solid criteria for making those determ nations
and there mght be nore than one way but it is not only
t he MPA.

PROF. CHARO Bernie, would it be fair to say
then that what we want to do here is the following: W
would like the U S. sponsored research to be
facilitated by an enphasis on criteria being -- to be
facilitated by being able to determ ne that regs and
gui del i nes of other countries afford equival ent
pr ot ections.

And where that cannot be done because, in

fact, they do afford equival ent protections, that we
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woul d next |ike to urge enphasis on nore flexible

I nstrunments |ike MPAs and that the goal is to
deenphasi ze high -- you know, kind of high transaction
costs, low value tools |ike the SPAs.

Right? So it is just a matter of kind of a
hi erarchy of what you start with because there will be
-- there wll probably be as Al ex thinks sone occasions
where you will still want to use these old nasty tools
but the goal is to mnimze those circunstances.

DR MESLIN  Just as a discussion point
and i nformation, we have heard now from Australia, we
heard from D ckens from Canada, and it is likely that
in a place |i ke Canada the second sentence of this
first recormmendati on would be very relevant if HHS
determ ned in cooperation with the -- with Health
Canada that the Tri-Council policy and 45CFR46 were
equi valent. Then you would not have to -- as a matter
of international experinental policy -- you woul d not
have to avail yourself of an MPA at MG Il and the
Uni versity of Toronto. You would be able to establish
those criteria.

So in nost cases the negotiation of the MPA
has been stalled by a failure to identify the criteria
that the U S. Governnent woul d use when negotiating

with the MG IIls or the Sinon Frasers or the
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Dal housies. So the suggestion that they are linked is
quite right. Your hierarchy is quite right but they
are not jointly necessary. They can be separ at ed.

PROF. CHARO Bernie?

DR LO On page 11 it appears to ny readi ng
t hat under USAI D approval you do not necessarily need a
foreign IRB to approve the protocol. You can use the
U S. based MPA, is that correct? And are we willing to
sign off on no I RB approval fromthe host country?

| mean, it just seens to ne there is a |lot of
alternatives here all under the general rubric of
maki ng approval |ess cunbersone and it would help ne if
we could just sort of spell themout in the
recommendations. Anong the foll ow ng, which we would
|i ke to encourage, are da, da, da, da.

But | am not sure one of the USAID ones, which
-- it seens to ne it says that you can use the Hopkins
| RB and ignore -- and not go through another one -- is
sonet hi ng we woul d want to support.

PROF. CHARO Alice?

M5. PACGE: Technically that is true. | talked
to Ji m Shel don about that and they do not require the
| ocal 1RB review but they encourage it and institutions
-- for exanple, | know Hopkins requires |local IRB

review as part of the collaboration. So in that
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particul ar situation the case study that we presented
to you, there was I RB review at Hopkins but then there
was |RB review in Nepal as well.

DR LO Yes. | would feel unconfortable not
maki ng that a requirenent rather than just a --

DR MACKLI N But, Bernie, we have -- we nake
It arequirenent. | nean, to say that USAI D has ot her
mechani sns does not nean that in our report we are
going to accept all of the details that they m ght
accept. W can inpose any other requirenents we want.

The val ue of at |east part of what USAI D does
Is that it seeks to nake sone determ nation of
equi val ent protections beyond or different fromthe
multiple -- the assurance nechani smand that seens to
be a positive thing. If, in fact, they wll allow only
a US IRB and we do not want to allow that so we can
say that. W are not saying we want to buy into the
details.

DR LO And where do we say that, that we
require a host country IRB to approve it as a
recommendation? It seens to me that should be a
reconmmendat i on.

PROF. CHARO W could nmake that a
recomendation. |If | understand correctly, Ruth, when

we wite -- let's ook at Recommendation 1 with the
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first sentence onmtted and just focus on the second
sentence. That the successor to OPRR -- | guess it is
H --

DR MESLIN. OHRP.

PROF. CHARO OHRP. OHRP shoul d devel op
criteria for making a determ nation that such and such
I's equivalent. W could choose to further recomend
t hat when OHRP nakes those criteria that it insists on
| ocal review as one of the criteria. W could do that
I f we wanted to.

It still leaves OHRP wth the recomendati on
that it continue to flesh out the details of what
constitutes equival ence, right?

DR LO | may just be having trouble wth the
hour here. | nean, why can't we have a recommendati on
to say OHRP, whatever their al phabet soup nane is,
shoul d devel op procedures to approve research sponsored
by the U S. conducted in international settings that is
| ess cunbersonme. Anong the ways they nay do this are
bul | et one, bullet two, bullet three. | mean, sonehow
t he recommendati on does not -- | nean, it sort of does
not give nme the gist of why we are doing this. To just
say that we should develop criteria, you have to know
an awful |ot about sort of, you know, the ins and outs

of international research approval to know that that is
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going to make stuff |ess cunbersone. | would just
rat her be very clear and --

PROF. CHARO Alice and Ruth, is that a
realistic --

DR LO -- straight forward.

PROF. CHARO -- is that a realistic edit?
Because | know when it goes back into the body of the
text, sonme of what you are saying is not obvious, and
the recommendation will have just appeared in the
par agr aphs i nmedi ately precedi ng but nonetheless is it
a realistic edit or reasonable edit to just say what
Berni e was suggesting? OHRP shoul d devel op a | ess
cunber sone nechani sm for approvi ng research, approving
U. S. sponsored research in other countries. Anong the
| ess cunbersonme nechani sns that are recommended are
recognition of substantially equival ent protections
according to criteria to be devel oped by CHRP.

DR LO To using granting MPAs to
internationally based IRBs. | nean, | do not know what
the other -- | nean --

PROF. CHARO Right. And you should use your
m crophone. | amsorry.

DR LO Sorry.

PROF. CHARO  Eric?

DR MESLIN. Well, | was just going to say we
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have al ready provided to Comn ssioners copies of the
draft revised assurances that OPRR has been circul ating
and di scussing for sonme tinme in collaboration with the
Fogarty Center.

So, Bernie, your suggestion nmake sonme sense so
l ong as the text that acknow edges that the assurance
systemthat we know now with SPAs, MPAs, is going to be
changing. So that is kind of a given.

So if you want to add your list there is
nothing -- | do not think that would preclude the --
but it changes the nature of the recommendati on from
this is what this group should do nowto this is the
things that the group should consider doing to nmake it
a lot easier for everyone else to do research.

| think the easiest thing, though, is to nmake
-- the nost noncontroversial is to suggest that they
establish criteria for this. That is conpletely absent
and we have heard testinony for three years. Unless
you fol ks have read those new assurance docunents and
have said these are very nice docunents and we are
delighted to see them and encourage nore of that kind
of sinplification, you probably wll not feel
confortabl e maki ng the recomendati on you nade.

PROF. CHARO Because of the hour and the

fatigue factor that | suspect is dogging us, my I
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suggest that we try folding this into the next and | ast
go round because | think that we all intend very

simlar things, if not perfectly identical things.

DR MACKLIN. | amnot sure what you are
sayi ng.

PROF. CHARO Mve on to Reconmendation 2.

DR, MACKLIN. Ch, yes.

(Laughter.)

DR MACKLIN It could not have been said nore
clearly.

PROF. CHARO Let's nove on to Reconmendati on
2. Comments on Recommendation 2.

Does anybody think that we shoul d not
har noni ze?

Ber ni e?

DR LO No, | amjust --

PROF. CHARO You are just flipping the
conput er down.

(Laughter.)

PROF. CHARO (CGoing once. oing twice. Going
to Recommendation 3. Qops, David, you just got in
before the gavel fell

DR COX: Yes, | nean, sure, this is great but
the -- | donot -- if | was reading it and I was one of

t hese heads of a U S. agency, | do not know how I woul d
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do it because right now, you know -- so our job is not
necessarily to tell them you know, howto do it, |
guess, certainly in the recomendati on.

But unless we lay out, you know, possible ways
that would facilitate themdoing this, the -- we say we
want it to happen but just by saying it, will not nake
It happen.

PROF. CHARO  Suggestions for ways we m ght
get sone concrete exanpl es of how one can
operationalize this that mght be added to the text?

DR MACKLIN:. | want to just understand what
David is saying. | nean, this reconmmendation will cone

i Mmedi ately after a description in the text of what

OPRR does.
DR COX:  Yes.
DR MACKLIN:  And what USAI D does.
DR COX:  Yes.

DR MACKLIN:. And a quotation froma
researcher that says NIH, FDA and USAI D shoul d get
their act together and have one set of regul ations.
Now we cannot -- | nmean, | amnot sure what you are
asking --

DR COX: But then what | would say is if that
Is what we want is one set of regulations, we would say

we reconmend that all U. S. agencies that sponsor
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i nternational collaborative research have one set of
recommendat i ons.

DR MACKLIN. Wl l, nechani sns.

DR COX: Yes.

DR MACKLIN  Yes. One set of nechanisns.

DR COX: Say it. So we do not want themto
sort of harnonize. W want themto get one set of
recommendat i ons.

PROF. CHARO Any interest in responding? |
think there is obviously a cross fertilization here
with the oversight report and | think it is probably
worth making a note here that there is cross
fertilization with the oversight report, that the rule
maki ng process is cunbersone, any formal adoption of a
new set of common rules is a cunbersone deal so that as
an interimneasure people can sinply harnonize.

DR MACKLIN.  These are not in the rules.

DR EI SEMAN. These are procedures.

DR MACKLIN. These are what OPRR has done and
has decided to do. This is what USAI D has done and
deci ded to do.

PROF. CHARO Ch, so these are anenable to --

DR EI SEMAN. These are not the regs.

PROF. CHARO  (kay.

DR MACKLIN. Not regs. It is just how they
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see -- what the reg says only is equival ent

protections.
PROF. CHARO
DR MACKLI N:
et cetera.
PROF. CHARO
DR MACKLI N:

protections so it does not

some guys getting together.

adm t .

DR COX But ,

is, is that |
t oget her but |
Sort of to what end.

in this but what

do not under st and,

is -- to be really specific,

CGot it.
It does not nention SPAs, MPAs,

Cot it.

Al it says is equivalent

requi re anything other than
That may be hard, David, |

you know what, what ny problem

read that the recommendati on says to get

okay, to do what.

What you want themto harnonize

okay,

about what the purpose of the neeting is.

PROF. CHARO

shoul d include in the research protocol

Recommendati on 3. "Researchers

pl ans for

facilitating communi cati on between or anong IRBs in the

U.S. and col |l aborating countries."

DR CASSELL
PRCOF. CHARQ
DR MACKLI N:
PRCF. CHARQO

you - -

Reacti ons?
VWell, then what el se?
Recommendati on 4.

vell --

| just did not understand what
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DR MACKLIN  -- that does not exist at al
NOW.

DR CASSELL: Well, | nean it should be there.

DR MACKLIN.  Cn, all right.

DR CASSELL: | nmean if you do not get an
argunment, Ruth, do not bite.

(Laughter.)

PROF. CHARO Reconmendati on 4.

DR COX: | would just like to nmake a
practical conment on this.

PROF. CHARO  Yes.

DR COX: This is dangerous because it is
anecdotal. It is personal experience.

PROF. CHARO This being 3 or 4?

DR COX: This being 3.

PROF. CHARO  (kay.

DR COX: Is that in efforts to do that in ny
own personal experience, | was told that | had no
busi ness even knowi ng who was on, okay, the
Institutional review boards of the other countries, and
that they specifically did not want nme to have any
contact with them

DR MACKLIN:  Your own institution told you
that or the other country's?

DR COX: No, the other country's.
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PROF. CHARO  (xay.

DR CASSELL: Undue infl uence.

DR COX: That was part of it. They had their
way of doing it. They were not interested in ny way of
doing it and that they did not want nme to have any
contact or any know edge of who the people on the board
was.

DR MACKLIN.  You know, that is very
i nteresting because there are sone -- in the
I nternational guidelines, and specifically in the one
that is nost detailed that does not apply and does not
bind a lot of countries, the I1CH Good Oinical Practice
Quidelines, there is a wealth of specific details about
| RBs and what nust be presented, what nust be the nanes
of the nenbers of the IRBs, their service, their areas
of -- | mean, a whole lot of information.

So this sounds |ike an idiosyncrasy rather
t han sonet hing that one woul d expect to be common and -

DR COX: Well, these were four of the ngjor
hospitals in a not very -- | will say the country.
Taiwan. Al right. Not an unsophisticated country
wi th respect to research.

PROF. CHARO Are you sure it was not just

personal and they did not |ike you, David?
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DR COX: Wll, that is a separate issue,
Ata.

(Laughter.)

PROF. CHARO Do you think that that anecdote
actually indicates sone reason to actually change this

recommendation? Do you think it is --

DR COX: Wwll, all I would point out --
PROF. CHARO -- nore general point there?
DR COX: -- is that under this recomendati on

I f that was sonething where | had to basically do it in
order to have the international research done, | would
have been absolutely unable to neet that requirenent.

PROF. CHARO Al it says is that you have to
include in the research protocol a plan. It does not
mean that you have to be successful. [If you are
rebuffed, you are rebuffed as far as | read it.

DR MACKLIN Right, exactly. And, in fact,
then you bring it back to your I RB and your |RB says --
and your | RB approves it based on the plan and then you
conme back and you anmend your protocol by saying here is
what happened. Wen | comuni cated with them they
said “no dice.”

PROF. CHARO Are you still worried, David?

DR COX: If | can do that, it is fine. But

it also does not allow -- okay -- the purpose of the
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recommendation is so that there be communication. Al
right.

DR MACKLIN.  Well, you cannot neke there be
communi cation but if there is a plan and their people
are of good will -- and what we heard fromthe people
who testified -- | nean, at the -- two neetings ago was
an urging of greater collaboration, that the chair of
the IRB in the industrialized country visit the IRBin
the other country and that they exchange regul ar
conmuni cations and visit one another, | nmean. And that
was one of the suggestions and it is in the text.

PROF. CHARO So either in the text or
rewitten in the recomendation that the plan is to
facilitate all nutually desirable comrunication.

DR COX: O, | nean, | think it is fine the
way it is witten. | amjust trying to give a bit of
reality to what is going to happen when the rubber hits
t he road.

PROF. CHARO  The rubber hits the ground.
Ber ni e?

DR LO | nmean, this is all -- this
reconmmendation, as stated, has the responsibility of
relying on the research. Does the |IRB have any
obligation to sort of -- to nmake sone attenpt to see

what the other IRB has to say about the protocol?
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PROF. CHARO Reactions?

MR HOLTZMAN.  Just sonething to think about
it. | think he has -- it is just late in the hour.

PROF. CHARO | do not think anybody can say
it is a bad idea for the IRBs thenselves to take
advantage of these but it is usually the investigators
that are actually comuni cati ng because they are
actual ly coll aborating, right?

DR MACKLIN: Yes, | nean, | think --

DR COX: That is exactly right.

DR MACKLIN. David's exanple, | think, goes

nore to this recomendation -- | nmean, to this point,
that point, that the IRBs -- | nean, if the chair of
your IRB tried to contact the other person, | nean,

they would throw up, you know, a barrier.

DR COX: Exactly.

DR MACKLIN. So the researcher is the one who

IS supposed to facilitate it and then there has to be

some cooperation

DR COX: Yes. And if there is not cooperation

t hen you have done the best you can but I amjust --
the -- and what this is -- the reason is insecurity

across international boundaries about the people wll
be told that what they are doing is not adequate. |

nmean, that is -- or -- okay -- other internal politics
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that they do not want any Americans dealing wth,

So -- but either one of those is a fine reason
not tolet -- you know, you see it but that the -- |
think that is going to be -- | do not know -- actually
| do not have a -- since it is personal experience, |

cannot generalize it. But | know it happened once. So
then if that is the only tinme in the world it ever
happens then ny statenent is irrelevant.

PROF. CHARO kay. | gather we have probably
mned this --

DR MACKLI N:  Yes.

PROF. CHARO  Any further comments on this?

Recommendat i on 5.

DR, MACKLIN:  No, 4.

PROF. CHARO  Excuse ne. Recommendation 4.

DR CASSELL: Well, just as a matter of fact,
at the present tinme they do not get indirect costs?

DR MACKLIN:  They are not allowed to.

DR CASSELL: So | amat Cornell and | want to
do a piece of research that is going to take place in
Thailand, nmy institution gets no indirect costs?

DR MACKLIN:  Cornell does.

CASSELL: Cornell does.

MACKLI N:  The Taiwan institution does not.

3% D

CASSELL: | see. So that is indirect
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costs for the host. | see.

MR HOLTZMAN: That shoul d be clear.

DR CASSELL: That is not clear so it should
be for the host in the resource.

DR LO | amsorry. A question --

PROF. CHARO  Bernie?

DR LO That is true even if it is not a
contractual arrangenent but that it is a co-

i nvestigator site, you cannot get -- what is the
rationale for that? | mean, is there a rational e?

DR CASSELL: Save noney.

DR MACKLIN:  No.

DR LO They do not like our tax dollars
going --

DR MACKLIN. | do not -- it mght be that. |
do not know. | nean, | actually know since we are
telling anecdotes frommnmy own personal experience where
| just put in a grant to the Fogarty Center that ny
col | aborator and the co-director of the programin a
devel opi ng country was not allowed -- not only not
all owed to have any indirect costs so the institution
t hrough which this program woul d take place said, "W
have to get indirect costs so we are going to take it
out of your salary or we are going to take it out of

sonme other. W are going to take it out of stipends
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because we need the noney."

So, | nean, w thout doi ng anything dishonest,
and we did not, or anything illegal, | nmean we had to
figure out how sonme benefit could go to that
institution which said “we need it, we cannot let you
do a project here.” But it was prohibited by the NIH
because there were no indirect costs permtted.

PROF. CHARO Bernie?

DR LO Wll, then | think the recommendati on
I's not just that you can request it, you can request
anyt hi ng you want, they need to cough up the noney.

(Laughter.)

DR LO Right. I nean, the NIH has to pay for
I ndirect costs for research conducted i n devel opi ng
countries just as they would for research conducted in
the U.S.

DR CASSELL: ay. Well --

PROF. CHARO Eric, what are you nuttering
about up here?

DR MESLIN. Never mnd. He was just --

PROF. CHARO Rachel ?

DR LEVINSON:. | would not tie it necessarily
to indirect costs. The point is that you want
supporting costs, however they cone out, and because we

have a cap on the adm nistrative expenses and i ndirect
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costs here that limts the anmount of noney that can go
toit here, there is going to be sonething comng out
that mght give you clarification of what you can

di rect costs.

So | would not even refer to indirect costs.
It is the support, however it is nost appropriate and
easy to get, and if you want it to cone out of your
sponsor then so be it if it is necessary in order to
get it done in the other country.

But | would not be so prescriptive right now
as to say indirect costs. Sone other way m ght be
better.

PROF. CHARO Bernie?

DR LO That is a good point. | nean, the
problemis that as we all know from our own
universities there are indirect costs and direct costs.

| nean, it seens you have got to pay for the tel ephone
and the fax machine and the secretary. And when the
Nl H says, "Oh, that cones out of your indirects,” you
cannot do that.

But in addition your university says, "Wll,
there is the library, there is the janitorial service,

there is this and there is that," and, you know -- |
nean -- so it seens to ne they are both above the line

costs which I think Ruth m ght be able to sort of get
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sonme of those expenses. But the university board is
going to cone back and say, well, you know, there are
all these other things as well that you pay for in the
U.S. and you are not paying for here and you cannot
wite it as a line item because you cannot wite, you
know, $400 for use of the library or sonething.

DR MACKLIN.  Well, there is also -- the
second part of this says, "In addition, these agencies
shoul d permt researchers to request funds for the
operational costs of IRB functions."

PROF. CHARO R ght.

DR MACKLIN. | mean, that was another thing
that we heard here, that is they have no noney at all
to support the IRB, nmuch | ess the photocopying and the
per sonnel because there are no costs that the
institution will provide for that.

PROF. CHARG  Davi d?

DR COX: So | really like Rachel's suggestion
on this because when we start prescribing under the
context of whether it is direct or indirect costs,
okay, whether it is public agencies or even private
agenci es, nmany private agencies |limt the anount of
i ndirect costs that they will do. The universities
say, well, you know, then we will not take your noney.

Quess what? Even though | get that grant, |
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cannot get the grant because the university will not
l et ne accept it. So that is the reality of research
even in this country.

So what do you do for coll eagues in other
countries? You put them above the line in terns of the
direct costs and you send themthat noney.

Now it still is not fair because it does not
support the infrastructure of the country, which is
what this recomendation is all about.

So that | think what you are really saying is
it is a fundanental change in terns of the policy of
t he fundi ng agencies and you will have to deal -- it
will be a separate deal with each fundi ng agency.

So even accepting that, that you are going to
do that, then there is another conponent to this. Wat
defines a resource poor country? How poor do you have
to be before you actually deserve to get those kinds of
funds?

So | think that although the spirit here is
one that any of us that do international research
support, inplenenting this, | think, is really
difficult.

And that there needs to be a nmechanismif you
are going to be doing international research to support

the functions of the research. | nean, that has to be
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the case in the broadest way but that if you -- if the
governnents wll not let you do it unless you support
the governnments, that is what this is about. Right?

| know that the NIH view -- the reason why
they will not do this is because they feel like they
get bled dry. And that the governnents have plenty of
noney and this is just a way for the governnents to
recoup nore noney and they do not want to have their
research funds spent that way.

PROF. CHARO If | may put nyself on the |ist
now. Suggestion 1, with regard to deci di ng which
countries we want to be covered in this reconmendati on,
USAI D has terminology -- and | do not know what word
they use but it conveys the neaning of which countries
are on the list that are eligible for USAI D assi stance.

And that would roughly correlate with
resour ce- poor and m ght be a good working definition
and it is amended fromtinme-to-tine.

DR COX: Perfect.

DR MACKLIN  There is an index.

PROF. CHARO There is sonme kind of --

DR MACKLIN. There is an index, yes.

PROF. CHARO  But whatever they use mght be a
good proxy to adopt so that we get rid of that one area

of --
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DR COX: Perfect. Done. That is the easy
one.

PROF. CHARO The second is that it may be
that what we want to say is that we want NIH and CDC
and ot her federal agencies to renpbve existing obstacles
to providing --

DR MACKLIN. That is --

PROF. CHARO That is step one but that is
step one. W want themto renove the existing
obstacles to providing funds that woul d cover indirect
costs.

And then step two is that there is a nore
proactive thing that says we want the Federal
Governnent when it is supporting research to provide
adequate funds to cover the necessary infrastructure
| RB creation and mai nt enance and ot her research rel ated
-- no, or conpliance related costs. You know,
interpreted broadly. And then try to get away from
things that mght indirectly, no pun intended, get us
caught up in the details of U S. technical rules.

DR MACKLIN. Yes. But let ne go back to what
Davi d sai d about the governnments bl eedi ng people dry.
| nmean, this is really intended to be at the
institutional level. You have a collaborating

institution. It is going to be a hospital or a clinic
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or a research unit within a university. So it is not
going to be one of these governnent situations or it
shoul d not be. So maybe nore specifically we are
really tal king about supporting the IRB. It is the
researcher and what the researcher needs to conduct the
research and deal with the adm nistrative nechani sns.

W did not want to limt it to the IRB but if
It is at the institutional |level, would that --

DR COX: If you say that, okay, that is very
different fromindirect costs supporting the whole
ot her institution.

DR MACKLIN. Yes. W are going to drop the
words "indirect costs.”

PROF. CHARO  Ckay.

DR MACKLIN. So we are going to drop that.
W are going to say "financial support.” | mean, use
the term"support.” You say "financial support for
adm ni strative and other operational matters at the
institutional |level" because that is where these
researchers --

PROF. CHARO R ght.

DR MACKLIN. -- the institutions are poor.
W know t he governnents have a | ot of noney. They are
fighting wars. They are, you know, paying billions for

their wards but it is at the institutional |evel where
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they do not have the funds. So maybe that is how we
have to specify it.

PROF. CHARO  (kay.

Steve, then Rachel.

MR HOLTZMAN: Well, Rachel seened to have a
questi on.

PROF. CHARO Rachel ?

DR LEVINSON: No, it was just that if you say
"admnistrative," it is a buzz word for indirect costs.

So | woul d suggest instead to use the cost of
conpliance. It is going to be the new buzz word.

DR COX: Perfect.

DR LEVINSON: It is not prejudicing it,
whether it is direct or indirect or admnistrative or
anyt hi ng el se.

DR COX: Perfect.

MR HOLTZMAN: Yes, but we have two different
I ssues there. So let me introduce an industry term

PROF. CHARO  Steve, then Bernie.

MR HOLTZMAN: Fully burdened costs. That is
what we call it. That is what we call it in industry.

PROF. CHARO  Fully burdened?

MR, HOLTZMAN.  Fully burdened costs.

PROF. CHARO \What does that nean?

DR CASSELL: That is wonderful.
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(Laughter.)

MR HOLTZMAN:  No, but -- what does it nean?

PROF. CHARO  Yes.

MR HOLTZMAN. It neans the fact that when |
pay -- in your termnology | pay your salary, your
direct costs, right, but I also have to pay for the air
conditioning. The full burden of having you on ny
payroll is X That is the concept. Al right.

Ckay. But what are we focusing on here? Are
we focusing on the fact that it seens an oddity that
the governnment will not pay the fully burdened costs of
researchers outside the U S. or do we want to say --
and, therefore, we want to say they should? O do we
want to be nmaking the point that there is a cost
associ ated wth research, nanely the operation of
ethically related functions, which is not normally paid
for but should be.

Those are two different points. Wich one is
our focus here?

PROF. CHARO Bernie?

DR LO | think that is a very hel pful
clarification. | would say you need to do both
because, you know, the battle we all fight with
indirect costs is that a lot of things |ike secretari al

support, telephones, stuff |ike that, which is an
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ongoi ng battle. They say that is including your
i ndirects, you cannot charge above the line, and they
cross it out of your budget so that --

MR HOLTZMAN: So | will play devil's advocate
here for a nonment since | do not have to live with this
problem This is about the ethics of international
research. Wy are we tackling a reconmendati on about
what shoul d be all owabl e costs that the governnent
funds that have nothing to do with the ethics of
research in this report?

DR MACKLIN. Because they cannot do what they
have to do to conply with our ethical requirenents
wi t hout any noney.

MR HOLTZMAN. But, Ruth, then we could say
that focusing in on the ethical -- the funding for that
which is necessary for the ethical conpliance as
opposed to all "indirects."

DR LO Steve, | think --

DR MACKLIN. That was the intent.

MR HOLTZMAN. Ckay. That was ny question.

PROF. CHARO Bernie?

DR LO But there is another ethical
argunent. That is we make a big deal of infrastructure
bui | ding and you cannot build infrastructure if you do

not have the noney to pay for the personnel, the
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equi pnent, and things |ike that.

So, | nean, to the extent that we say that
part of what you need to do is, you know, help train
peopl e and, you know, provide the infrastructure, if
that is not in your budget then that is -- then we are

maki ng an enpty gesture, and that is the fully burdened

costs.

DR MACKLIN. It can be, though. | nean, for
exanpl e, you can -- equipnent. Part of the
I nfrastructure is equipnent and you can -- the N H has

no prohibition on equipnent that you need to carry out
the research. | nmean, including conputers, et cetera,
in those places. So, | nean --

DR LO But secretarial support, telephones
Is often, you know, in this country said that you
cannot put that into a grant, that should be part of
the indirects.

PROF. CHARO | think that --

DR LO And that is the infrastructure.

PROF. CHARO | think that it would be |ovely
if we could try to capture both kinds of costs. And
understand Steve's point that the generic support of
research abroad is separate fromthe issue of the
et hi cal conduct of research abroad. But | do think it

I s di singenuous to say we are going to wite an entire
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report about pronoting ethical conduct of research when
we have no interest also in sinply pronoting research
per se.

| nmean, this is --

DR COX: Well, I amnot sure about that.

PROF. CHARO | would put it out then as a
proposal that it is appropriate that we want to, in
fact, foster healthy coll aborations and heal t hy
col | aborations nmean that you have to make it possible
for the institutions to say, yes, we would like the
resear ch done.

DR COX: (kay.

PROF. CHARO  Sonething they are not currently
able to do because it leads themto say yes. And that,
second, having said yes, that they now are given the
neans to do it the way that we all ideally wish it
woul d be done.

MR HOLTZMAN: Right. So, Alta, what | have
no i nformation about, what we as a Conm ssion, | would
submt to you, have no information about, which we have
had no di scussi on about, okay, are federal policies
pertaining to what a rei nbursable expense is, in
general, per se, excluded and not excluded, for what
ki nds of research, et cetera, et cetera, and we are

maki ng -- you were naki ng a bunch of assunptions there
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that there is not good reasons why different rules are
appl i ed.

Now so | amjust unconfortable with that
because we have not | ooked at that issue at all.

| amvery confortable with the fact that we
spent a lot of tinme saying that putting in place the
necessary -- putting in place the necessary
i nstitutional apparatuses, apparati, to ensure ethical
conduct of research is sonething we have a stake in and
we shoul d put our noney where our nouth is.

PROF. CHARO  Eric?

MR HOLTZMAN: Thank you

PROF. CAPRON. | amsorry.

DR MESLIN | would just like to rem nd
Comm ssioners that in tw reports, the Capacity Report
and the HBM Report, we did address issues of ensuring
that there were adequate resources avail able to ensure
that the protections we were proposing in those reports
could be carried out by the institutions.

The wordi ng was general. |t was wording that
institutions should seek ways to find appropriate
resources. So as a matter of historical record the
Commi ssion is on record in speaking about resources but
in the narrow description nmaybe that Rachel used. |

forget the phrase.
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PROF. CHARO Cost of conpliance.

DR MESLIN:. The oversight report wll address
this issue as well. So since Ruth has already admtted
that the intention of the phrase was to cover those
types of issues rather than everything else, | wll
just submt that we already have had a bit of a
di scussion over the last three years, and this is not
goi ng beyond the pale so long as it is within Steve's
i nterpretation.

DR MACKLIN: W have a recommendati on about
capacity building in another chapter. Gay. This is
specifically with regard to enhanci ng col | aborati on and
the operation of IRBs and all of that stuff. So this
Is not the only place where we are tal king about
enhanci ng -- about capacity building and that really is
a whol e section of another chapter.

PROF. CHARO ay. Then in that case woul d
It make sense to nove on to Recommendation 57

Recommendati on 5. Reactions?

DR COX: So | cone back to ny exanple again
because if | had to do this, okay, and that they wl|l
not even tell ne who is on the IRB or howit works, it
Is inpossible for me to provide any of that information
as a researcher.

PROF. CHARO Also, a question to Ruth and
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Alice. In light of Recomendation 1, which as
eventually witten is enphasizing the kind of finding
of substantial equivalents in lieu of the kind of site
by site system we have now had, what is it that in
Recomendation 5 you would like the IRBs to add that
wi Il go beyond what woul d have been acconpli shed
already by virtue of this kind of certification of
substanti al equi val ency?

DR MACKLIN.  Well, | guess the one thing we
heard wi thout getting a very clear resolution of and
the one thing that canme out from Puglisi's nmenorandum
for why they do what they do or why OPRR did what it
did, was that other countries do not have the
enf orcenent nmechanismthat OPRR -- that OPRR has
essentially been in this country.

And at least -- well, it was Sana Loue. | am
not sure if there was anyone el se. Wen asked what is
t he assurance in those other countries that the
regul ations that they have will be conplied with, there
was no -- there was little or no answer to that and a
| ot of people said, "Yes, we have all these rul es but
there is no enforcenent of the rules.”

PROF. CHARO Well, in that case it seens |ike
In sonme ways what we may really want to be saying in 5

is that the researcher has to work with the IRB to
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figure out how the Anerican IRBis going to be able to
know that the protocol is being carried out as expected
when it was approved.

Now that may entail -- that may involve
telling themall about the |ocal or host country |IRB
but it may be that there is going to be another
mechani sm because they are dealing wwith an IRB that is
not cooperative |like David's or sonething.

But it seens |ike the goal here really is that
the Anmerican |IRB has sone way of assuring itself that
things are going according to plan and that it does not
really matter what the nechanismis, and it does not
rely necessarily on knowi ng how the host country |IRB
operates. Just sonething that wll give them sone way
of pulling that off.

I s that reasonabl e?

DR MACKLIN  Yes, it is. | amjust going
back to your first comment that what does this
acconplish that is not already acconplished.

PROF. CHARO Well, | amactually -- I amgl ad
that it is here, though, because Recomrendati on 1 when
It focused on national |evel regulations and gui delines
did | eave ne unconfortabl e about how that translates
into site specific enforcenent. So without 51 find

nysel f unconfortable with one standing al one as a
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suffici ent guarant ee.

So |l am-- personally I ampleased to see
sonmething in 5 that to ne does go beyond. The first is
kind of is there sonething in place that in theory can
hel p all this happen properly and then 5 is now how can
we be sure.

D ane, and Steve.

DR SCOTT-JONES: Alta, | have a question. |If
you are recomendi ng that there be sone nmechani sm for
maki ng sure that as the research is conducted, it is
done according to the plans and agreenents?

PROF. CHARO No, it is not -- the usual kinds
of things we do here. W have got periodic continuing
reviews. There is a neans of auditing.

DR, SCOTT- JONES: kay. That is not really
done here. One of the anthropol ogi sts who spoke to us
in a previous neeting nmade that point. He said that
t here shoul d be nore done to nake sure that researchers
really do follow through and do what they are supposed
to do. That really is not done to any significant
degree here for U. S. researchers. It is not done.

PROF. CHARO  Steve?

DR MACKLIN. Well, we are not asking --

PROF. CHARC Wiit, wait.

DR MACKLIN | amsorry.
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PROF. CHARO  Steve, Rachel, Ruth. Steve,
weren't you going --

MR HOLTZMAN. Yes. But was Ruth going to
provi de an answer?

PROF. CHARO kay. Sorry. Ruth?

DR MACKLIN  Well, | nmean, there are two
ki nds of nmonitoring. You are certainly correct that
there is no nonitoring of the research activities or of
the inforned consent process in order to ascertain that
they are doing what they say they are doing. | nean,
that woul d have to be an on site nonitoring.

This is really tal king about --

DR SCOTT-JONES: That is not what she said.

DR MACKLIN: | did not -- | do not think you
were tal king about on site nonitoring but --

DR SCOTT-JONES: She just said site.

PROF. CHARO. No, | did not or if I did, |
m sspoke.

DR SCOTT-JONES. (kay.

PROF. CHARO Eat one or the other. Al |
meant was that in lieu of the research in the United
States having to explain how the Taiwanese IRB is going
to operate and enforce, | was saying that what is
really at issue here is howthe Arerican IRB is going

to be confortable at the end of the day that its
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protocol is the one that is in operation, that it wll
be getting adverse event reports, that it wll be
getting an opportunity to conduct continuing reviews,

et cetera, et cetera.

| nmean, all the stuff that it would usually do

for itself here where the local is what it can
acconplish and I do not care how -- it can be done by
many mechani sns. That is not on site continuous
noni t ori ng.

MR HOLTZMAN. So two points. The first is
that if we consider Recommendation 1 as, so to speak
let's look at a country and see how they regul ate, and
if we feel good about it or not, it seens to ne 5is
nore about wth whom you are working, are they
I npl enenting. Not in the sense of nonitoring.

And so that maybe what you shoul d be
convincing yourself is not that the country's
mechani sns of an oversight and enforcenent but it is
rather for this study, are they doing it? Are they
going to do it? Wat is their plan? So | think if you
read it that way it is sort of the drill down to the
next | evel.

Then the second question which we seemto be
dancing around a little bit is whose responsibility is

this, where do we wish to identify, |ocate the
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responsibility for the ethical conduct of the research
or that institutional ethical conduct?

Are we saying that Dave Cox, researcher, has
to go out and nake sure and bring to his IRB -- because
we want researchers to be thinking that way -- that
that institution does things right before he says I
want to coll aborate with so and so.

O do we want to | ocate the nexus of that
responsibility with the IRB, the local IRB, which is
where sone of your comment was goi ng.

And so -- | mean, that is a very interesting
guestion because there is policy inplications on how we
are thinking about what we are trying to say about
whose job it is.

DR MACKLIN.  Well, there is not -- | am
sorry.

PROF. CHARO No, no, you want to answer that
and then Rachel had a comment.

DR. MACKLIN. Yes. There is not just one
right way or only one way and it nmay depend on the
ci rcunstances. For exanple, we heard two different --
two researchers who provided testinony in the sane
nmeeting. One of whom conducts research in Haiti under
t he sponsorship -- with an IRB fromHaiti as well as

the Cornell University Medical School |RB
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He had to satisfy the Cornell University
Medi cal School IRB. There is a Haitian | RB and he was
uni quel y pl aced because he happens to be on the faculty
of both places. That is going to be rare but that is
why when you ask whose responsibility he was abl e both
to facilitate and communi cate and be present at both
| RBs, and he was the one who nmade the recommendati on
that the chairs of the IRB should visit each other.

Then we heard from a researcher, who used the
expression that he felt -- that the host country's IRB
was inscrutable and when asked what he neant by that,
he said, "Well, in the first place | do not know how
they operate. | do not know exactly what they do. |
have to place ny trust in ny collaborator in Mali."
Wiy did he have to do that? Because, anong ot her
t hings, he did not speak the Malian | anguage and so
part of what was described in that testinony was the
need for trust, placing trust.

So in his case because he could not even visit
-- | mean, he mght have visited the IRB, | do not
t hink he was prevented from doing so, but he woul d not
have understood a word.

On the other hand, if you do research in a
country where the IRB may be an English speaki ng

country, a resource-poor devel oping country, then you
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can visit the IRB. So there nmay be many nodels and |

t hi nk we cannot shoe horn it. | just want to know

whet her we -- the recommendati on should be in sone form
or another and it may be too hard to make it specific.

PROF. CHARO Rachel, did you want to add
sonet hi ng?

DR LEVINSON: Yes, | guess | do. | think
everybody is right. D ane, you raised an interesting
poi nt about what is or is not done here, and it brings
to mnd the fact that there is going to be increased
enphasis here in the U S. on continuing review.

And so it is appropriate for the IRB here, and
they may be nore demanding in the future of that, to
know what kind of continuing revieww ||l be done in the
host country on site, whether or not there is any
visiting or understandi ng of | anguage or not, they
still ought to be in the position to be able to ask and
receive informati on about how that is going to be done.

So that is on one point.

Steve's point about level, what is done at the
country, the institutional, the researcher, the IRB
| evel is inportant, also, and | do not see that 1 and 5
| ead to problens in that respect, that there will be
responsibilities at all Ievels.

And Ruth brought up sonething that is rel evant
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there having to do with the fact that the conpliance
will be different project by project so that the
agenci es should | ook at the national regulations as we
have themthat still leave flexibility for different
options for ensuring conpliance, and that the actual
options that are selected for a specific protocol
shoul d be known to the researcher here, including those
that will be put in place by the IRB in the host
country, and they ought to be able to relay that to the
| RB here.

So it is just information flow at different
| evel s that ought to be facilitated by these
recommendat i ons.

PROF. CHARO  Further comments? D ane?

DR SCOTT-JONES: As | read the text, it seens
that there is a ot of enphasis on trust, which Ruth
just mentioned a few mnutes ago, and it seens that
there is not much of a way to get around the need for
trusting that sone of these standards are going to be
put in place.

It seens to ne that what there is a | ot of
di scussion of is the need for trust. And so | am not
sure how that plays a role in what you are recomrendi ng
her e.

DR MACKLIN:. Well, there is a section in the
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chapter that deals with trust.

DR SCOTT-JONES. No, that is what | just
sai d.

DR MACKLIN  Yes, | know. | know. But you
cannot put trust in the recommendati ons. You cannot
say "trust ne, | aman honest researcher." | nean, but
it is --

DR SCOTT-JONES: Basically that is what you
have got in the text. That is ny point.

PROF. CHARO  Davi d?

DR COX: Can | just say froma researcher's
perspective, this issue about |anguage is really good.

From ny perspective, what | absolutely have to
do is trust ny collaborators to do it because, okay --
Is that -- and let ne tell you what | have done in the
past is that | have people who work for nme who speak
t he | anguage who have gone and sat in on the interviews
to see what is going on, and that it was not what
peopl e told nme what was goi ng on

Now -- and then when we talk to them about
that they said, "Well, but we did not know that you
really nmeant that."

So for me to even know what is going on as a
researcher is extrenely difficult. Now | know

generally what is going on but not sort of specifically
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what is going on and when the rubber hits the road on
the inportant stuff that is where you need to know what
I's going on and you sinply do not.

So what this is doing in ny viewis inplying
nore know edge on the part of the researcher of what
the situation is that it is, in fact, the case, and
that builds a series of Enperor's New C ot hes things.

Now | know that is not the intention but
| ooking at it fromthe point of view of the researcher
who is trying to do this stuff, he or she knows t hat
sone of the stuff they will actually know about and
sonme of the stuff they will not know about, okay, and
t hey have to trust.

So the nore things we put in there that really
I nplies that you know nore than you know, | think is
goi ng exactly the opposite direction of where we are
trying to go.

DR MACKLI N Should we elimnate
Recomendat i on 5?

PROF. CHARO Well, but then we are left with
nothing that has to do with site specific confidence.

| nmean, | amfinding nyself wondering if what
we would |ike to achieve are a set of criteria first
for determ ning whether regs and gui delines in other

countries are substantially equival ent and, second,
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criteria for when the protections -- the
operationalized protections at other institutions are
substantial ly equival ent.

DR COX: Yes. And could I --

PROF. CHARO And with that latter, the risk,
of course, is that it is going to get bureaucratized
the sane way because that is the SPA/ MPA process. And
what one would love to be able to comunicate is
sonmething that is nore flexible than that.

DR COX:  Yes.

PROF. CHARO O instead of denmandi ng that
t hey have seven people with these particul ar areas of
expertise, that the criteria actually go to the guts,
the substantial equivalents at the institutional |evel
I's sonething that ensures that the people being
recrui ted have been screened to nmake sure that it is
really voluntary, that they are really being given
enough information to nmake a reasoned deci si on that
they really understand that they are able to drop out
whenever they want to.

And it does not really matter howthis is
bei ng acconplished, whether it is by a conmttee of
seven or 17, so long as it is being acconplished. | am
not sure if that is a realistic kind of recomendati on.

DR COX: Wwell, it is, Alta, and it cones back
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to Steve's point, which he put sort of very -- he put
It up, you know, sort of for grabs but |I would like to
be nore specific about it.

| think that it relies conpletely on hearing
how the foreign IRB does its job and that -- and put
the onus -- okay -- on that local institutional part on
how the | RB does business. This is why | wanted to
know about the IRB of ny collaborators so | could
actually judge how they were going to do it --

PROF. CHARO Right. But --

DR COX: ~-- and that is exactly why they did
not let ne talk to the IRB.

PROF. CHARO But ny point is that if you
could not know about that IRB that you could simlarly
acconplish that goal by telling your IRB, you know,
you, the American researcher, David Cox says to his IRB
at Stanford, "I cannot find out about the Tai wanese.

But | can, in fact, nmake you confident that there are
going to be substantially equival ent protections there
because | am going to send three of ny own students who
speak the | anguage to be part of the trial, and that is
inlieu of relying on their | RB because | have no way
of doing that because they are not giving ne the
information | need.” So | amgiving you an alternative

way of getting to the sane place and that is the kind
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of flexibility I would |ove to be able to offer up
rather than making it -- rather than tying it to the
other IRB' s enforcenent.

Ber ni e?

DR LO Wwll, Ata, | think we are talking
about two very different kinds of things that is really
going on. On one level | think David is tal ki ng about
are they really saying in the infornmed consent process
what we said they were going to say. Are they really
enrol ling people who we thought were going to enroll?

Fromthe IRB's perspective, | think it is a
lot different. It is, you know, are you doing
sonmething totally different? Have you turned this into
a clinical trial rather than an observational study?
Have you reported side effects, conplications?

And so | think there are things that really
have to deal with what is actually going on when you
cl ose the door and the researcher and the potenti al
subject go into an office together.

And there are things that have to do w th kind
of aggregate data about what did you do during the past
year in your study that an IRB here is supposed to | ook
at .

| think the first is very, very hard to do

because it really does require on site direct
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observation, which as D ane pointed out, we do not
really do in this country.

W are supposed to at | east keep -- | nean, at
| east ny I RB keeps track of aml, you know, just
continuing the study indefinitely when it is supposed
to wnd dowmm. Am| enrolling, you know, ten tines the
nunber of people or sonething?

| think that is sonething that we should hold
people to the first --

DR MACKLIN.  That is the conpliance really.

PROF. CHARO. Do you have enough i deas about
ways to try to redraft this yet?

DR MACKLIN:  No.

PROF. CHARO No.

DR MACKLIN: | nean --

PROF. CHARO Because | nean this was the
first take on these so it is --

DR MACKLIN  Well, but the -- | mean, no one
seens, in principle, to object to the recomendati on
but what people are doing, quite appropriately, is
sayi ng here are sone problens and I do not know how a
redrafting can neet the problens. | nean, that is,
either we do not have any such recommendation or we
have it and acknow edge sonewhere in the text that, you

know, this is -- it is not going to be easy to
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i mpl enment .

DR COX: But, Ruth, what | have heard -- at
| east what | heard Alta say -- is that she -- nore than
t he general things, she wants sone site specific stuff
but then in the context that it has to be a requirenent
If there is a local IRB, which has to be a requirenent,
we have said that, then we just want to know how are
they at a local IRB dealing with this issue. GCkay.
Dealing with this, period.

PROF. CHARO. That is actually -- that is
exactly what Recommendati on 5 now says.

DR COX: No, that is not what it says. It
says the researcher supplies that, right. So that in
this situation -- | nean, if we are going to do the
stuff, just not have the onus on the researcher per se
but say that the IRB has to say how they are doing
this.

DR MACKLIN. Right, but | guess the question
Is what is -- the researcher is the conduit because
| RBs do not communicate with one another. Now
somewhere el se we are saying, yes, they should
communi cate wth one another but, in fact, |RBs do not
comuni cate with each other and --

DR COX: Wll, they do not comrunicate with

researchers either.
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PROF. CHARO Well, then where is this
I nformation supposed to cone from David?

DR. MACKLIN. There are two parts to this.
The first part says, "Researchers should include in the
protocol a description of the nechanism" which nmeans
that the U S. researcher should have sone know edge
fromhis or her collaborator in the devel oping country
what goes on at that site. And | think we shoul d nake
it site specific.

The second part says, "U S |RB should assess
t he adequacy of these nechanisns in the review and
approval process.” So that puts the onus on the U. S
IRB to | ook at the site specific information that it
gets fromthe other country.

Now maybe we do not need the second part if we
have the general approval. | nean, the nmechanisns in
Recommendation 1. But | do not see how -- even though
the IRB has to provide the information, it has to go
t hrough the researchers in order to get back to the
United States.

DR COX: | hear you, Ruth, but | just -- this
is a--1 nean, | amhaving a hard tine
operationalizing this.

PROF. CHARO W can -- D ane?

DR MACKLIN. Let's go on. Let's go on.
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PROF. CHARO D ane?

DR SCOTT-JONES:. | just wanted to point out
that | thought the discussion of this was very
interesting and a lot nore -- incorporated a | ot nore
of the problens that would occur than the
Recommendation 5 itself because there is nmention of the
probl ens that woul d occur in getting information.

There is an acknow edgnent that you cannot wite policy
and regul ations around this problem It seens to ne
that there is sonething that could be done to take sone
of this [anguage and incorporate into Reconmendation 5
soit will not read as if this is sonmething that is a
fairly easy and routine kind of thing to do because it
IS not.

PROF. CHARO | know Ruth just asked us to go
on but let nme just ask Eric a procedural question. Is
it possible as we send this out for public draft to
have, in a sense, an asterisks that flags this and say,
"Look, we have already anticipated sone difficulties in
I mpl enmentati on and we woul d particularly appreciate
f eedback from | RBs about how one m ght best go about
1t?" | nean, sone -- or sonething that woul d get us
nore information from people that actually have to try
it out and see if we get any good ideas fromthem

DR MESLIN:  Yes.
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PROF. CHARO So that would allow us --

(Laughter.)

PROF. CHARO -- to do what you asked for
Di ane.

DR MESLIN. | could give you the | ong answer
but the answer is yes.

PROF. CHARO  Steve?

MR HOLTZMAN: Putting aside the fact that, in
general, as Rachel pointed out, hopefully in the future
we wi Il have better mechanisns for nonitoring
conpliance as studies go on. The SPA as it currently
works effectively is a blend of two things. Wat we
are doing in 1 and 5. It is the renoval of the SPA in
1 that then raises the question about what about this
site.

In sone ways | find nyself saying think of the
site as, so to speak, that foreign site as a
subcontractor. So if you get a governnment grant or
contract and you propose to subcontract, all right,
what liabilities and responsibilities do you as the
contractor have for the conduct of the subcontractor,
okay, in terns of their conpliance with whatever are
the rules of the gane that you signed up for.

| think that is what we are driving at here.

And the question here is who is responsible for that.
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Is it the researcher or is it the IRB or a conbination
of the two? And | think what we want to do is get at
it is aresponsibility -- it is both. The researcher
Is saying | think here is a good, this research should
be conducted, | should take sone ethi cal
responsibility. The IRBin its role of approving the
study and all owi ng the subcontract, if you will, also
has a responsibility in its function of the |IRB.

So that is how |l conceptualize it.

Now how that plays itself out could be nore or
| ess easy but if you say you have that responsibility,
you the researcher, you the IRB, effectively you are
saying if you are not confortable do not do it.

PROF. CHARO It is the Kathy Lee Gfford
rul e, huh?

MR HOLTZMAN: That is exactly what | was
thinking. | had her in mnd the whole tine | was
tal ki ng, yes.

(Laughter.)

PROF. CHARO Recommendation 6. Now nost of 6
refl ects what was al ready di scussed at the | ast neeting
and then signed off on by discussion through e-mail but
there is a bold preface that is new.

DR MACKLIN A preface and a nunber 1.

PROF. CHARO And a nunber 1.
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DR MACKLIN. The preface is the preface to
all of themand the nunber 1 is the first of the
recommendat i ons.

PROF. CHARO Thank you.

Reactions? Ch, sorry, Bernie.

DR LO Aclarification. On nunber 1 under
Recommendati on 6, do we nean to say that these
regul ati ons, guidelines or standards have been judged
to be equivalent in protection to the U S. Federal

Regul ati ons? They cannot just do whatever they want,

right?

PROF. CHARO For the record --

DR MACKLIN  Yes.

PROF. CHARO -- Alice is shaking her head.

DR MACKLIN. Yes. The reason for this --
this is an anendnent in the recomendation -- this is -
- | amsorry, to anmend the Federal Regulations. It, in

fact, overlaps wth what we say in Recommendation 1 but
Recommendation -- that the itens in there appear no
where in the Federal Regulations. So this as a
suggest ed anendnent to the U. S. Federal Regul ations, it
actual ly says sonet hing specific about what could --
shoul d be allowed to take pl ace.

Now maybe we have to add here al so the

equi val ent protections | anguage and that is sonehow,
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you know, mssing and it should be there.

PROF. CHARO O her comments?

Ruth, | had -- by the way, we have just been
informed that we only have the roomuntil 5:00 and I
know you wanted to go until 6:00 but we are not all owed
to. So we only have about 8 mnutes |eft nax.

Ruth, just in terns of tone, there was a -- |
had a question about 1 where it tal ks about sponsoring
agenci es should permt the research ethics commttees
In other countries to adhere to their own research
regs.

| was going to assune that what we really
wanted to say was that U. S. sponsored researchers
shoul d be permtted to work with research ethics
commttees in other countries that are adhering to
their own research guidelines.

| nean, we are in no way trying to govern the
ot her comm ttees.

DR MACKLIN: Ri ght.

PROF. CHARO Only what our sponsored
researchers can do.

DR MACKLIN. W tried and we kept slipping on
t hat .

PROF. CHARO Right. | just wanted to catch
t hat .
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G her conment s?

W have seven m nutes, guys. Steve?

MR, HOLTZNMAN: W made a | ot of progress this
afternoon and I think it was great work.

Thank you.

DR LO It is all off the record.

(Si mul t aneous di scussi on.)

DR MACKLI N: W have to thank our chair.

PROF. CHARO Yes, well, he left already.

Eri c has concl udi ng comments before the
nmeeting is officially adjourned.

DR CASSELL: If you want to have a | ot of
progress, cut the group down to five.

(Laughter.)

PROF. CHARO Feed thema | ot of cake.

Eric?

DR MESLIN. | have two remarks. One is |
very nmuch appreciate all of the Conm ssioners staying
for a full two day neeting. | especially want to thank
the staff who have worked extrenely hard in between
t hese neetings to get the work done.

Lastly, | think it would be very appropriate
to finish on a high note, and I hope everyone will join
me in wi shing both Margaret Quinlan and Alta Charo a

happy birthday because both yesterday and today are
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t hei r birthdays.
( Appl ause.)
DR MESLIN. The next neeting is in
Washi ngton, D.C., July 11th and 12th.
PROF. CHARO  See you then.
(Whereupon, at 4:55 p.m, the proceedi ngs were

adj our ned.)

* * * * *



