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PROCEEDI NGS

OPENI NG REMARKS

DR. SHAPIRO  All right, colleagues, I am
going to begin the neeting. W have other coll eagues
that will be joining us shortly, but we have not an
over abundance of tine, given our agenda, and | would
like to get started.

First of all, I would Iike to wel come al
conm ssioners -- at today's nmeeting, and | want to say
a few words about the objective of our neetings, both
today and tonorrow, are.

Il will focus right now only on the
I nternational Report. W wll deal with other aspects
of our neeting, very inportant aspects of our neeting,
dealing with our Oversight Project, which we will be
dealing with |ater today and tonorrow, but | will dea
with that sometine after |unch.

So | want to focus ny remarks right now on
what | woul d propose as a way of proceeding with the
material that we have in front of us, that is, chapters
1 through 5.

First of all, I want to apol ogize to the
conm ssioners for the late delivery of the drafts of 4
and 5, 5 especially, which probably npost of you got

| ast night as you arrived here in town, depending on
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how efficient FedEx was to your area.

And chapter 4 was only --
preceded 5 by a few days. And so | amgoing to
structure our neeting sonewhat differently so that
after a few introductory remarks and comments with
respect to chapters 1 through 3, | want to really
recess the neeting to give all conm ssioners here a
chance to review chapter 4 for maybe a hal f-hour, 45
m nutes, to see -- make sure you have had a chance to
| ook at that carefully. And then we will reassenble
and di scuss chapter 4.

And then we will repeat that procedure for
chapter 5, which is sonmething which nost of you
probably have only just begun to | ook at.

The objective is that -- my objective is |
want to send the report for public coment sonetine in
t he next 10 days. So that, certainly, in chapter 5,

t here have to be some, in ny judgnent -- | amgoing to
recommend at |east -- sonme changes. There nmay be
others that cone up in the nmeeting, that nmay cone up in
t he next few days, both because of our discussion and
conmuni cation we may have through e-mail and so on.

But my objective is to really get it out for
public coment within 10 days. That will be a 45-day

public coment period, which will take us past our Salt
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Lake City neeting. So that the Salt Lake City neeting
will be focused primarily, if not exclusively, on the
Oversi ght Project.

By that time, we will have quite a | ot of
information. W already have a | ot of information and
sone prelimnary drafts of the first chapter, sone
initial recommendations in chapter 2.

We will have a good deal -- and sone very
interesting, at least | think very interesting --
supporting papers that have been provided to us by
various consultants. W w |l have nore chance to
di scuss that later on today and tonmorrow. And so the
Salt Lake City neeting will be focused primarily on
t hat .

| hope that we will be able, in fact, however,
to issue the International Report, or at |east maybe --
no |l ater than our Decenber neeting at the very |atest.

We may have to -- we may find it useful to call one or
two special teleconference neetings in the interimin
order to achieve that, depending on where we are. But
if we -- if that is necessary, that is what we will do.

But | sinply think that this report is close
enough and ready, and we ought to get that out as
expedi tiously as possible.

So we will focus, as | said, nost of today on
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chapters 4 and 5, and | really don't want to focus on
the editorial issues that surround 4 and 5 except as
they are central to an argunment, but only on the
recommendati ons, the ones that are proposed, and maybe
alternatives to them additional ones. But we want to
focus our discussion on those recommendati ons.

Now, we have had chapters 1
t hrough 3 in your possession for really quite sone tine
now, and | really want to thank nmany of the
comm ssioners for their extensive feedback on sone
initial drafts, which played a big role in bringing
t hese chapters together. And | really want to thank
you for your attention to that.

The reason why 4 and 5 were sonewhat del ayed,
that is, you didn't get themuntil so close to this
neeting, is it did take me |onger to restructure
chapters 1 through 3 in ways that made sone sense, or
were hel pful to ne, at least. It took ne sonewhat
| onger than | expected, and therefore, 4 and 5 cane a
little later.

The general feedback we have gotten, and those
of you who have been following e-mail, it has been
positive, of course. There have been sone very
positive and useful suggestions. | amsure we wll

have some others. But | really don't propose that we
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focus on those right now. The comm ssioners have had
those in their hands for a long tine.

If there are additional issues that you want
to raise on chapters 1, 2, and 3, why don't you see ne
at the break, and we will arrange to focus on those.

So | don't want to brush by them but we have been

t hrough these recommendati ons. W have accommmodat ed, |
believe, all the issues that were brought up regarding
our e-mail discussion, and so | think we are really in
pretty good shape, not perfect, but pretty good shape.

So | really want to focus on the
recommendati ons that are before you in 4 and 5. Now,
each of you, in addition to the text of 4 and 5, have
this sheet, which has all the recommendati ons on one
sheet, one followi ng the other.

As you can see in this sheet, in chapter 2,
there are only three recommendati ons that conme, the
central one being 2.2, which is the one that we focused
nost of our attention on in previous neetings.

Chapter 3 has a much | onger set of
recomrendati ons. However, the nunber of
recommendati ons has little to do with the inportance or
t he i npact of what we are saying, | have discovered.
Since | think probably the three recomendations in 2,

in sonme sense, in one way of thinking about it, are at
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| east as inportant as whatever we have -- | think it is
15 of themso far -- in chapter 3.

And so | amgoing to just go by those right
now. And so please let me know at the break, or any
other tine, if there are particular issues you want to
get back to. We certainly will arrange to do so in a
way that is effective.

But | wanted to go, as | said now two or three
times, to chapter 4 and chapter 5. Now, chapter 4, in
a sense, is like chapter 2, at least in one way. It
only has a small nunber of recomendations. It has
essentially two, probably the nost inportant one being
Recomendation 4.1. But it has two, 4.1 and 4. 2.

And then 5, in some sense, has a |onger series
of recommendations. | have to say, however, that we
articul ated these recomendations in 5 just this |ast
week-end, and there are sone issues -- there are sone
parts of these recomrendations | am not very satisfied
with, and we will bring those up when we get to that
di scussi on.

So let's begin with chapter 4. Now, nmny
proposal had been that we recess for sonething |like
hal f - an- hour so that nmenbers of the comm ssion who
received this late really have a chance to read through

chapter 4, at least to give it one careful scan.
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And | know Bernie didn't get it until | think
he wal ked in here this norning. | think that is right.
And others may be in that same -- so if there is no
objection, we will just take a half-hour, and see how a

hal f - hour works, to go through chapter 4, and then we
wi |l begin the discussion of the recommendati ons.

Does that seemreasonable to people? Steve?
Okay. All right. It is nowa quarter to. Let's try
to call the neeting together again, or call our
di scussion together, in roughly a half-an-hour. OCkay.

Thank you very much.

(Wher eupon, at 8:45 a.m, a recess was taken.)

DR. SHAPI RO. Ckay, colleagues, | would Iike
to call the neeting to order again if you would
reassenble. Al right. As | nentioned before at the
begi nni ng of our neeting, we are going to focus now on
recommendati ons com ng out of chapter 4.

And | don't want to deal at the current tine
with any editorial issues. But we are very dependent
on you to please give us your recomendati ons,
hopeful |y, before you | eave the neeting in that
respect. Because there are obviously inprovenents that
coul d be made, and we would very much like to get your
vi ews on that.

But I want to at |east begin by |ooking at the
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recommendati ons thenselves. So let me just -- | wll
try to negotiate this, or referee the discussion in
sone sense, and let me turn to Eric to present these
recomrendat i ons.

We will just do themone at a tine. |In then
4, as it currently stands, there are really only two
recommendati ons, although that may change as a result
of our discussion. Eric?

DR. MESLIN. Thanks, Harold. Just a point of
background, as you probably surm sed, chapters 4 and 5
have been reorgani zed in a way that divides up
recomrendations into different clusters.

The recommendati ons in chapter 4 are now
limted exclusively to those pertaining to what
possi bl e or potential benefits should be available, to
whom t hey shoul d be avail abl e, and by whom or on whose
shoul ders the obligation to provide those benefits Ilie.

The two recomrendations, the first on page 12,
and the second on page 29, of chapter 4, try to
identify these aspects of post-trial obligation.
Recommendation 4.1, which attenpts to deal with the
Comm ssion's wi shes regarding the limtation of
benefits to participants and what remaini ng benefits to
communi ties and countries through negotiation, is

before you.
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The text says: "After a clinical trial is
concl uded, sponsors should continue to provide the
successful research intervention or other effective
treatment provided during the research to the research
participants if these participants would not otherw se
have access to an established, effective treatnent.
The duration, extent, and financing of this objection
shoul d be explicitly negotiated anong the rel evant
parties in advance."

And then we have suggested some cross-
referencing with other recommendati ons. The other
woul d be 4.2 and 3. 1.

DR. SHAPI RO. Ckay. Thank you. Let's see
what comrents the people have. Al ex?

PROF. CAPRON: | have a suggestion just for
wording. | don't know if you want that now.

DR. SHAPIRO Yes. No, on the
recommendati ons, any and all suggestions would be very
hel pful .

PROF. CAPRON: The reference to "the
successful research intervention" w thout prior
reference just doesn't strike nme as correct.

| would say: "After a clinical trial is
concl uded, sponsors should continue to provide a

research intervention which has proven successful,
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along with other effective treatnment that was provided
to participants during the research, if these
partici pants woul d not otherw se have access to an
establ i shed, effective treatnent.”

DR. SHAPI RO: That sounds useful to ne. Have
you witten that out?

PROF. CAPRON: | have witten it out.

DR. SHAPIRO. Let's discuss it further, but if

you could keep this witten out, we could then give the

material to Eric -- Larry.

DR. MIKE: Well, | have to discuss 2 in
reference to 1, but I will save nmy main discussion
until later. | think parts (a) and (b) of

Recommendati on 2 properly bel ong under 1, where if you
are going to include in the protocol itself, it should
really be in reference to the research participants.

I would also on (b) just include the part
about the IRB. And then | have a lot nore to say about
4, 4.2, later on.

DR. SHAPI RO. Well, okay. We will conme back
to 4.2. Thank you very much. We will come back to
4.2, because | think there are sone changes necessary
there nyself. O her coments on 4.1? Carol ?

DR. GREIDER: | think it was inmplicit in sone

of the language leading up to 4.1, but it isn't
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directly stated there whether the research participants
are the people in the entire trial or the people who
receive the initial treatment. That is, are the
control -- is the control group included?

And | understood fromreading the materi al
| eading up that it would be. But that is not stated
very clearly here.

DR. MESLIN:. The answer to your question is,
yes, it would be, and no, it wasn't explicit. So you
woul d have to decide if you wanted to nake it explicit,
realizing that in some trials, the placebo arm may be
present. So those individuals weren't at that point
receiving the intervention as part of the trial.

DR. SHAPI RO Let's just see how the
Comm ssion feels about it. Let's not worry about the
exact -- and, that is, whether all participants in the
trial, regardless of which armthey are in, should have
this benefit, which is the question Carol raised.

And | would be interested to know what the
Comm ssion thinks about it. It is easy to wite the
recommendati on either way. David?

DR. COX: Yes. Based on the logic of why it
Is participants in the trial as opposed to the general
population -- | nean, it doesn't nake a difference

whet her you are in the control group or the
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experinmental group. | mean, if you are participating,
you shoul d receive the benefit, at least that is as |
read the | ogic.

DR. SHAPI RO O her views?

DR. COX: | would like to raise one other
I Ssue.

DR. SHAPIRO Let's stick with this one just
for a few seconds. | will come right back to you
David. |Is that largely agreed anongst the Comm ssion?

Okay. We will make sure it is witten -- let's make
sure that that is explicitly stated, and we will have

to forrmul ate sonething just a little |ater on. David?

DR. COX: So in reading this reconmmendati on,
mean, it is hard not to be in favor of it overall. But
what concerns nme is the fact that there are very few
interventions in |ife that by thenselves really are --
provide this kind benefit to people.

So it is always a conbination of things. It
is very seldomthat one drug or one treatnent has a
maj or effect on people, occasionally, but very seldom

Most of the time, it is a drug that has increnental

i mprovenment in sonething, and it only really works in
conjunction with a whole bunch of other stuff.

Now, the research denonstrates that

i ncrenmental inmprovenent, maybe a 10 percent increase,
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but in order for the people to really see the benefit,
what they need is X, Y, and Z in addition to the drug
you have given them

Hi gh bl ood pressure is a very good exanpl e of
this, where any particular drug that you give isn't
really going to help, but it is in conjunction with all
sorts of other aspects of lifestyle.

Now, very frequently, the clinical trial
itself doesn't include those other factors. But if the
people are really going to benefit fromthis, and if
you give that type of a treatnment, ensuring it by
itself isn't really going to help these people at all.

So are we saying that what they really need
are all the other things that go along with it? This
is very different fromsonme drug that, basically -- if
you give an antibiotic and sonmebody has an infection,
you know, it is going to kill the organi sm

So, for me, | think the inmplenentation of this
recommendation is going to get very nuddi ed by that
i ssue, which is: How many other things need to go
al ong? Now, the wording is very carefully done, and
Al ex, you just hit the nail on the head by your wording
on this. Because it is not just the intervention
treatment, but it is the other things that were

provided at the time of the clinical trial.
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But | just want to point out that, very
frequently, the things that are provided at the
clinical trial aren't in and of thenselves sufficient
to make this product really useful to people. This is
a classic msconception, | believe, that nost drugs are
magi ¢ bullets and are basically going to cure disease.

They are not.

So | just -- | amconfortable with this point,
and | realize | am not being, as usual, | am not being
very precise, but how to nake this distinction in the
wor di ng. Maybe the wording is okay, but I wanted to
raise the issue and see if people feel this posed a
problemor it is |ike not a problem

DR. SHAPI RO Larry?

DR. MIKE: | guess | amresponding in two
ways. One is that the other armof this recommendation
is that if there is not an otherw se established
effective treatment. So it doesn't say it has to be
superior or equal.

Second of all is that we tal k about the
successful research intervention. So | read that to
nmean that if you are going to be able to prove a
benefit in a clinical trial, it nmay not be the drug
itself, but those other factors, and that is what woul d

be provided, in a negotiated way.
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DR. SHAPI RO. That was ny intent, but | --
there are, incidentally, | should nmention, | think it
i's obvious to every conm ssioner, there are a whole set
of practical, |logistical type issues that will nmake

this not an easy thing to find an operational sol ution

al ways. That is, | think, a part of negotiations.

You know, what about trials -- prelimnary
trials -- leading the way -- there is a whole set of
issues. It is very seldoma single trial that shows
it. Right? You need 20 trials, or whatever you need,

to show the effectiveness. So there is a series of
t hose kinds of issues that are certainly invol ved.
Al ex?

PROF. CAPRON: You know, David, | obviously
have to yield to you on the nedical side, but I wll
say that, in reading the reports of trials of drugs, |
have the i npression very often the manufacturers, in
testing drugs, do actually bundle their new
intervention with what is considered state-of-art basic
care.

And to give the exanple that you use, if they
are testing a new bl ood pressure nedication, they woul d
provi de both the controls, and those receiving the
i ntervention, with the panoply of behavi oral counseling

and exercise that is known itself to be effective. The
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controls would get a placebo, and the others would get
t he drug.

Because, very typically, with this, you wl
see a very favorable response rate anong the controls.
It is just where the drug nakes a difference, a yet
nore significantly better response rate anong those
recei ving the drug. And that is -- it struck nme as

t he reason, as you correctly say, to enphasize the
other interventions there that have been provided.

But | don't have the sane sense that you do,
or that you suggest, that in many cases, people are
treating their drug in isolation with subjects who are
ot herwi se |l eft as naive as possible vis-a-vis other
forms of therapy or surrounding nedical care.

| don't think drug manufacturers would |ike
t he prospect that they re taking a step back in

treatment and only seeing if their drug is a magic

bul | et.

DR. SHAPI RC:  Davi d?

DR. COX: Well -- and | think that is a fair
statenment. As usual, | laid out an extrene position on

one side, because | can see that being an argunent for
addi ti onal resources.
If we make it really clear that it is what was

provided in the trial, whatever that was, then | am
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really happy with this. But in the sense of it being
at | east precise and | ogical.

DR. SHAPIRO Right. Well, that is certainly
the intent here.

DR. COX: But how effective that is going to

be, I think, will depend on the situation. But that
people can't argue it both directions is what | am
sayi ng.

DR. SHAPIRO. Other comments on 4.1 before we
nove on to 4.2? Alta?

PROF. CHARO It is not on the | anguage of the
recommendati on, but on the justification for it, if
that is permtted.

DR. SHAPI RO. Sure. Absolutely.

PROF. CHARO And | think it applies to 4.2
just as strongly. | have circled in the docunent a
number of places where the word "obligation" appears,
and | have done it because |I find that, in the
di scussion that |leads up to this recomendation, there
is a set of argunents about whether or not there is an
ethical obligation to provide post-trial care to
participants. And, simlarly, in 4.2, post-trial
access to successful devel opnents.

And | feel like the discussion of obligation

i's weakening the conclusions that we are trying to
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reach. Because it is easy to argue that there is, in
fact, no obligation. 1In fact, the very discussion has
taken place around this table at various neetings.

And what could be argued, | think, quite
easily is that, whether or not there is an obligation,
it woul d, nonethel ess, be a decent thing to do.

Whet her you give it the nane virtue, ethics,
or say, be a nensch, in famly | anguage, or find sone
ot her way of describing it, | think it captures the
actual reasoning behind the international and other
nati onal guidelines that call for this extended
provi si on of services.

It is not because of a rigorous argunent that
says, this is sonething governnents nust do, but sinply
sonet hi ng that governnments ought to want to do. |
think it also hel ps us around sone of the places in the
text where there are conparisons to what we do for
research participants here in the United States.

Because in the conparisons, where we say we
don't do certain things for people here, and so critics
have said, why should we do there? But we find that
unper suasive. Wiy do we find it unpersuasive?

Well, part of it is because, although it would
be a decent thing to do in both places, there are

policy reasons why you m ght choose to do the decent
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thing in one place and not in another. And it has to
do with politics, and with di plomacy, and with a sense
of different circunstances, etc.

And | think it would actually strengthen the
recommendat i ons when they get to the point of saying,
we think it would be a good thing to do. W understand

that there are political and econom c and | ogi sti cal

obstacles that will make it inpossible to do it all the
time, but to the extent that we can, | think we ought
to. And we are calling on your decency.

I think in some ways, weakening our

justifications will strengthen our recommendati ons.
DR. SHAPIRGC | think I understand and
appreciate the point you are making. | think sonething

li ke that, whether it is that exact |anguage or sone

ot her type | anguage, m ght be hel pful also in tying
what we have to say to other parts of the literature in
this area.

And we m ght actually be hel pful by naking
that distinction. Because in the literature, that
distinction is very often not nade, and you are quite
right. Because the ethical obligation we argue, we say
oursel ves, maybe it works this way. Mybe it doesn't.

Because it is not absolutely conpelling the way sonme

argunments could be, at |east not to everyone. It may
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be to sone.

So | think that it is an interesting
observati on.

PROF. CHARO And, if I my, it would then,

i deal 'y, but not necessarily before we go out for
public coment, but ideally, | think it would then
require a coupl e of paragraphs on one other thing,
which is having identified things that you think would
be decent things to do, or whatever |anguage we pi ck,
how does one deci de whi ch ones governnment shoul d take
on? To actually address that.

Because there are many pl aces where the
government coul d be making an effort, and how we pick
and choose it is sonething that is worth di scussing.

DR. SHAPIRO. | should -- | wanted to make the
remark in response to sonething you said before. W
should recall that it is not only governnents invol ved
here. Right? It is a whole panoply of non-governnent
organi zations, for-profit and not-for-profit. If you
just ook at the data, there is just a | ot of these
peopl e involved. Alex?

PROF. CAPRON: Well, we -- you know, | agree
with Alta that this is an issue that we have to be a
little clear about. And | thought in some of our

previ ous discussion we had -- wi thout using the notion
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of aspirational -- in the first chapter, we say we want

to say things that are not nerely aspirational, that is
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to say, pie-in-the-sky aspirational.

There is a notion of saying that a certain
state of affairs is a nore just, fair, or ethical state
of affairs than another and that if you can achieve
t hat, you have done the right thing.

If you aren't able to achieve it, you haven't
failed in an obligation in the sense of having breached
sonething, but | think that is the way -- Alta is
agreeing on this -- and so | think if we can convey
that thought. | don't know exactly where it cones.

Per haps Berni e has a suggesti on.

DR. SHAPI RO Well, let me just make a
comment. Jimwll be next and then Bernie. | thought
a |lot about that, that is, at least | tried to think

carefully about whether | could distinguish a nore
ethical fromless ethical state of affairs as it

I npacts relationshi ps between nations as opposed to
just relationships between people.

And | think -- | found it very hel pful, but
al so very difficult to pin down, that is, very
difficult to nobilize the argunents in any particul ar
case that we ---

PROF. CAPRON: M. Chairman, | think we have.
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I will have to find it, but I think we have | anguage
li ke that in chapter 1.
DR. SHAPI RO. We do. We have | anguage -- we do
have | anguage.
PROF. CAPRON: Don't we?
DR. SHAPI RO. Yes, we do.
PROF. CAPRON: So that is why | just thought
it was really contrary ---

DR. SHAPI RO. No, no, | understand. The only

point | amtrying to make is that | think we -- my own
thinking on it, in any case -- is that we have to be --
it is a general statement. It is a general aspiration
and will carry us forward, and | think you made good

argunments, but not necessarily the final, telling
argument. | think you are just agreeing with what Alta
sai d before.

But I want to give Jimand Bernie a chance
al so.

DR. CHILDRESS: | agree with the direction of
t he conversation that Alta and Al ex have just had and
think that if we think in ternms of the state of
affairs, and a nore decent state of affairs, we can use
alot that is here in terns of reciprocity and the
rel ati onshi ps between research and so forth as

i ndi cating that state of affairs.
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But what -- focusing on what a decent state of
affairs | eaves open, obviously, is the question of who
shoul d be bringing it about. And that is one of the
advant ages of obligation |anguage. |If it is specific
enough, it can target the person, or the entity, who
ought to do it.

But I would very nuch agree with going this
direction and seeing what we can work out. Let nme use
that as an occasion also to say that in our text, the
way we currently present Recomrendation 4 and then nove
to the who should provide, we are not as clear at that
poi nt .

We have already said in the recomendati on
t hat sponsors should continue to provide. W have
already said that. But then we nove to the who shoul d
provide, and it seens to me we are m xing up in the
text in ways that | couldn't try to sort out right now,
but | think could use a bit nore attention, the
relationship with the participant in the trial and the
host country in ternms of getting at the who should
provi de, the different agents who should be acting.

| think that if we nove to the notion of
decency and decent state of affairs and recognize the
different potential contributors to that, we are al so

going to have to then ask whether we can -- how we draw
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the distinction between the decent thing to do relative
to the research participants and the decent thing to do
relative to the host country.

And so we may need to rework sone of the
arguments here, but | think the overall direction that
has been proposed is a good one.

DR. SHAPI RO Ber ni e?

DR. LO Well, | also could agree that this
i ne of discussion that we have having, | think, is
very useful and very fruitful. This has not been

addressed in the current discussions, and | think we
can make a real contribution.

In ternms of the distinction between what is
| egal |y enforceable and required and what is ethically
desirable, I think we can push that a little further,
at | east fromthe point of view of what do researchers
-- what should researchers do as opposed to what should
governments do?

I think physician researchers are very used to
having sort of ethical obligations inposed as a matter
of professional norns that are not |egally enforceable.

So no one can force you to do it, but sort of part of
bei ng, you know, a good researcher, an ethical
researcher or physician, is to do things that go beyond

the nere | egal requirenents.
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So | would try and put some of that in. That,
you know, we are not going to hold people to this as a
| egal obligation, but I think it is, as Alex was
saying, nore than a pie-in-the-sky aspiration. It is
an expectation that a good researcher should do. So it
is alittle stronger.

In addition, | think it is very inportant, as
we specify both the what kind of obligation and who has
the obligation that we be a little clearer about what
exactly we are asking researchers to do.

All too often, I think, researchers are put in
t he position of being asked to do things that aren't
really under their control. For exanple, they really
cannot, given their own resources, go out and provide
all the things we would |ike have provided to

participants after a trial.

However, | don't think it lets themtotally
off the hook to say, well, it is a sponsor's
obligation. | would |like to suggest that we have sone

di scussion that researchers have a professional,
ethical obligation to try and do what they can to
persuade the sponsors to follow through with the
sponsor's obligation.

So | think one of the things researchers do

not al ways say -- are not always willing to take on is
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their role of an advocate, in a sense, for the
participants in the trial or the population of the host
country that is being studied.

Many of them feel this on a gut |evel and want
to do things as individuals. | think we heard
testinony earlier how they set up free clinics and
volunteer to do all kinds of health care that is not at
all related to the study, but it is just that they want
to do sonething for the people.

I think that is good, but | think what is
probably nmore to the point is that part of their
prof essional job should be, in all their negotiations
with the sponsor and the federal agencies that oversee
this and other bodies, Harold, that you were referring
to, that they becone advocates for making the
i nterventions that are proven effective nore wdely
avai l abl e.

We saw this early on in the AIDS epidemc
where, at first, researchers said, | amjust here to
i nvestigate, to do the clinical trials. | wll prove
whet her or not the drug works under certain
circunmstances. It is up to everybody else to nake the
drug avail abl e.

The AIDS community very rightly says, no. W

need nore fromyou than that. That you have a voice
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that is going to be heard beyond just the voices of
sort of nembers of the popul ation being studies and the
governnments. And that scientists, researchers, ought
to view as part of their professional role the
obligation to sort of speak up and sort of advocate for
this.

It doesn't nean they actually have to produce
t he tangi bl e product, but they need to sort of do what
is reasonable. | think, for many scientists, this
could be a way out of their dilemm that they would
li ke to something, but they don't have the resources.

We are sayi ng, use your sort of persuasive
powers to try and get the resources, and you do the
best job you can. You can't guarantee it, but we are
all better off if you sort of try and make the best
argunent .

DR. SHAPI RO. Thank you. Alta?

PROF. CHARO (Il naudible.)

DR. SHAPI RC:  Davi d?

DR. COX: So, | really agree with what Bernie
just said, and | have a suggested vehicle to
i ncorporate both the prior discussion that Alta started
and Bernie's suggestion -- is that the -- and it is
already in our recommendati ons.

That the researchers have to, when they submt
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their research plan, have a plan for how this is going
to be inplemented too. So what that does, it is what
t he researchers do best. They think who these

di fferent stakehol ders and the various conponents that
are required for such an inmplenentation to take place.

It is not in their control to control all of
t hose, the sponsors, the host country, but they lay it
out of what the plan would be. And that is, | think, a
reasonabl e obligation to give the researchers, to think
about it. Because they are the ones that set up the
study design too.

So they can think about what a reasonabl e
approach to do this would, to clearly identify who the
st akehol ders woul d be by their strategy that woul d be
required to inplenent this.

Then they are not in control if one of those
key stakehol ders, a host country, the sponsoring
agency, whoever it is, doesn't play. Then their plan
doesn't work. But that doesn't nmean that they didn't
try. And that fits this idea that, you know, you don't
get dinged if it is not successful.

But you at | east have to put forward a plan to
show that you thought about it and to identify the
st akehol ders, and | think sinply by identifying with a

particul ar plan who has to play in order for it to work
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hel ps shine a light on who you try and politically
convi nce.

DR. SHAPI RO. Ckay. Trish?

PROF. BACKLAR: And actually, follow ng on
this discussion, which Alta started, Alex, Bernie and
Davi d, you actually have witten an argunment in here
t hat you can use, and that is, using the |anguage of
obligation of the researcher to the subject, or to the
participant, simlar to the obligation of the clinician
to the patient, not nuddling up the therapeutic
m sconception. So it is sonewhere in here that you
have stated it.

DR. SHAPI RO. Ckay. Thank you. Those are
really very hel pful comments, and | think will help us
fashi on sonme of this |anguage. Bernie?

DR. LO | wanted to sort of throw in one
ot her thought, which I would suggest we try and incl ude
in the report. We put a |lot of enphasis on negotiating
prior agreenents before you actually do research.

There is no question you have a | ot of |everage as the
host country and the potential participants before you
sort of sign up to do the study.

But, realistically, once the study is
conpl eted and sonmething is shown to be -- effective,

you can nmobilize a | ot nore support for transmtting
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resources to the country.

And | think that while it is right to put a
| ot of enphasis on doing what you can ahead of tinme, we
need to say sonething that, realistically, you are al so
going to, at |east as a researcher, have to do a | ot
nore afterwards once the study is in to really beconme
even nore of an advocate.

| just think back to the original HV
perinatal prevention trial. Once you have -- you know,
no matter what you thought of the original Thai study -
- once that was on the record, there was a | ot nore
forceful novenment towards getting access to zidorudine,
because you knew it worked. If it is still
hypot heti cal, people are going to say, well, yeah,
maybe, maybe not.

DR. SHAPI RO. Steve?

MR. HOLTZMAN: | am very supportive of the
tact that started with Alta. Perhaps would want to
of fer a somewhat of a variation on it.

The | anguage of obligation versus being a
mensch very nmuch focuses on the individual, and I think
what is at stake here is a concept of the role and
meani ng of the researcher. And that the researcher who
undert akes those obligations as his or her own, a

conmmuni ty which undertakes research where those
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obligations are in play, has a very different
enterprise of research than one which doesn't.

And what we are advocating is that the world
in which research is characterized by people who take
on those obligations that many other positive things
eventuate fromit. There is |less of an opportunity or
at risk of exploitation. There is nore of an
inclination to make the benefit avail abl e.

Ef fectively, what you were pointing to, to
Berni e, was the advocates were saying, you need to
reconceive the role of the physician and that one who
takes on the obligation of health advocate is a
different kind of role. And that that is a better
world. So taking up that level, | think, can help
explicate why the | anguage of obligation is in play.

DR. SHAPI RO Ber ni e?

DR. LO No. | think that is very hel pful,
Steve. It strikes nme, as | was reading the supporting
test |leading up to these recomendations -- while |

t hi nk our discussion of sort of what is the ethical
basis for these obligations is a good one -- we need to
do a lot nore work on sort of sorting through what we
mean by the researcher's role.

And we sort of nmke an anal ogy to the

physician's role, but |I think that argunent needs to be
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made much nmore carefully and nmuch nore fl eshed out,
with particular attention to howis the researcher's
role to subjects different than a physician's role to
patients.

| think there are a ot of things there that
if we can clarify that will actually help with the
i deas that Steve was sayi ng.

DR. SHAPIRO. Alta?

PROF. CHARC First, for the sake of the
people witing the transcript, nmensch is spelled me-n-
s-c-h.

DR. SHAPIRO In all |anguages?

PROF. CHARO In all languages. | actually am
very interested in the way we manage to characteri ze
t he obligations of governnental and corporate sponsors
wi thout trying to detract fromBernie's focus on the
i ndi vi dual researcher

It is going to be the governnental sponsor and
t he corporate sponsors that actually have the funds to
make t hese wonderful plans real

Now, governnent can take on such tasks for
itself as a purely political matter. Governnent
creates |ots of benefit prograns that it is not norally
obligated to take on, sinply because it finds that it

is politic to do so, and there is nothing to stop our
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government from doing the sane.

A nore interesting question arises with regard
to the inposition by the governnent upon the corporate
sponsor, a requirenment that the corporate sponsor be a
good corporate citizen

And yet we actually do that already to sone
extent, because in the context of the drug approval
process at FDA, we have said that the corporate
sponsors have to test the drugs in accordance wth
certain kinds of rules, or their data sinply won't be
used. It is not because the data is invalid. It mght

be very excellent data, conpletely technically useful

But we have decided that we will forego the
useful ness of that data in order to expand the sphere
of influence of the governnment when it chooses to try
and create a situation in which people are treated
better than they have to be.

And | think that we m ght want to 4.2, or
sonehow in the test leading to it, somehow spell out
this way in which government can choose to inpose the
requi rement of "nensch-hood" on the corporate sponsors.

Because without that, there is the risk of a kind of
an over-reachi ng.

You have to explain why it is that you can
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reach out, because we are a governnent comm ssion. W
are not the noral arbiters of the United States. W
are sinply advisers to the federal governnent as to how
it should behave. W have to be able to spell out the
justification and the neans by which it could do this.

And a lot of it will probably be through
things like the FDA's treatnment of foreign data, which
is the primary mechani sm by which we can extend these
rules to those corporate sponsors.

PROF. CAPRON: Alta, it is "nensch-heit."” And

the question is: Can Eli Lilly also be a nensch?

DR. SHAPIRO Well, we will |eave |linguistics
to another part of this report. Oher comments? This
has been extrenely hel pful, and we will have -- but are

t here other comments on 4.1? Now, we are going to get
to 4.2, which has a somewhat different focus, in a
monment .

Okay. Let's go on then to see what comments
-- Eric, do you want to introduce 4.2?

DR. MESLIN: | think we have -- | want to make
sure we don't |ose Larry's suggestion. Although we
have left 4.1, | don't want to leave it |ying.

Larry, were you suggesting, if | heard you
correctly, what is now 4.2 (a) and (b) would be noved

up to 4.1 in some way?
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DR. MIKE: Except that on (b), just the part
about IRBs and | woul d del ete the second sentence.

PROF. CAPRON: | think that the second
sentence of the existing 4.1, in effect, addresses the
i ssues that are addressed in 4.2, in the (a), (b), (c)
sort of things. |In other words, Larry, doesn't that
second sentence already say: "The duration, extent,
and financing of this obligation should ---"

DR. MIKE: No, but in (a), it tal ks about --
it isin the protocol itself. You say it is a protocol
and then an IRB review, all of those negoti ati ons;
whereas, the way that 4.1 is currently witten, that
can be outside, and there is really no I RB

PROF. CAPRON: Well, if you wanted to go in
the direction you are suggesting, and | see what you
are trying to do, it would seemto ne that it would be
nore sensi ble to have a Recommendation 4.3, which says
that in fulfilling the requirements of the prior two
recommendations, 4.1 and 4.2, researchers should
include this in the plan. 1RBs should reviewit, and
so forth.

DR. MIKE: WlIl, actually ---

PROF. CAPRON: Because it really applies to
bot h.

DR. MIKE: Qur original justification was
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that these are inproper burdens to place on an IRB and
t he researchers on 4.2 about obligations or
negoti ations for the whole country. And so |I would
personal |y be happy to leave it the way 4.1 is. | just
-- ny initial inpression was that 4.2 (a) and (b) do
not belong in 4.2.

PROF. CAPRON: And you were just going to ---

DR. MIKE: And that if there was going to be
sonething as explicit as that, it nore properly
bel onged in 4.1 rather than 4. 2.

DR. SHAPI RO. Ckay. Other coments? Because
Larry has made a suggested change here.

PROF. CAPRON: Well, | do not -- | don't favor
t hat change, of nmoving it to 4.1. | nmean, | think it
Is a substantive, separate issue as to whether or not
the kinds of obligations to include this in a protocol,
how you are going to go about this in a protocol, would
apply in any of these circunstances.

| don't have problenms with it, but | guess |
reached the opposite conclusion that Larry does. That
to the extent that we want to say that you have to plan
for this, it belongs in the protocol, for which both
t he sponsor and the researchers have some obligation,
and it should be reviewed by the IRB. They should know

that it is there. They should nake it a point of
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| ooking for it.

DR. SHAPI RO:  Davi d?

DR. COX: Yeah. In this situation really, |
agree with Alex, because |I think this is the way to
i mpl enent the |ist of stakeholders. It is not to |ay
out what the discussion is going to be.

| mean, nost researchers are clueless as to
how to actually inplenment this kind of stuff. But what
t hey can do, as Bernie pointed out, is that they are
real advocates for getting it to happen. And they can
be sort of the oil for this.

So if they identify, you know, the funding
agency, they identify sone of the other people that
t hey see are involved. And to have that in the
research protocol, | think, is a reasonabl e expectation
on researchers. It is not a reasonabl e expectation to
expect themto do the negotiation, to go out there and
do international diplomcy. That is not reasonable.

But if somebody isn't the spearhead of this,
it will never happen. And the researchers may not get
t he fundi ng agencies to support it, but at |east what
t hey have done is they have put the plan forward. And
t he fundi ng agencies see that fromthe get-go.

DR. SHAPI RO. O her comments? Larry?

DR. MIKE: | think the discussion is getting
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m xed up between 4.1 and 4.2. Al | am sinply saying
is that -- let me start fromthe begi nni ng again.

| do not think that (a) and (b) belongs --
don't think you should burden the researchers and
burden the IRB for doing a plan that applies to the

whol e country or the comunity. That was my basic

poi nt .

If we are going to make sonething as specific
as that, it belonged in 4.1, where we do say there is
an obligation to research -- the participants. And

that if we are going to negotiate that in advance, it
has to be sone place. And | think, actually, Dave, in
your previous discussion, | thought | heard you say it
should be in a protocol

DR. COX: Yes.

DR. MIKE: Yes. Right. Okay.

DR. SHAPIRO. | amsorry. | didn't nean to --

DR. MIKE: So that was ny point. Wether or
not we say -- state this explicitly in Recommendati on
4.1 is neither here nor there for me. All ny basic
point was that it does not belong in 4.2.

| don't agree with Alex that we need another
4.3. Because if we are going to include this, it has

to be a corollary to 4.1 and not applied to 4. 2.
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DR. SHAPIRO Let ne try to see if | can
under stand what is being said here maybe and at | east
hel p nysel f understand; 4.1, okay, deals with
obligations to participants. It doesn't deal with any
ot her aspect as far as | understand the | anguage there.

So that is one of the things that
di stinguishes it from4.1; 4.2 tal ks about know edge --
resulting fromresearch to host comunities and
countries. It isreally a different matter, and if we
want to -- | nean, | agree with part of what Larry -- |
believe that Larry is saying.

That is, if we want -- with respect to
obligations to participants now -- | amnot talking --
if we want that to be in the protocol, and we want the
| RBs to approve the plan for that, then we have to say
so. GCkay. Sonehow as a part of 4.1.

That does not deal with what 4.2 is really
focusing on; 4.2 focuses on the suggestion, or
recomrendati on, that indeed there be another set of
negoti ations going on that don't inpact directly the
partici pants, but inmpact the plans for perhaps making
successful products reasonably avail able, or sone other
| anguage like that, to these comunities.

They al so tal k about a negotiation. They are

prescriptive. They don't say what will happen, how it
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wi || happen, and so on. And it asks again for IRBs to
review the plan for that discussion and so on.

So let ne try to break this up in the
following way. Does the Conm ssion believe that with
respect to obligations to participants, which I wll
call 4.1 now, that those plans should be in the
protocol and approved by the | RB?

(Many "yeses.")

DR. SHAPI ROL Ckay. So we neke that -- in
that way, Larry, | think, your comrent that that shoul d
be part of 4.1 or otherw se nake sonething that rel ates
it to 4.1. Yes.

PROF. CAPRON: Couldn't we sinply say, as the
second sentence -- and a | ot of what Larry says -- the
research protocol should specify how the duration,
extent will be explicitly negotiated anmong the parties
i n advance. Does that do it?

DR. SHAPIRO. In 4.1.

PROF. CAPRON: | amreading it on the separate
sheet, and | don't have all the other -- here it is.
"The research protocol should specify how the duration
extent, and financing of this obligation will be
explicitly negotiated anmobng the rel evant parties in
advance. "

That puts -- and, obviously, the sponsor and
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researcher are responsible for the protocol, and the
IRB is responsible for reviewing it. And | don't think
we have to say nore.

DR. SHAPI RC:  Davi d?

DR. COX: But in the same sense, Harold, then
-- | didn"t get it, Larry -- now !l get it -- but you
don't want the I RB going and seeing if the negotiations
wer e successful or not. Because that is not ---

DR. SHAPIRO. No, no ---

DR. COX: Because that is not the point.

DR. SHAPI RO No, that is not -- that is
right.

Excuse ne. Alta?

PROF. CHARO | think part of the reason why
this m ght be confusing us is that in the
reorgani zati on of these materials, | think actually the
text is not conpletely correlating with the
reconmendat i ons.

If you |l ook at page 9, for exanple, the sub-
headi ng i s "What Should Be Provided to Comrunities and
Countries?" But you get then, three pages later, to
the recommendation, and it is about -- the focus there
is on participants as opposed to countries. | nean,
the slicing is different.

Then the sub-head after 4.1 is "Who Shoul d
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Provi de Post-Trial Benefits?" But that is actually
sonet hing already covered in 4.1. | nmean, basically,
it seens to ne -- in anticipation of what you were
surveyi ng people on, we nmght want to flip sonme of the
i nternal organization of the text and divide it into
two recommendati ons.

The first one deals with participants and has
three el enents. \What are they going to get? By whont?
And how is it inplenmented? And then the next one will
be obligations to the general country -- generally, to
the country. Again, what are we saying that they ought
to be getting? Supplied by whon? And inplenented how?
And it may allow us to break it out nmore effectively.

DR. SHAPI RO That sounds useful, and | think
we have here -- | amnot going to repeat all the
| anguage now -- | think we have agreenent on what we
want to say in 4.1. Okay. But I think your
observation is correct regarding the placenent of the
recommendati ons and so on. So | think that is very
hel pful, and we will re-organi ze that.

But let's now go on to see what it is what we
want to say under -- what recommendati on we want to
have
-- under what is now 4.2, and 4.2 deals with

arrangenents to make successful products, other
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know edge, and so on to host communities and countries.
That is what dealing with here.

The recommendati on, as currently witten, to
be nmodified, talks about this is an issue to be
negoti ated by the parties, and then (a), (b), (c) talks
about aspects of that. So let's focus our attention on
that. Now, we are dealing with hosts, comunities, and
countries. Al ex.

PROF. CAPRON: Well, in the recommendati on
itself -- 1 don't know if you announced this before --
but we discovered that there is a ---

DR. SHAPIRO | did not.

PROF. CAPRON: -- word m ssing toward the end

of the third line, where it says "...benefits resulting

fromresearch...” You need a comm and then the word
"available.”™ So it says -- will say: "Researchers and
sponsors should negotiate in advance with the rel evant
health authorities in the host country arrangenents
t hat make successful products, as well as other
know edge and benefits resulting fromresearch,
avail able to host communities and countries.”

DR. SHAPIRO. No. That is right. That was a
typo. | amglad you reminded ne. So that is the

comment on that one, | think. Alta, then Larry.

PROF. CHARO Well, then following ny own way
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of trying to reduce things to their sinplest of what,
by whom and how i npl enented, it seens |like 4.2 really
ought to be starting with saying that sponsors should
strive to make any successful intervention reasonably
available in the country follow ng the concl usi on of
the research

That identifies by what and by whom and then
you get to inplenmentation, you say that this should be
achi eved by negotiation prior to the beginning of the
trial. And docunentation of that negotiation should be
provi ded by the researcher to his or her I RB before the
research commences.

DR. SHAPI RO. Let ne ask you a question about
t hat suggestion. | know Larry also wants to make a
coment .

It is not always clear to ne, and then maybe
-- that we know that the obligation ought to fall on
t he shoul ders of the sponsors. It is just not clear to
me. Because there are too many different kinds of
sponsors. As | said -- | amrepeating what
| said before
-- there are governnments, and if we think of rich
governnments, it is easy to imagi ne what we m ght think,
but then there are non-profit organizations. There are

for-profit organi zati ons, and so on.
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So it seenms to nme not so easy to say in
advance where that obligation lies. |Is that is sort of
sufficiently vague and obscure to not be
under st andabl e?

PROF. CHARO  Personally, | understand it
conpletely, and that is a good point. OF course, to
sinply skate by it by either using passive tense or
| umpi ng everybody together and not making it clear who
actually has to ask first is an unsatisfying
resol ution, of course.

DR. SHAPI RO. David and Larry. Excuse ne.
Larry is first, then David.

DR. MIKE: | think this reconmendation, as
currently worded, does not reflect the discussion that
goes on in the chapter, and | have had an off-the-
record discussion with Alta on this. And | think we
agree on the intent. W don't agree on what this thing
says.

Number one is that the way | read it is that
it is a negotiation that says you have to do this, and
you are going to negotiate the ternms and conditions.
Alta reads that to say we are going to negotiate about
whet her or not you are going to do this. So | have
sone | anguage there that would clarify that.

But then, of course, | do not agree that this
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should be in the protocol and subject to IRB revi ew
before the research goes forward. | think that goes
way beyond any reasonabl e expectation of what the
research protocol should address.

We al ready addressed that for the participants

of the study, and we have all agreed that that should

be in the protocol. But to take it beyond that and to
say this also has to be in a protocol, | don't agree at
all.

And then the other thing is | don't know how
we
-- just getting to the point that you just raised about
you don't know which parties -- | don't think
researchers should be involved in this. It goes way
beyond any ki nd of obligational conpetence on their
part, | believe.

And Bernie may disagree with me, because he
was saying sonething different along that line. But I
think we can make the point that Bernie makes wi t hout
i ncluding themin the recomendati on.

DR. SHAPI RO. Ckay. A nunber of people want
to speak. Larry has raised a sequence of issues that
we have to conme back to, but let's see if they cone up
in the conments. David, then Alta, then Steve.

DR. COX: So, ny comments ar directly rel ated
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to what Larry just said. So, first of all, | agree --
| support his view that this negotiation in 4.2
shouldn't be in the protocol. | think that, again, it
goes over what the researcher's expertise is.
Furthernmore, | agree with what you said, Harold, it is
hard to know whether it should al ways be the sponsor.

But it doesn't have to be just one or the
other. It is -- you know, everybody is in the car. It
is just a question of who is doing the driving. So, in
4.1, the researcher is doing the driving. In 4.2, the
sponsor is doing the driving. And that neither one is
responsi ble for seeing that it happens, but you
identify who is the driver.

Now, the only difference in ny viewis that in
4.2, the sponsor is the driver, but it is not in the
research protocol. Because the research protocol is
sonet hi ng about what the researcher does. So the
researcher has a part in these negotiations.

There, | agree with Bernie. But that they are
not the driver of it; the sponsor is the driver. They
can't be responsible for it always happening. But it
is a different set of -- you put the focus -- if you
don't have sonebody who is the target for getting
t hi ngs nmovi ng, nothing will happen.

And so 4.2 is a different issues than 4.1, and
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I now understand that. And | think it is appropriate
to have the sponsor be the target person, but they are
not responsible for making it happen.

DR. SHAPI RO. Okay. Alta?

PROF. CHARO | think the reason why we are
di scussing the IRB's review, or non-review, of this
aspect of the research is because that represents one
of several possible ways to inplenment and enforce these
superogatory obligations that we are identifying
tentatively on the part of sponsors, but potentially on
the part of a w der body of people.

So the question then is: What would be the
best inplenmentation and enforcenment structure? The
role of the IRB has always been to throw a |ight on
t hings, and by virtue of doing that and forcing a
di scussion to create some incentive to action. [If that
is considered to be cunmbersone or ineffective, what
woul d be the alternative? Right.

| mean, one alternative is the FDA's non-use
of data, the kind of governnment blackmail -- don't do
it this way. Don't actually make stuff avail able
afterwards, and we won't use the data. It is
unrealistic here, because we are tal king about things
t hat have been proven successful. So it is kind of too

| at e.
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Anot her is the carrot approach. Everything
t hat you provide afterwards is considered a charitable
donation to the country, and we will give you sone tax
advantages. But, | nean, | think we need to be
t hi nki ng about why we want the IRB to be | ooking at it
and see if there are alternatives that would serve our
goal s better.

DR. SHAPI RO. Steve?

MR. HOLTZMAN: Relates to Alta's, but it was a
question to Larry. Wiile | understand you believe the
IRB is not the appropriate place for review of the
pl an, do you want even a check box, so to speak, where
the IRB is asked to review whether or not, in fact,
there is a plan, as opposed to the content? So it
says: Have you provided for a plan working with the
sponsor for the provision thereafter?

DR. SHAPI RO. Good question. Larry, what ---

DR. MIKE: Yeah. Well, actually, nmy answer
to Alta woul d have been the only thing an IRB coul d do
was put a checklist. They could not evaluate the
adequacy of that plan.

But | don't think they should be involved at
all. 1 guess | should state nore explicitly where |
cone fromon this topic, which I have nmenti oned before.

I think that we have got to take -- | agree
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with the direction we are going on this. But | think
that we are not only heading in a direction. W are
trying to force the issue in the way that we trying to
craft this recommendati on.

| provided | anguage before that what | really
-- nmy only hope in this area is that you put this -- a
spotlight on this issue in the countries in which this
research is going on. So that they start thinking
about these kinds of issues rather than trying to force
it down either side's throat.

And that is why | would be perfectly happy if
that as part of the negotiations before clinical trials
go on -- one of the issues that conmes up all the tinme
is what is going to happen if we have a successf ul
product in this country. And that was what | was
trying to rewite this recomendation the last tinme
around.

And | think that is a reasonabl e expectati on.

To force it beyond that, to make it an obligation, |
think goes a little bit too far at this point in tinme.

DR. SHAPI RO Steve? Oh, you are done. Ckay.

Arturo? Sorry. Forgot to cross your nanme off.

DR. BRITO | agree with David, what he said

earlier about the -- and others -- but the negotiation

part should really be left out of the researcher, and
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t he sponsor should do that.

The only -- it gets a little cloudy here where
| am t hi nki ng about the whol e protocol, which includes
the i nfornmed consent process, and one of the
obligations of the researcher -- okay, we are talking
about the individual researcher -- is to disclose in
the i nfornmed consent process to the participants what
t hey shoul d expect before and after the trial.

So | amjust having -- | think the confusing
thing with this recommendation right fromthe get-go is
that we are clunping together researchers and sponsors.

So | agree that the sponsors should do the
negotiation, the research sponsors, but the researchers
t hensel ves al so have an obligation to disclose to the
potential participants what was negoti at ed.

So sonmewhere in there, it has to be defined
and in place. | don't knowif it is going to require
two different recommendati ons, one for the sponsors,

one for the researchers thensel ves.

DR. SHAPIRO | guess -- Alex -- before | make
my comments -- (inaudible).
PROF. CAPRON: | agree with part of what

Arturo just said, but | think that that actually --
di scl osure belongs in 4.1. Because what has to be

di scl osed along the |ines of our present requirenent in
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the United States about disclosing of conmpensation for
injury is what will happen to the participants.

| don't think that this other matter, which is
a matter really either of inter-governnmental affairs or
of the mnistry of health, in effect, licensing,
permtting a research sponsor to conme in to conduct
research in a country is a matter for disclosure to the
partici pants, because it is not really what is going to
happen to them It is a matter of health policy in the
country.

And for that reason, | would recomrend that we

drop the word "Researchers and..." at the begi nning of
Recommendati on 4.2, and once having done that, Larry, |
woul d have | anguage simlar to what we had put into 4.1
her e.

Because | do think that we should be pressing
the envelope a little. W should say that a protocol
ought to specify how the sponsor will negotiate that
i ssue. Again, | agree with you, Larry, it is not to
the IRB to say that one outcome or another of that
negotiation is or is not acceptable.

But we have had a | ot of discussion about
this, and we are, in effect, reflecting, | believe, a

changing nmentality on this subject within the |arger

i nternational conmunity around research.
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That these kinds of obligations to the
country, which relate to the ethical prem se we state
at the beginning of the report, that it is wong not to
have some prospect of benefit to the people with whom
the research is conducted, and that neans, it seens to
me, the community in which it is conducted, not sinply
t he individuals who happen, by random draw or whatever,
to be the ones who are sel ected.

So | would say -- | would recomend that we

drop the word "Researchers and..." and add | anguage

t hat woul d say, "The research protocol should specify
how t he responsibility and nechani sms for making the
products available will be negotiated anong the

rel evant parties.”

And that is sort of equivalent, | think,
Steve, to what you are saying. They check off to nake
sure it has been thought about and specified.

DR. SHAPIRO Let nme -- thank you -- these
comments really are quite helpful. Let me just ask
what is to ne a sonmewhat sinplifying question, but it
may not capture the spirit of what has been di scussed
here in the last little while.

If you |l ook at Recommendation 4.2, as it is

currently witten, with its various inadequacies, the

key sentence, to ne, is the |ast one before you get to
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these (a), (b), (c)s, where it says: "The

responsi bility and nmechani sm for naking products
avail abl e should be a matter to be negoti ated anongst
the relevant parties.”

This doesn't say who is going to do what. It
just says sonebody has to sit down and figure out what
they want to do. It is, | think, equivalent to what
Larry was trying to say, | believe, when he said he
wanted to shine a spotlight on it.

DR. MIKE: No, | don't agree that that is
what this says. To nme, | read this, and it says, you
are going to do it. You are going to negotiate who is
responsi ble for doing it and the nechani sm

DR. SHAPI RO. Ckay. You may be right about

that. We will have to go back and see how we interpret
these words. But, in sonme sense, sone of the issues
t hat we have been di scussing here conme out -- | was

just asking nyself, what would happen if we dropped
(a), (b), and (c) and either started again with
what ever we nmeant or just left thenf

We have taken parts of (a) and (b) and put
themup for different purposes into 4.1, dealing only
with the participant one, not with the countries.
Larry, then Alta. Then Steve.

DR. MIKE: Well, | disagree with Al ex about
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including it in the protocol. But | have very sinple

| anguage on this. It reads as follows: "Sponsors nust
negotiate in advance with rel evant health authorities
in the host country whether or not successful products,
as well as other know edge and benefits, resulting from
research will be available to host communities and
countries.”

DR. SHAPI RO. Ckay. That clarifies the issues

t hat you were concerned with. It does not take up the
issue at all, | think, regarding the responsibility for
this. It is just sonething to be tal ked about. |

didn't get all your |anguage, Larry.

| think that -- we may have not stated it
right in the last sentence as it stands. It nay be too
prescriptive, as you said. But that is an issue which,
it seens to nme, ought to find sone place in the
| anguage. Ot herwi se, the |anguage sounds reasonabl e.

Al ta?

PROF. CHARO. \Whether with Larry's | anguage,
or with your suggestion of dropping the sub-clauses,
which, | think, actually is quite prom sing, we can
certainly say sponsors or another appropriate
st akehol der shoul d negotiate, and that is fine.

But | think it still lacks two things. One

is, in the text of the recommendation, a positive
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statenment that we think that the right thing to do

woul d, in fact, be to nake some provision in this

direction. Next, sponsor or other appropriate party

negoti ates. And then, next, what is still mssing is:
How are we going to make it happen?

We have all been participating in |lots of
government conmttees and commi ssions that wite
wonderful reports that manage to hold up bookshel ves
al |l throughout Washi ngton and the Federal Depository
[sic]? Library System The question is: What effect
it is going to have wi thout some kind of enforcenent
mechani snf?

I woul d suggest it is |likely to have very
little. The governnments that we are tal king about here
-- because we have now appropriately limted the scope
of the report to bionedical research with rich
governnments and not-so-rich governnments -- the fact of
the matter is you do not have equal negotiating
partners.

The fact of the matter is when Grace Ml enga
testified about the |ack of nefluguine in Rwanda, one
of the reasons that can happen is because Rwanda i s not
in a position to say, you can't do the research here
unl ess you nake a post-trial comm tnent.

Because that kind of malaria is present in
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ot her parts of Africa, and anybody who wants to do that
research could, in fact, go to another part of Africa

i f Rwanda's governnent got sticky about it. And they
know t hat .

And the research offers so many ot her
ancillary benefits in terns of bringing in noney,
expertise, tech transfer, and ancillary health services
that it is very hard to turn down.

Those mnistries of health are subject to 16
di fferent donor-country health programs, each of which
offers a different kind of set of benefits, and | have
wat ched personally, in ny limted experience,
mnistries of health turn thenselves inside out so that
t hey can take the French kind of anti-contraceptive
program in sexual health and the Anerican pro-
contraceptive programin sexual health and inpl ement
both of them because it gives them noney.

Unl ess we have got sonme way to actually
encourage the sponsor, or other appropriate party, to

engage in this negotiation in a good faith fashion with

an expectation that the outcome will be sone degree of
post-trial obligation for availability, | think that it
wi |l become aspirational only and will never actually

achi eve our goals of really beginning to change the way

in which research is done on the ground.
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PROF. CAPRON: M. Chair, could we divide
t hese points and see if we have consensus on the
| anguage of the first sentence, as Larry read it to us.

Sponsors must negotiate in advance -- and we can get
to that. And then we get to the question, as Alta has
posed it, well, how do we put sonme teeth into that?

And there are several ideas on the table. One
is that the IRB should nake sure that there is a
process that is in place that will lead to
negoti ations. Another is that the FDA shouldn't
i cense drugs that have conme fromtrials in which that
negotiation hasn't occurred. | mean, there nmay be
ot her ideas.

Then we will decide: Do those belong in the
recommendati on, or do they belong in a separate
recommendati on, or in comentary |anguage. But | agree
with Alta; that is to say, when we get to that point,
will vote in favor of sonme neans of checking to be sure
that this step has been taken. Because ot herw se |
think it will just be | anguage.

DR. SHAPI RO. Tonf?

DR. MURRAY: Alta, just a clarifying point.
You al so said you wanted a firm prescriptive statenent.

Is 4.1 adequate to that cause? O do you think we

need to reiterate that or say sonethi ng somewhat
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different.

PROF. CHARO | think 4.1 is on a slightly
different topic. It is a prescriptive statenment which
regards the participants in the trial specifically.

DR. MURRAY: Right.

PROF. CHARO | would love to see 4.2 begin
with a prescriptive statenment that says we think the
right thing to do is to make some commtnent to
countrywi de availability should this turn out to be a
successful product.

DR. MURRAY: So we really then have three
conponents of the Recomrendation 4. 1.

PROF. CHARO Right. The prescription, which
is not clearly identified, although it is inmplicit.

Ri ght. The who, which is what | think Harold was
accurately nmoving towards sinplifying, and then the
enf orcenent mechani sm which we have yet to identify,
whi ch woul d work, both logistically and in ternms of
achi eving our goals.

DR. SHAPIRO. It seens to ne that the
argunments that we have put forth in this chapter are
consistent with recent demand that we say sonmehow t hat
we believe that there is sone benefit beyond the
benefit to the participants.

The nature of that benefit, the size of it and
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so on, is very hard to -- but | think that position,
think, is consistent -- or if it isn't, we need to
rewite it so that that comes out nore clearly. That
seens to be a fairly easy, to ne, a very easy position
to be in.

And if that hasn't been clear, and it is not
clear how the Comm ssion feels about this, we ought to
settle that issues first. Because that -- everything
here is built on that premse. So is there is any
di sagreenent on that issue, quite aside fromthe way it
Is precisely expressed?

That we don't know what -- we are not saying
exactly what |evel of conmtnment is, but it is
sonet hi ng beyond what 4.1 deals with. AIl right. So
we are agreed on that. So we have to nmke sure that
what ever | anguage we use in 4.2 reflects that to begin
with. That is where it all starts.

What was the | anguage you suggested, Larry?
Do you still have that? Sonebody have it?

DR. MIKE: "Sponsors nust negotiate in
advance with rel evant health authorities in the host
country whether or not successful products, as well as
ot her know edge and benefits resulting fromresearch,
wi Il be made avail able to the host communities and

countries."
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DR. SHAPI RO. Steve wants to make a comment.
| just -- clarify what your own thinking is, Larry.

That calls for a negotiation. It does not say anything
about whet her we expect something to come out of it.

It just calls for people to talk about it. |Is that
right? Okay. Steve?

MR. HOLTZMAN: W<th Alex, |I would lIike to push
t he edge of the envel ope with respect to who is
responsible, and so | amtrying to deal with -- | agree
the IRB and the research investigator are not the right
parties to be negotiating the specifics.

And yet | think what we want to do is to say
to everyone involved in the research enterprise. You
have a stake in the ethics of the total enterprise,
whi ch, sinmplistically, | think of why are you doing the
research? How are you doing it? And what do you do
with the fruits of it?

It may not be that you have prinmary
responsibility for, say, the last, but you have a
responsibility to make sure it is attended to. And so
| do think -- and I would like to see a role that there
is an onus on the researcher and the IRB to know t hat
t hese are being attended to.

Wth respect to the issue of what |evel of

obligation? |1 amvery strongly di sposed towards
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concepts of presunption. There is a presunption that
there will be provision of the nedication. That it
wi |l be available. That presunption can be overcone,
given the particular facts of the case, but it should
start as a presunption. All right?

Because if that presunption is not fulfilled,
then you haven't fulfilled the basic idea of why did I
choose this population for the study? There can be
good reasons, all right, that overcone the presunption.

But then that is where the negotiation -- so ny

problemwith Larry's language is it fails to enmbody the
presunption. All right.

DR. SHAPI RO. Now, | thought ---

DR. MIKE: | have no problens with a
stat ement about the presunption.

DR. SHAPI RO. Then the "whether or not"
doesn't it in your |anguage. It is a small point |
want to make. The | anguage doesn't work with "whet her

or not," because that dispenses with the presunption.
But we can go ahead with the presunption, which I
t hought was our agreenent just a few seconds ago.

So we need to craft this so that if we want to
put it in the -- of a presunption, | have no problem
with that. We have to realize, however, that it is not

accidental that |anguage |ike "available,” or even
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"reasonabl e" has generated so nuch controversy. Right.

Because that deals with who has the obligation
to acconplish this, and that is not an easy matter to
settle. And I think very hard to settle in advance
actually. But we are to see if we can fashion a
recommendati on that at | east pushes us -- or tries to
push people in sone direction.

Let me make a suggestion. | amgoing to
suggest that we designate -- that we do two things now.
One, it is a quarter to eleven. So we probably ought

to take a break.
Two, that | am going to ask two or three
people to sit down and try to recast 4.2 in |ight of
t he di scussion we have. And, also, we want to allow
sone tinme for people who just got chapter 5 to read it.
So this will cause us to recess probably for about

t hree-quarters of an hour.

But for the people that I amgoing to ask, in
a noment, their first job will be to try to work with
Eric to put in the kind of -- | think it is a general

sentinment that we are starting to nove towards here,
and we will try to articulate that a bit better.

And | think it is useful to drop (a), (b), and
(c) as equivalent fromhere and just try to say it

directly in the recomendation itself. So, Steve, wll
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you and Alta work with Eric on this, try to get us a
new fornmul ati on of 4.2? Then we can look at it a
little later on. Yes. Arturo?

DR. BRITO. | just want to ask you a questi on.

Can you just summari ze briefly what it is we did agree
on? That when they fornulate it -- because, in ny
mnd's eye, what | am seeing is that the confusion is
arising from"who," the "who." OCkay. The sponsor and
the researcher.

DR. SHAPIRO | think that is right, and I
think my own view is that we don't have, as is
currently witten, a sufficiently well articul ated
prem se, first of all. The presunption is that
sonething will happen is the way Steve put it, but
there m ght be other |anguage that works.

That is not in here, although the word
"shoul d" could be interpreted that way, | guess. But
it is not in here in an adequate way, | think.

And then we are going to have to | ook for
| anguage that encourages, sponsors especially, but I
don't nyself know how you separate sponsors and
researchers so easily. It seenms to be currency around
the tabl e here. But | don't really understand
that issue, since the initiatives sonetinmes conme from

one area, sonetimes conme fromthe other area. The
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prelim nary negotiations take place in all kinds of
di fferent ways.

I think it is very hard to separate these
things in practice. Maybe "and/or" is a useful way.
But we will have to think about that.

But | think we are going to have to see what
they come up with regardi ng whet her we can say anything
nore about where the obligation falls and -- what
mechani sm of enforcenment to use. | think those are
chal l enges. We haven't got those in our m nds just
yet. Yes. Bernie?

DR. LO | don't think we are going to conme up
with those specifics, and that is why |I think that the
best that we can do is spotlight this issue and make
it, as Steve says, the presunption.

DR. SHAPIRO Well, that may be right. That
may be right. Bernie?

DR. LO | think these are chall enges, and you
know, m ddl e ground may be to cone up with
consi derations and options as opposed as prescriptive
t hi ngs.

But | think I would |like to see us push toward
sone i npl enmentation of reasonably avail abl e, because
that is such an anbi guous, elastic term and we ought

to have sone discussion of, you know, is a |licensing
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agreenent that the host country chooses not to pick up
on sufficient? O does the sponsor literally have to
give the drug away at cost?

| mean, those are the issues that are real-
life issues, and I think if we can shed sonme |ight on
that, and how the particulars of the case would
i nfl uence whether you think a particular option is
justified or not, that would be great.

Simlarly, I think the point we would cone
around to is how, procedurally, do you ensure that the
di scussi ons have taken place at the various checkpoints
we have, which are really ---

You know, if you think about it, subm ssion to
an I RB, and subm ssion of a grant to a funding agency,
and subm ssion of an IND to the FDA that are sort of
the barriers through which these projects have to pass
-- it seenms to ne that we are going to have to nake use
of those existing procedural reviews to address this
i ssue here. But | amnot -- this is a totally
new area, and | think, again, rather than trying to
solve it all here, maybe we should just say, we have
got to reach that level of specificity. Here are the
options. Here are sonme of the problens with each, the
pros and cons of each one.

DR. SHAPIRO | think one of the issues you
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point to, Bernie, is: Can we say a license, for
exanpl e, or anything else, | think, is going to be
extrenely difficult to resolve.

Let's see what we can do, but | think that
determ ning these obligations, where they fall in sone
detail, is so context-dependent, as |I think it through,
that you mi ght give exanples, but |I think that we are
not going to be able to make a final recomrendati on
that holds. It is just too contextual, | think.

DR. LO | think I would agree with that, but
I think exanples with enough sort of detail to indicate
why in one situation was the agreenment at a nuch higher
| evel than the other would be useful and to give the
reader sone indication whether or not we think the
final arrangenment, on the whole, is a fair one or not
woul d be useful ---

DR. SHAPI RO. Ckay. Last comment -- Alta.

PROF. CHARO This is directly relevant to
how we draft the thing. 1In |light of what Bernie just
said, and al so keeping in mnd Larry's conment about
the difficulty of being too specific, | find nyself
wondering if a way that we can go is to have a
recommendati on that calls on specific (?) within the
federal governnent to search for ways that they can

actually create an effective incentive to good-faith
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negoti ation.

And we have already identified a few agencies
t hat have the potential to do this in a limted
fashion. W have been focusing on researchers, in
part, because we have a choke-hold on themthrough the
| RB system but that identifies OHRP as a pl ace.

The FDA is another. The Ofice of the Trade
Rep, interestingly enough, is another, because of the
i ssues around the |licensing agreenents. The State
Departnent is another.

And if we can't identify the killer
enf orcenment mechani smthat we think acconplishes our
goal s at a reasonable political and | ogistic cost, a
second-tier alternative is to identify the places
within the federal government, where we push that task
of f on them

DR. SHAPI RO. That is, you know, obviously,
that is a plausible enough idea. Seens sinpler. So it
Is very attractive and seductive. But let's see what

we can come up with.

Okay. We will break now. Diane -- | am
sorry. You haven't even spoken today yet. So, fine.
DR. SCOTT-JONES: | just wanted to ask a

question about our om ssion of (c), sub-part (c), under

Recommendati on 4.2. Sone of that |anguage is in the
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first recomendation for chapter 5. It has to do with
capacity building, but there it is |[imted to capacity
bui | di ng for designing and conducting clinical trials.

| hope there is a way we can keep the idea of
assi sting devel oping countries with capacity buil ding
for negotiating these distribution plans.

DR. SHAPIRO. This will come up when we deal
with 5. | think that is an inportant point and wl
cone up again when we cone to chapter 5.

DR. SCOTT-JONES: OCkay.

DR. SHAPI RO. But, you know, then we will see.

We can nove back and forth later if you want to

sonet hing back in here. Okay. W wll try to
reassenbl e around 11: 30, and ask Eric to assenble the
subcomm ttee. The rest of you ought to be focusing on
chapter 5.

(Wher eupon, at 10:53 a.m, a recess was
t aken.)

DR. SHAPI RO. The small group that was
designated to prepare an alternate recomendati on for
4.2 has put it on a disk and is currently being
reproduced. And we will hand it out and review that
effort in just a few nonents.

Qur proposal is that we will try to go through

that, see if we can come to -- we may or may not be
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able to come to agreenent -- we will see if we can cone
to an agreenment on that, and if we do so, naybe the
incentive is, we will break for lunch, and then cone
back and deal with various recomrendations in chapter 5
when you have had a chance to look at it a little.

I think most of you have now at | east had an
initial reading of chapter 5. So perhaps while we are
waiting, is there anything we want to -- why -- it is
really quite short. So why don't | have Eric read
that, and maybe that is sufficient, and hopefully, the
copies will be here very shortly.

DR. MESLIN: This is the revision to
Recommendation 4.2. "A presunption exists that
successful products, or other benefits fromresearch,
wi ||l be made reasonably avail able to host countries.
Sponsors shoul d col | aborate with host countries and
ot her appropriate parties to achieve this. Researchers
should include in their research proposal to their IRB
a description of these coll aborative efforts. [|RBs nay
take these efforts into account in their review of the
research proposal."

PROF. CAPRON: Coul d you read the begi nning of
that again? Wy is it that they are obliged to do?

DR. MESLIN:. "A presunption exists that

successful products, or other benefits fromresearch,
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wi ||l be made reasonably avail able to host countries.
Sponsors shoul d col | aborate with host countries and
ot her appropriate parties to achieve this..."

DR. MURRAY: And then you use the perm ssive
verb "may" rather than "should.” The IRBs may take
that into account.

DR. MESLIN: Yes. That was in the second ---

DR. SHAPI RO. -- second part of this.

DR. MJURRAY: | am sure that was a deliberate
choice. Can you tell us why you chose that instead of
"shoul d" or "ought"?

DR. MESLIN:. | can tell you what I -- yes, and
ot hers can too.

DR. SHAPI RO. Maybe different reasons ---

DR. MESLIN: Yeah, I will give you the reasons
that | -- this was to first recognize that Larry had a
concern about IRBs specifically reviewi ng the plan
itself and nmaking an eval uation of the plan. That is
one reason.

And the second reason was that there nay be a
variety of parts of the proposals for which these plans
apply, the risk/benefit assessnent, the consent
process, and we don't want to tell |IRBs which parts of
t he proposals these plans apply to.

Steve or Alta, did you have any ot her reasons
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for why we did that?

DR. SHAPIRO. Alex. Tomfirst, and then Al ex,
t hen Di ane.

DR. MURRAY: Maybe | am parsing this too
finely, but it seenms to me there are -- two things are
conjoined there. One is that there is a plan that is
put before the IRB, nanely, that a plan exists, or sone
j udgment about what ought to be done by the sponsors
and the hosts exists. That is nunber one. And the
| RB shoul d take that into account.

Number two is the specifics of the plan, and
that may be nore permissive. So it seenms to nme two
t hings are being conjoined into one there, and I don't
know if it would be of any value to separate them or
not. | amtorn there.

On the one hand, | think | would Iike to have
that clarification; on the other, shorter is better.

DR. SHAPI RO. Ckay. Al ex.

PROF. CAPRON: Two points. The first follows
up on Tom and maybe we are all just at a di sadvant age
until we have the | anguage in front of us.

The reason | asked you to re-read that was
there are three things which, as | understand it, the
I RB mi ght | ook at: The fact that there will be

negotiation, or as you put it, collaboration; the fact
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that there will be sonething provided, or the details
of what will be provided, and I think we are all in
agreenent that the latter, and the adequacy of the
latter, is not an | RB judgnent.

I had thought when | |istened to you that what
the IRB was supposed to do was to see that there was a
pl an of col |l aboration, which nmeant that people were
sitting down and figuring out what to do, | thought.
Do you nmean rather to suggest that there is a plan of
di stribution or provision of benefits? That is ny
first question.

PROF. CHARO | can't speak for what we

i ntended. You could watch what was going on up there.

But | ---
PROF. CAPRON: | don't go to the sausage
factory. | didn't watch.
PROF. CHARO It is ugly. | think that we

probably want to give the IRBs, if that is going to be
a place where we use an accountability technique to
encourage enforcenment, we want to give the | RBs sone
degree of flexibility. And one way we can achieve it
is this way.

The researchers tell them what they can tell
them |If the researchers say, we have a plan for how

there is going to be a collaboration in the future to
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figure all this out, that is what they will tell them

If there is already a plan, they will tell them |If
there already are details, they will tell themthat
t 0o.

What ever they give is what the IRB can then
use in their assessnent of, anong other things, the
overall risk/benefit rations of the research. The nore
that there is a plan for post-trial distribution, the
nore benefit we can say is comng fromthe research and
the nore favorable is the risk/benefit ratio.

And if you only have a plan, then -- so it is
sone benefit. It is not as nmuch as if you really know
what is going to happen.

Simlarly, with regard to Arturo's concern
about the consent process, to the extent that the IRB
wants its participants about not only what they are
going to get personally, but what will cone fromthe
research nore generally. The nore the researcher
happens to know at the tinme it is being submtted to
the IRB, the better.

But as Harold has noted, these coll aborations,
di scussi ons, whatever are likely to be going on both
before and after the IRB reviews a protocol. So to say
that they have to describe a plan, maybe descri be |ess

t han al ready exists, to say they have to descri be what
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the availability will be is maybe unrealistic, because
nobody knows yet.

Sone | anguage that is broad enough to say,
gi ve them what you have got and let themreviewit.

PROF. CAPRON: | guess | will wait and see what
t he | anguage you have is. | understand now better what
the intent is.

My second question was that you have | anguage
in there not only about the tested intervention, but
ot her benefits fromthe research, sharing other
benefits fromthe research? And | am not entirely
cl ear what that enconpasses.

One way of reading it, which I think would be
beyond anyt hi ng that we have di scussed are sharing the
intell ectual property benefits, as it were, in the
sense that we have devel oped a product, and we are
goi ng to make sonme noney off of it. And we now have to
send sonme of our profits to you, because we are making
-- and that is not what is intended.

So what is intended, and is it described as
carefully as it could be?

DR. MESLIN:. Well, the only thing I will say
there is that was an editing |link between what was in

the existing 4.2 -- the phrase was "...as well as other

know edge and benefits resulting fromthe research...”
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In the chapter itself, it does not go in
| engt hy di scussion, but it certainly wasn't intended to
refer to the kind of intellectual property points you
are raising. It was those collateral health benefits
that may ari se.

PROF. CAPRON: Well, 1 guess, | nean, if we
are tal king about making things available, if it is
know edge in the sense that besides this intervention,
you di scover that purification of the water is also a
key link in inmproving health here, and you nake t hat
know edge avail able, that is innocuous and, indeed, |
woul d think, obligatory.

| guess, | think that at sonme point either in
the comentary, we have to explicitly address, nore
explicitly address, what we nmean. Otherw se, it
suggests an obligation which an I RB m ght think was
much nore extensive.

DR. SHAPIRO | don't know if there are any
ot her comments now before we actually get this
docunent, before it is -- Arturo.

DR. BRITO. | amnot sure if it is -- we have
omtted this, or if | read this and thought about it
and sonme of the other comments about the phrase
"reasonably available.”™ And it sounds |ike you

purposely put it in here to give, | guess, a little bit
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of flexibility in here.

But it makes me a little bit unconfortable.
There may be too nmuch flexibility in interpretation of
what that nmeans. So | don't know if there is a better
-- if there is another phrase we can use in there, and
| don't have an answer for that.

| just felt a little bit unconfortable when
you read that in that first sentence. Mybe -- | would
like to hear a little bit about why purposely that
phrase was chosen for here.

DR. SHAPIRO. Well, | think "reasonably
avail abl e" and "avail abl e" suffer fromthe sane
problem | nmean, you point out that it is true that
itself doesn't say who does it, who pays for it, who
has the responsibility. Those issues are |eft
unanswered by the use of this kind of |anguage.

And | think it does |eave things unanswered,
and | think my owmn viewis we can't answer all those
i ssues. That is just nmy own view. Diane.

DR. SCOTT-JONES: In the previous version of
Recommendati on 4.2, we are suggesting that the sponsors
negoti ate in advance with the host country, and there
is no | anguage like that that | could renmenber in what
you just read, Eric. And | am wonderi ng, have we

deci ded that in advance isn't an inportant aspect of
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this to keep in?

DR. MESLIN:. | would certainly say the
om ssion was not intended to renove that at all. It
was the description of the presunption, the
col | aboration. Maybe it should say "in advance” with
host countries. That nay have just been an omi ssion in
the reading. But, no, it was not intended, | don't
think, to renove that. That was what negotiation has
to be.

DR. SHAPI RO. Larry.

DR. MIKE: | have problenms with three things.

One is that what Al ex has raised about the benefits,
and it seenms to go way beyond what one can reasonably
expect sponsors of trials to provide. Let's |eave that
to the State Departnment, according to Alta.

The other part is that since it is a
presunption and not a -- it is a negotiation that one
goes through with good faith on the presunption. |
don't think we need the word "reasonable” in there.
That is inplicit in that kind of discussion. Because
you are going to reach a practical solution on a
reasonabl e basi s.

The third part is, | guess, | amreferring to
the IRB's role in here is what Alta was | ooking for as

a hook to make sure it goes on. | remain unconfortable
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with that. | really don't think the IRBis the one to
deal with this issue. | can see themdealing with the

i ssue of trial participants, but certainly not this

I Ssue.

DR. SHAPI RO. Yes, David.

DR. COX: So this is sort of between a rock
and a hard place. For me, what | wouldn't |like to see,

and in fact, nmy interpretation of what happened wth

t he Comm ssion, was getting these two issues nuddled in
t he begi nning, which is that what you give to the
research subjects as a result of them participating in
the study, 4.1, and what you try and do for the whole
country, 4.2.

And that | think whatever we do, we should
really strive to nmake it clear that those are two
separate things. By having the I RB basically be
dealing with both of them it does nuddy the waters.

On the other hand, who besides the IRBis
going to be able to see that sonebody is dealing with
4.2? So that is what | nmean. You are between a rock
and a hard pl ace.

But be crystal clear to the researchers and
t he fundi ng agencies that these are two separate
things. Because dealing with 4.2 is a very conplicated

problem We are acknow edging that we would just |ike
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to see people try it, but realistically, by the fact
t hat we have given it to the IRB, it ain't going to
happen.

But 4.1 absolutely has to happen, and they are
not sort of equivalent in terns of their priorities.
So nmy concern in this is that by trying to bring 4.2
in, we really dilute 4.1, and the people |lose -- and
since they can't keep track of what the inportant
priorities are, they won't do anything.

DR. SHAPI RO.  Steve.

MR. HOLTZMAN: | agree that the issue of what
is owed to the participants versus a broader
obligation, or presunption of obligation, are very,
very distinct. But I think that they both need to be
addressed. | think there is a role for the IRB in both
of them

When | conceive of the role of the IRB, it is

there to ensure the ethical conduct of research. They

wi Il check for certain formal requirenents, and they
will also | ook for certain substantive requirenents.
Hence, for exanple, they will review the consent form

for the substance of it.
I think it is perfectly reasonable to say that
there are additional requirenents of the ethical

conduct of research with respect to which they may | ack
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the expertise to engage in the substantive
i nvestigation, e.g., will this distribution system
wor k?

But, neverthel ess, can see whether the form
requi rement of a collaborative enterprise or discussion
i s being undertaken, and that is, | think, a limted,
but appropriate, role for the IRBin its role as the
body that sees whether or not the research is being
conducted ethically.

The second point is whether an obligation of a
presunption, or a presunptive obligation, is part of
conducting research ethically, and | would say it is.
| agree that in any given case, who, how, and what can
be very difficult and very different. All right?

But what we really asking the question here
is: Why is it the case that you are not using this
popul ation as a set of guinea pigs? And it is only the
case if there is a presunption that the benefit of the
research will accrue to that popul ati on.

In the absence of the fulfillnment of that
presunption, you need to make the case why it is,
neverthel ess, ethical to undertake that. And that, |
bel i eve, involves the engagenent of those who can
norally speak for, with authority, the subject

popul ation and say that this is norally okay.
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That is what | think we are trying to enmbody
in the different parts of this recomrendati on.

DR. SHAPIRO: Yes. Bill.

MR. OLDAKER: Well, | agree with the concept
of what we are trying to do. | worry a little bit,
since the presunption runs not to the negotiation, but
to the outcone of the negotiation.

| worry that we nay be creating basically
uni nt ended consequences in that |arge popul at ed
countries will be discrimnated agai nst, since the
presunption is sonething that could be quite costly for
that | arger popul ation, forcing researchers to go to
much smal |l er popul ati on countries.

Now, you know, we certainly don't intend that.

But knowi ng how human nature wor ks, and how peopl e
basically live with in the application of rules, we
coul d be causing that, and | think we should consider
t hat .

The -- you know, whereas some of the |arger
countries may, in fact, want the research conducted
t here, but want other things other than to have the
drug to be totally reasonably available there. | am
not sure what they are.

The negotiation, | think, has to be done, and

| think it should be on these issues. Now, presum ng
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t he outcone, or forcing the outcome, | think, becomes a
nore difficult point innmy mnd. | think it would be
nice if we could have that outcome in all situations.
| don't know if we can

DR. SHAPI RO. Let ne suggest that we -- these
are interesting points -- |let ne suggest that we wait
until we have the | anguage in front of us before we
carry the discussion any further.

There is a very inportant point here, that is,
t hat has just been tal ked about. \Whether the
negoti ations that we are asking for, which is one way
of going at it, or whether we want to say sonething
nore than that. We settled -- didn't settle on -- the
suggestion was that it be a presunption, neaning it is
rebuttable. It may occur in some cases.

So we are trying to find a line here that, |

think, is sensitive to those issues, but states, in ny

mnd at least, in a fairly strong way that we do have
an obligation to make everyone here better off -- not
everyone in every way -- but the country in sone broad
sense. | don't think it means every person in that
country.

But those are difficult decisions that need to
be negotiated. David.

DR. COX: | just want to make clear. Steve, |
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agree with everything that you said.
DR. SHAPIRO. Do you want to put that on tape?
We could replay it every nonth ---

DR. COX: On tape, and you can play it, and
people can tape it. But that inplenmenting what you
said, since these are subtle points, is to try and get
-- it is all in the |language, Harold. Because -- so
peopl e know what it is that we are asking themto do.

And that is what | worry about nost. Because,
in my view, that is one of the hardest things for the
| RBs, or for the researchers, right nowis that they
don't get the subtleties. And so they don't understand
what is about. They think it is about a bunch of paper
i nstead of what the concepts are.

And so that -- and these are subtle points. |
mean, we ourselves are getting -- you know, it has
taken us a while to figure themout. So that while --
first of all, do we agree with the principles? And
that is still, you know, sort of -- we are having that
di scussi on.

But even if we agree to get the | anguage in a
way so peopl e understand what the hell we are talking
about. And that -- the latter point was ny point.

DR. SHAPIRO. It seens to ne -- at least it

seens to nyself -- | feel strongly that at |east there
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i's, | guess, what other people have called a rebuttable
presunption. That is not the |anguage, | think, that
is used here. But that some benefit beyond -- that
reaches beyond the participants in the trial is, in ny
view, very inportant.

Does that include everybody in the country?
No, it doesn't have to include everybody in the
country? Does it include everybody in the country that
needs this nmedication? No, it doesn't have to do that
either. It could be sonmething else. It could be a
community. It could be another pilot study. It could

be anot her research project that they want to carry

out .

There are a lot of things that could occur
here that would nmitigate, in ny mnd -- against the
notion -- you stay out of a |large country. You woul d
have to provide everybody. | don't think -- in ny

m nd, that is not what we are sayi ng.

But what we are saying is that there has got

to be sonme benefit -- small, large, we don't even
mention

it -- beyond what falls strictly to the participants,
which is an issue, | think, we have resolved in our
m nds.

And | think that is what we are going to try
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to reflect in the recomendati on, precisely because
there are those issues that you nentioned. These
uni nt ended consequences can be very serious and usually

are. So we want to mtigate against them

Al right. | amgoing to -- unless there --
it is now 12 o' clock. | had expected this |anguage
here back sooner than that, but we don't have it. So |

think we should wait before discussing that further.

So let's break for lunch now and reassenbl e at
one.

(Wher eupon, at 12:02 p.m, a luncheon recess
was taken.)

AETERNOON SESSL ON

DR. SHAPIRO. | want to |look -- there is a
revised 4.2, which we agreed to wait to | ook at
| anguage. You now have | anguage in front of it.
I ndeed, now, there is another alternative to 4.2 about
to be distributed, that is, in the next five m nutes.
W will wait until that gets here.

But | wanted to raise another probably smaller
i ssue in the schene of things here. But there has been
sone di scussion anongst us this norning regarding
whet her sponsors should do this or researchers should

do that.

| have to say that | understand the points
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t hat were nmade; nanely, that, you know, researchers
don't have the capacity to provide certain kinds of
benefits and so on and so forth. That is clearly
correct.

However, when it cones to tal king about the
col | aboration, or the negotiation, either the
initiation of the negotiation, or the carrying on of
t he negotiation, | do have sonme probl enms separating
researchers and sponsors, and | want to give sone
exanpl es.

Il will give -- 1 amon the board -- | wl]l
gi ve you one exanple which | know about directly. | am

on a foundation board which sponsored in the early days

-- | think still some -- the IAVI initiative that you
all know about. In fact, sonme of that described in
her e.

Well, the way that happened is sonme very

really energetic researchers got the whole thing
together, did all the negotiations, had everything
arranged, and cane to the foundation and said, we need
noney. We don't need your advice. W don't need
anything else. W just need noney, and here is what
has happened.

And it has turned out in that case it worked

out positively fromtheir perspective. W gave them
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noney, but we never went to the site. W never saw any
governnment officials. W never saw sick people. W
never saw anything. W were just really at quite a

di stance fromit.

So there is an exanple of where the
researchers involved really carried the ball forward
and concl uded everything. Yes.

PROF. CAPRON: Wouldn't you, in that case, say
that I AVI is the sponsor. You are a source of funds.
| mean, Bill Gates is not now conducting AIDS research,
but he is putting up a | ot of nmoney that makes products
avai l abl e.

DR. SHAPIRO. Well, that is not such an easy
--inmy mnd, it is not such an easy kind of position
to make. For exanple, the U S. governnent we call the
sponsor of a |ot of research, which it really has
al nrost nothing to do with a governnment agency. |t just
sort of reviews and says, here it is. It is a good
idea. Go do it. That happens, | believe, all the
tinme.

It is really a nore nodest suggestion. It
doesn't go to the heart of anything that we are really
t al ki ng about except that | think we should realize,
and our recomrendations should realize, that when we

are wondering who is going to carry on the actua
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negotiation, it will be a mxture. W have to
di stinguish, in some cases, and not -- it is really a
very small point.

PROF. CAPRON: | appreciate your point. Could
we handl e that by using an exanple like this, and then
taki ng the next step of saying that even where the
| anguage here describes a sponsor, in nany cases, in
i nvestigator-initiated work, the actual steps will be
undert aken.

Woul dn't you say it would be fair that the
Sl oane -- | don't knowif this is the Sloane ---

DR. SHAPIROC It was in this case

PROF. CAPRON: -- if the Sl oane Foundati on
woul d have wanted to ensure that these issues that were
addr essed.

DR. SHAPI RO. Correct.

PROF. CAPRON: And all we are tal king about
here, | think, is that kind of assurance. Where we are
t al ki ng about commerci al sponsors, or the CDC, or sone
ot her governnment agency. \here the agency or
commercial sponsor is nore the active, organizing
elenment, then it fits nore easily.

| agree the exanple you cite, we have to be
cl ear about who is going to undertake what obligations,

and we m ght want to differentiate sponsor-initiated
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versus researcher-initiated. The resources are not
going to conme out of the researcher's pocket.

DR. SHAPIROC: That is -- no, no -- |
conpletely agree with that. Oh, | conpletely agree
with that.

So let's go on. Because this will -- we can
easily accommodate this in the | anguage in sonme way. |
just want to make -- so when you see ot her
recommendati ons, you are going to see sone changes.

So here, for exanple, if we ook at 4.2 that
we have in front of us, it says: "Sponsors should
col | aborate.”™ Well, mybe they shoul d, but sonebody
should, and it all depends on what we nmean by sponsor
and so on, as you point out. So we will have to find
some --

Arturo and then Bernie.

DR. BRITO. Harold, | agree with you that
there may be situations, especially when we are talking
about
negotiating the -- it nmay be that the host countries,
or not so much the host countries, but communities
within those countries, may want to negotiate nmore with
t he researcher, and there may be nore of a trusting
rel ati onship than going to the sponsor.

And | think, in the big picture though,
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ultimately, the sponsor has the obligation to assure
t hat some sort of negotiation is ---

DR. SHAPIRO | agree with that. | agree.

DR. BRITO So | thought about how to say
this, and there is sone question that | have about this
revised 4.2, but | will have to wait for the next one.

My question is: How does this fit in nowwth 4.1.
What are we going to do with that? Because there seens
to be overl ap.

But the | anguage on this ---

DR. SHAPIRO Let's turn to 4.2 that you have
in front of you.

DR. BRITO  Okay. Well, how about something -
- I like the language if it was stronger, something on
the order of: "Sponsors have an obligation to assure
t hat negotiations with host countries and ot her
appropriate parties are done in advance of the

research. .. And then sonmewhere in there where
negoti ati ons may be done by either the researcher or
t he sponsors with the host countries, something of that
nat ur e.

But | think that would capture -- | think the
critical point here is to make sure that the

negotiation is done in advance of the research.

Whoever does the negotiations, | amnot sure, is the
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key. But then the sponsors ultinmtely have the
responsibility for making sure they were done.

DR. SHAPI RO So you would put that in place
of the second sentence?

DR. BRITO  Right.

DR. SHAPI RO Wbuld you just repeat it once
again? To just make sure it ---

DR. BRI TCO "Sponsors have an obligation to
assure that negotiations with host countries, and other
appropriate parties, are conpleted in advance of the
research protocol..."

DR. SHAPI RO. We understand the point. O her
comments on 4.2, at |east the version that is in front
of us here?

PROF. CAPRON: The phrase that cones at the
end, "...to achieve this" is, to me, anbiguous. The
"this" in the previous sentence is a presunption.

Per haps the one reference would be a presunption.
Anot her "this" is reasonable availability of products
or other benefits. That -- are we saying to ensure

t hat reasonabl e availability has been achieved? |Is

t hat what we are saying? | just want to be ---
DR. SHAPI RO | under st and.
PROF. CAPRON: | am not worried about the

words, but | amtrying to ---
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DR. CHI LDRESS: One possibility that struck ne

woul d be to achieve this "goal,"” because the "goal" is
t he reasonabl e availability.

PROF. CAPRON: But that is not stated in the
previ ous sentence as a goal. It is stated as a
presunption that it will occur.

PROF. CHARO  Alex, this is where -- yeah
Eric said, | don't like ending sentences with a
preposition, and |I said, okay. Well, you nmean this
state of affairs, because the previous suggested that
it is a presunption, not a goal, an objective, no an
aspiration. Ri ght .

So "state of affairs" was the unspoken noun
phrase that followed "this.” Blane it on SrunkandWhite

PROF. CAPRON: But | think one thing about
di agramm ng sentences and so forth is that it points
out where you haven't been cl ear about what you nean.

And so "this state of affairs," instead of
saying that, why don't we say what we think the state
of affairs is, the reasonable availability that -- and
see | think that the other wording of the rest of the
sentence woul d be better achieved if we put this phrase
first.

And | was trying to do that, and then I

realized I wasn't sure what | was putting there. "To
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achi eve reasonabl e availability, sponsors should ensure
that collaboration with host countries and ot her
appropriate parties occurs." |Is that what we are

sayi ng?

Because we just got -- in the coll oquy between
Arturo and Harold just now, the idea was, we are noving
away from saying that they should coll aborate to make
sure that the collaboration has occurred, whether it is
t hensel ves and their agents or the researchers or
sonmeone el se.

And are we saying "to achi eve reasonabl e
availability"? 1Is that what we nean?

PROF. CHARO O to try to achieve it, since
we can't make it an obligation or a guarantee.

PROF. CAPRON: So what is the "state of
affairs"? That doesn't clear it up to nme. The "state
of affairs” is the attenpt"?

PROF. CHARO "...to try to achieve reasonable

availability..."

PROF. CAPRON: "...to try to achieve
reasonable availability...” But it is not an
objective. It is a presunption. See, that is the hard

t hi ng.
DR. CHI LDRESS: The presunption is that this

goal or objective will be realized. It seens to ne
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that is the way one reads that.

DR. SHAPI RO Steve and then Bernie.

DR. LO | think we have sone conceptual |ack
of clarity as well as our linguistic problenms. There
have been a nunmber of things on the table for what we
want sponsors to do.

One is to just make sure that negotiations
happen before the research is conducted. One is to
make sure that there is sone sort of collaboration with

t he host country. Third is to nake sure to use best

efforts, reasonable efforts, to try and achieve -- and
| would agree with Alex -- the object should be "such
availability" or "reasonable availability.” And a

fourth is to actually achieve it.

| think we are not -- | don't know that we are
in agreenent as to what it is that we are trying to
acconmplish, and not in a |linguistic sense, but are we
hol di ng people to saying, you had better do this unless
there is a really conpelling argument for why not? O
is it just, try to do it, which is nmuch, nmuch weaker
than a presunption.

So | think the presunption | anguage that I
t hink, Steve, you originally proposed, to ne, is, you
are going to do unless, and that is nuch stronger to ne

than just trying or even nmaking reasonabl e, you know,
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efforts to try and do it.

DR. SHAPIRO Well, I think I know what nmy own
views of this area, although |I don't know if anyone
el se's are.

It is my own view that it is an obligation of
sponsors to ensure that some benefit related to the
health condition being studied is delivered to the
country in excess of what is owed to participants, or
in addition to what is owed to participants.

That is the one thing | amsure of. | feel
that that goes along with the prem se of this whole
approach that we have taken fromthe begi nning that
this has to be sonmething that is related to the health
needs of that country, or else what on earth are you
doi ng there?

Now, so, | am convinced in my own m nd that
t hat obligation exists. However, | think what the
problemis in it for me is the nature of that
obligation is very contextually grounded, and I can't
think of any rule that satisfies me in all cases.

Just to take sone exanples. |If you are
| ooking at a health need which exists only in that
country and nowhere else in the world, the obligation,
in my mnd, of the sponsor to do additional things is

different than, let's say, than the exist reverse to
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it, whatever the opposite of that is. W wouldn't
approve of the opposite. O let's say where it is a
case where the health condition exists everywhere. The
health condition to take that case exists everywhere,
and you have to ask yourself, what on earth are you
doing there? You could be at honme and just do it at
home.

And so it seens to ne that, consistent with
t he whol e prem se here, is that there nust be sone
addi tional obligation that falls beyond what is owed to
partici pants. However, once | get to that
stage, it becones so contextually grounded as to what |
feel is a reasonable expectation | don't know what to
do besides search for a procedural solution, where
peopl e are asked to recognize this responsibility and
use their best efforts to negotiate sone type of
equi t abl e agreenent.

| understand that people have different
bargai ns and so on and so forth, and I don't have a
solution to that either. That is a problem and that
is going to continue to be a problem | don't know how
to provide for it in this kind of a context.

But I would feel, nyself, very good if people
conducting trials abroad in a host country, one,

recogni zed they had an obligation, recognized they had
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a serious obligation to carry on good-faith
negoti ati ons of sone kind, and hopefully, reaching sone
type of agreenment which would be beneficial.

Just what that would be sort of escapes ne. |
mean, | think it should be related to the health
condition of that country. | would go -- that far
seens clear to nme. So sending a tank is not
appropriate if you are studying -- as another benefit -
- just to take an extrene case.

PROF. CAPRON: You can't w pe out nosquitoes
with a tank?

DR. SHAPI RO Well, maybe actually with a
fl amet hrower of sonme kind. But, | nmean, it should be
related. So | can get that far. But the mnute |I try
to get farther than that, to know just who should
provi de what, who should pay what, at what cost they
should do it, and to how many people and so on, | just
-- every exanple | think of gives ne a different
solution. Bernie.

DR. LO Well, I think this is hel pful,
because you have just put out another possibility,
which is either the therapy that has been shown to be
effective or sonmething else that relates to health -- |
am wondering, | nean, we are having a lot of trouble

with this.
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And perhaps we are trying to do too nuch al
at once, and nmaybe all we can do is call attention to
the problem but try and flesh it out with exanples. |
nmean, we keep saying, it depends, it depends, it
depends. Let's put out sone exanples of what it
depends on.

Because, Harold, what bothers nme about the way
you left it is that a sponsor can say, |ook at what we
did. We trained 10 host country scientists and 12
nurse-clinicians, who after we |leave will be able to
carry on the work. And that is a clear benefit to the
country, because, you know, of the capacity buil ding.

| would want to say, again dependi ng on the
context, that the exanple that | have are, for exanple,
studi es of new drugs for osteoporosis in China, where

the drugs are going to be marketed in the U S. and

devel opi ng countries at very high prices -- blockbuster
dr ugs.

To just train people -- you are going to do
t he work anyway -- and say that, well, that is our

obl i gation

seens to ne to set too low a threshold. So maybe what
we can do is get sone exanples of cases where we think
peopl e have done it well, not just done the m ninmm

but sort of set an exenplar for the kinds of outcones.
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And, therefore, w thout specifying what needs
to be on every case, at |east, through our exanples,
point out that we nean this to be sort of a high
aspiration, not just, you know, we had sone
conversations, and they were am cable, and they thought
it was reasonabl e.

| would like to set the bar higher and, as you
keep saying, |eave open the actual inplenmentation in a
case, because it is going to be so contextual.

DR. SHAPIRO | think that is helpful. W
want this to be serious. W are not neaning this to be
trivial, and I am putting perhaps nore faith than is
deserved, in the circunmstances, really on the power of
countries, to take China as an exanple, but take a | ess
power ful country, to understand what their interests
are and to protect themin sonme way.

So | think that we should not unnecessarily
just presume here that these countries have no power to
protect their own interests, and I don't want to take
t he sponsor's word for it. | agree with that. That is
why | want the negotiations in advance.

And even though I know they are not al ways
equal parties -- | amquite aware of all that -- that
is sonething, and that is why | think letting an |IRB at

| east | ook or -- the nature of that proposed plan or
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set of negotiations has got sone benefits too. It is
just public exposure. That is what it is, and it |eads
to have sone public accountability in an area where we
have none right now.

Now, | haven't got the | anguage to express al
that even if everyone around this table would agree
with me, which | amsure is not the case. Jim

DR. CHILDRESS: Let me try my hand at an
earlier part of that. Alex had indicated -- m ght
begin with the second sentence rather than the first,
and | am just wondering if we couldn't, given the
difficulty we are having with presunption, with
identifying the relevant parties and so forth, if we
m ght try sonmething like the follow ng version

"Sponsors shoul d col | aborate with host
countries and other relevant parties to nake successf ul
products or other benefits fromresearch reasonably
avail able to the host countries.” That has the
advantage of being fairly sinple and straightforward.
And then we can nove into the kind of advanced
negoti ation or sonething like that.

PROF. CAPRON: Harol d?

DR. SHAPIRO. Yes. Alex, then Arturo and
WII.

PROF. CAPRON: | like Jims suggestion, but I
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have an alternative to offer is a little stronger. It
beings with you were saying a nonent ago, M. Chairman.

What is we began with the statenent: "Those
who sponsor and conduct research abroad are ethically
obligated to provide sonme benefit to the host country
relevant to the condition being studies. Fromthis
obligation, a presunption arises that successful
products...” And then we give sone source for that
presunption.

And then say, "Sponsors should ensure that
negoti ations occur with host country officials..." |
don't like negotiating with "host countries" -- you
have to say there is a person here -- "...and other
appropriate parties prior to the initiation of the
research about how this objective will be addressed.”

That goes to the point that Di ane raised
before that we lost the timng aspect of this in the
rewite.

But I would begin with the statenment of the ethical
obligation and derive the presunption about successful
products or other benefits fromthat. And then state
the obligation to ensure that the prior negotiations
have occurred.

DR. SHAPI RO. That sounds -- it sounds right

to my ear. | don't know it has got everything in it.
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If you could wite it out, that would be hel pful.
Arturo.

DR. BRITO Well, I will refrain from
everything I was going to say, because | would like to
see what Alex just said witten. | would like to see a
| ot of things witten down.

But | still want to go back to the point about
who has the obligation to ensure these negotiati ons and
the col | aborati on have occurred before. Because in the
text, it is even nentioned on page 13, for instance:
"I'n general, individual researchers do not have the
resources or authority to directly provide post-trial
benefits to participants.”

So | really think that the negotiations and
t he coll aboration should occur either between sponsors
and/ or researchers and the host countries and ot her
appropriate parties.

But the obligation ultimtely rests with the
sponsor, because they have the neans and the nobney. So
the obligation to ensure that those negotiations, or
col | aborati on, whatever word we use there, is their
responsibility.

DR. SHAPIRO In ny mnd, it is inportant to
di stinguish between the obligation to carry on the

di scussion and the obligation to fund the comm t ment
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-- all right -- that if you have a post-trial

commtnment. Clearly, the researchers have no capacity

in the latter. And many sponsors don't, incidentally.
But sonme do. And that is what makes it, | think,

everywhere you turn a conplex ---

DR. BRITO. Exactly. But I amnot hearing in

any of the | anguage where that obligation really lies.
| don't hear it. | don't see it in any of the

| anguage, and | amjust worried that what we are going

to end up with

Is ---

DR. SHAPI RO. The obligation for negotiation
or the obligation for funding?

DR. BRITO. No. The obligation for
negoti ation.

DR. SHAPI RO. That we should clarify. | agree
with you. WII.

MR. OLDAKER: | agree, M. Chairman, with you
that it would be better, in nmy mnd, and nmaybe this is
not what you are saying, but if there were a |ist of
things that were presuned to be negotiated, |ist of
types of things, alnpst a cafeteria plan. One of them
coul d be "reasonabl e available."”™ But there could be a
number of other things too.

And | think that negotiation has to occur
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prior to commencenent of anything, and ny ot her point
is that I think that negotiation has to come with
soneone that we identify |like the m nister of health.

I think we would probably harm ourselves if we |eave it
t oo anbi guous about who that negotiation is wth.

So by specifying, we enpower whoever that
official is with sone authority to negotiate. Then if
we set out the things, | think that woul d benefit the
country. This is kind of 4.1 plus that says that you
have to do nore than 4.1, and here are five exanples
that woul d satisfy that.

| think that would work well, and that would
enmpower the mnister of health, or whoever else, to try
and get one of those things. | realize bargaining is
not al ways equal, but that would hel p.

DR. SHAPI RO Thank you. Davi d.

DR. COX: And so just follow ng on those
lines, | think one of the things you said fromthe get-
go here, Harold, is that it is very difficult to
separate the researcher and the sponsor in this. So
sonehow they are going to both be together init. So
you don't have to designate who is going to be the |ead
at any particular tine.

But that they together have to do this. And

then it is not anmbi guous about who is putting it
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together. You don't have to say who is the |ead, but
that they have to be linked at the hip doing it. And
then if one person wants to take the | ead, then, by
definition, they talk to each other.

So then those are the two conponents. Then
what they do is sort of what you were saying. But in
terms of who it is, it is clear. It is the sponsor and
t he researcher together.

DR. SHAPI RO Larry.

DR. MIKE: Since people are asking for
exanples, | want to ask a practical question. W have
NI H and CDC-funded research in Ganbia. Wo can make
t hat prom se and who can deliver on that prom se?

DR. SHAPIRO | can only answer for nyself,
and the answer is that that is something to be
negoti at ed between CDC, or whoever, and the appropriate
authorities there.

DR. MIKE: But | don't see CDC as being in
the position to be able to provide ---

DR. SHAPI RO And they may not. They nmay not.

They may say -- | amnow talking only for nyself --
they may say, this is what we can do. This is what we
are willing to do. The country then has to decide
whet her that is a plus for themor not. That is ny

Vi ew.
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DR. MIKE: On another issues, which is --
soneone had voiced the concern that -- well, | guess it
was you -- that you don't want themto say, well, no,
we trained 10 nurse-practitioners, etc. That is easily
addressed in that we are tal king about benefits beyond
what was necessary to conduct the research.

DR. SHAPI RO. Ri ght.

DR. MIKE: | still say | would rather have a
vague statenment rather than one that tries to put a
list together. You put a list together. It inhibits
the creativity of com ng up with other things other
than that |ist.

People will tend to focus on that and say,
well, we couldn't deliver these. You know, that is the
end of it. And then who is to say we are going to be
right in what is |isted.

DR. SHAPI RO. Steve.

MR. HOLTZMAN: I, in general, agree with your
approach, Harold, and I think it ties -- what Alex is
providing is a very good way to do it. Because in ny
way of thinking, the obligation -- let's cone back to
what the obligation is in a nonment -- is grounded in

t he conduct of research, the meaning of what you are
doi ng as research as opposed to exploitation, and a

reflection upon that.
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And | have given Eric some | anguage about
t hi nki ng about when you provide bl ood, whether you get
if fromnoney or as a gift, how it changes the neaning
of the act. And | think that is the source of the

obligation to be provided a conpensatory nedi cal

benefit.

That is, why did | undertake it in this
popul ati on? Because they could benefit fromit. They
are not just guinea pigs. | think, to me, that creates

the presunption that there is a plausible way in which
the medicine, if successful, wll becone available to
them a presunption. But it is rebuttable.

And this is where then, as you get into the
contextual elenents of it, you allow scope for, as it
were, the host country autonony to assert itself, to
rebut that presunption, or to figure out creative ways
to have the appropriate kind of conpensatory benefit.

Wth respect to whose responsibility it is to
ensure that the research enterprise has that flavor and
character, as distinct to whose responsibility it is to
fund the provision of the drug, in my mnd, it is
everyone who is a participant in the research process.

And you don't need to say any particul ar
person's role in that, but they all have a stake in

that being on the table, in play, and ensuring it is in
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pl ay.

DR. SHAPIRO | fully agree with that.

MR. HOLTZMAN: And that is why | am nuch nore
confortable with your exanples of who may be
responsi bl e for what particul ar piece, the researcher
here, the sponsor, or the what-not.

| want to just go over the top with it and
say, you are all responsible to exan ne the situation
and figure out all of your responsibilities to ensure
that the presunption is either fulfilled or rebutted,
and if rebutted, what is the substitute?

DR. SHAPIRO Alta.

PROF. CHARO  First, just a question. The
draft | anguage that was done over lunch, is that going
to be avail abl e?

DR. MESLIN:. W are waiting for it to conme
back.

PROF. CHARO Great. Because it actually is
very simlar in spirit to what Al ex had suggest ed,
although it is considerably nore telegraphic inits
presentation.

But it adds one thing which, Steve, you would
suggest we avoid, and I amstill not confortable
avoi ding, and that is, sone degree of detailing in how

we actually inplement this collective responsibility.
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What | fear is that although what you say is
in the best possible spirit of how research culture is
devel oped, | think, especially in an area in which we
are trying to extend the notion of what is expected as
part of research, it is very inportant to have a few
very clear directions for a few very well-identified
bodi es or people, |est everybody just kind of push off

their part of it to somebody else. And a collective

responsibility beconmes -- it dissipates into non-
action.

MR. HOLTZMAN: And | agree with that. | nmean,
in the sense that | want everyone responsible -- as a
corporate officer, I will typically be a sponsor. |

want the clinical investigator in the conpanies
actually basically take responsibility to say, have you
done sonet hing about this, sponsor?

And | do believe that if there is a rubber
hits the road i ssue here of you could |ocate it with
t he noney, the sponsor, even if the sponsor is not the
rel evant party for the eventual provision of the drug.

But before they let the trial go forward, a

responsibility to ensure that, again, this has been
t aken on. Because they are the -- they hold the
faucet.

DR. SHAPI RO | think that | have two senses
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here. One, | think there is rather nore agreenent here
t han would nmeet the eye. W are really all hovering
around the same set of issues. W understand we are
not going to discharge in sone kind of formnulaic way
just who is going to pay for what, who is going to do
what, in each various situation. W understand that.

We understand that there is a benefit -- there
is an obligation here, which we all recognize. The
question is: How does it get -- how does one deal with
it? And the details are inportant.

W will ook at the -- when we get it, we wll
| ook at some | anguage that Alta put together over
l unch. We want to |look at that, and Al ex has given ne
hi s | anguage.

I think we may not be able to resolve 4.2
itself without sone tel ephone conference, as we get to
assimlate this a little bit and really work over these
alternative suggestions very carefully. | just don't
think we can get there with the anmbunt of tinme we have
today. So we are going to have to do that in that
fashi on as we go ahead.

Now, let me -- excuse nme, Carol

DR. GREIDER: If I could just raise a separate
i ssue that nmaybe we coul d be thinking about in here,

and this is sonething that goes back to what Larry
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brought up. But it has to do with the process.

I am t hinki ng about an investigator-initiated
set of experinental protocols, and if | am correct,

i nvestigators have to go before an | RB before they
necessarily have a sponsor on board. That is, the NIH
has not signed off on this yet.

So how can the I RB nmake sure that the sponsor
is behind this if it hasn't -- if there is no sponsor
yet ?

Right. W are asking the IRB to nake sure that this
process is in place. So | just don't understand the
process.

DR. SHAPIRO. Well, there are a nunber of ways
-- | don't want to -- that is an inportant issue.

There are all kinds of details of that kind in here,
and we are just going to have to think carefully about
how we --- What ever obligations we give to

| RBs, we are going to have to articulate them pretty
carefully. Because they are going to get to | ook at
this at different points in time, and the sponsor my
not be here. But you can still have plans of what you
expect from your sponsor, or what you will do, and that
coul d be presented to the | RB.

But there is a bunch of hands over here.

PROF. CHARO Just a two-word answer:
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continuing review. |RBs see these things nore than
once.

DR. : At a certain tine ---

DR. SHAPI RO. He or she may not, and they may
have plans for what they are going to expect of the
sponsor or may not. But the reviewis going to have to
continue either way. Ckay.

I think what we will do right nowis just wait
until we get that other |anguage. W want to proceed -
- Alex has | anguage here. When the other |anguage
cones in, mybe we can spend a little time conparing
t hese two.

You have heard Alex's before, and he has now
witten it out carefully. And | want to thank himfor
that. Could we copy this? That would be very hel pful
actually.

Then maybe, Eric, we can get (?) started. W
will junmp over the rest of chapter 4 right now and get
at least an initial start on chapter 5 and the
recommendati ons that are associated with it.

DR. MESLIN:. For those who are keeping score
with the clock, we know that there are two peopl e who
have expressed an interest in giving public coments.
And if there are nore, we would like to know fairly

soon. This will give us a bit of a sense of how far we
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can go.

At this point, | amjust going to suggest,
Harol d, that we can go until about 2:45, and then turn
to the public coment for the last 15 mnutes and still
stay on schedule. And we will just adjust as we go
al ong.

There is also the possibility that sone tine
can be made avail able tonorrow norning. Dr. Speers and
| did have a discussion about perhaps shortening
slightly the discussion of chapter 1 that is schedul ed
for tomorrow norning. So we may be able to get a bit
nore di scussion tinme on chapter 5 ---

DR. SHAPI RO  Chapter 4.

DR. MESLIN:. -- on chapter 4, and what we may
have not finished on 5.

Chapter 5 has, at this point, nine
recommendati ons. There is nothing magical about why
there are nine. Principally, these recomendations are
supposed to do three ---

DR. SHAPI RO. There is; nine is my |ucky
nunmber .

DR. MESLIN:. So there is a reason, and you
have just heard it.

DR. SHAPIRO. | am nine m nutes ol der than ny

twin brother, which is the reason. | have even got a
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good reason.

DR. MESLIN:. Boy, is ny face red. The
recommendati ons are unevenly |unped. There is one
recommendati on, 5.1, which focuses on capacity buil ding
generally with respect to infrastructure, training,
education, research-related capacity buil ding.

There is a recommendation, 5.2, related to the
specific aspect of capacity building related to
research ethics review. In the rewmite, it was felt
that these two conmponents of capacity buil di ng needed
to be flagged. This is an inportant topic, and they
needed separate treatnent.

The next several recommendations, 5.3, 5.4,
5.5, 5.6, and 5.7, are recommendations that are
supposed to address the issues related to current
research regul ati ons and, specifically, the equival ent
protection provision found in the current sub-part of
45 CFR 46.

The i dea behind those several recomendations
is to, first of all, as, that the new O fice of Human
Research Protection, would be able to provide policy
gui dance on this matter. That agenci es woul d have
i nput into this, and that determ nations of other
countries' guidelines regardi ng equival ent protection

could be made in a clear and understandabl e way.
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I won't go over each of themindividually
unl ess we can do that in order. There are sone
di stinctions that are made between those countries that
have their own guidelines, such as Canada or Australia
or France versus those countries that do not have their
own gui delines, but may wi sh to use international
gui del i nes, such as CI OMS or Hel si nki

And the | ast recomendation, 5.9, really
mrrors recommendati ons the Comm ssion has made
previ ously about having resources nade available. In
this case, Recommendation 5.9 is a recomendation
related to the cost of conplying with these
regul ati ons.

So those, in a nutshell, are what the
recommendati ons were intending to do. Capacity
building in two conponents and revisions to, and
clarifications of, U S. regulations as they are
appl i cabl e overseas.

DR. SHAPI RO. Thank you. Let me nake a few
comments. W haven't actually devoted as nuch
attention as | would have |liked today to chapter 5, but
we are -- since we obviously got to it last -- but let
me do two things now, at |least until we get the other
material in here.

One, to tal k about Recommendation 5.1 and 5. 2,
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whi ch are capacity and see what kind of reaction you
have to them Regardi ng recomendati ons of the 5.3 and
on, | have sone, what are to nme, significant issues I
would like to raise, both with concerns | have about

t hem and being uncertain where the Conm ssion stands on
t hem

But let's just talk about 5.1 and 5.2 first to
see whether the text in those recommendati ons have
gi ven you any cause for concern. You want changes or
anyt hi ng
-- Al ex.

PROF. CAPRON: | wanted to come back to the
poi nt that Di ane had rai sed and wonder whether, given
the surrounding text, it would nake nore sense either
to put a phrase at the end of the first sentence on 5.1

t hat woul d say: ...and for negotiating with sponsors
regarding their post-trial obligations..."

O if it would make nore sense to have a
Recommendati on 5.3, although that would | ead us towards
a decal ogue instead of a nanol ogue, and to have a
separate statenment, just as we have a separate one
about the ethical review capacity.

But | think she is right to say that sonewhere

here we are tal king about the devel opment of capacity

even if we have to nake reference back to chapter 4 as
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t he basic source for that discussion. W have dropped
it out of the process of Recomendation 4.2 (c) unless
you put it in here somewhere -- (inaudible).

DR. SHAPIRO. Well, that seens reasonable to
me. We will do sonmething to that. Any other comments
on 5.17?

PROF. CAPRON: Linguistically, it would seem
to me that the second recommendation -- oh, | am sorry
-- 5.1. This is on 5.2.

DR. SHAPIRO. Yeah. 5.1 or 5.2.

PROF. CAPRON: 5.2. | would recommend addi ng

the article "the" before "capacity.” "Assist in

buil di ng the capacity to conduct,” instead of "for
conducting. "
"...to conduct scientific and ethical review .."

DR. SHAPI RO. Ckay. Let's go on then to
Recommendation 5.3. First of all, it is nmy own
judgment that | don't know what the |ast sentence is
doing here, frankly, to start the discussion off.

The one that says that we recogni ze someone
el se's authority, since that is not our business in
that sense. It doesn't seemto ne to be dealing with
the same issue, unless | m sunderstand what was said

here in the first part of 5. 3.

What 5.3 obviously deals with wanting to find
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sone | anguage that would ask OHRP to give nore
structure and transparency to the decisions regarding
est abl i shi ng equival ent protections. But what kind of
coments ---

PROF. CAPRON: M . Chairman

DR. SHAPI RO.  Yes.

PROF. CAPRON: | think that -- | had nothing
to do with the wording of this, so | amnot trying to
defend it -- but | understood it to say, sponsoring
agenci es should accept this determnation, that is to
say, the determ nation of OHRP and thereby recognize
the authority to conduct the review without requiring a
singl e project assurance fromthem

In other words, once it has been done, OHRP is
t he | ead agency and other U.S. agencies should accept
their determ nation. But somewhat confusing to ne is
the relationship of that recomendation to 5. 4.

And | rnust say that if | were | ooking for
sonet hing that was opaque, it was 5.4. | didn't really
under st and who was deferring to whom about what and
what they still had to be able to do, and so forth. |
will |love to have that expl ained.

DR. SHAPI RO Ckay. As we -- this gives nme an
appropriate point to raise a matter, an inportant

matter of principle, as far as | am concer ned.
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And, that is, if we imgine a system which
decl ares that the procedures, rules, regul ations, and
so on in sonme particular host country are equival ent,
or provide equivalent protections, if that is
determ ned, or certified somehow t hrough sonme
organi zation here, and let's suppose the U.S. is going
to sponsor research in that country, the question is:
Under those situations, how nmany reviews are required,
shoul d be required by the U S. sponsor?

Woul d the host country review be sufficient?
Woul d you need both our local IRBs and the host country
IRBs. O to conplicate the issue a little further, if
this was joint work between Canada, the U S., and sone
ot her host country, all of whom had equi val ent
protections accreditation, how many | RB revi ews woul d
we consi der necessary for an ethical point of view?

Obvi ously, these countries can do what they
li ke. They can have as many different ones as they
want. But that we woul d consider necessary. | amjust
sayi ng that would hel p me understand how we shoul d
wite these things.

PROF. CAPRON: Well, my understanding is if a
researcher from USC does research in Princeton
col l aborating with a researcher in Princeton, that both

our IRBs have to reviewit. And that this sinply says
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that if the researcher is at the University of Eboden
(?), the same requirenment exists. Both have to review
it.

But if it has been determ ned that the review
body at Eboden operates under rules in that country
which are equivalent to the U S. requirenents, that
t hat organi zati on, having once been determ ned to be
within those, doesn't need to go through the process.

And this is particularly relevant where the
body is actually located in the mnistry of health or
sonet hing of the country, and there has been this
awkwar dness of every time they do sonething having to
cone in as though they were sone little contract |IRB
t hat nobody ever heard of operating on their own hook.

And this is an awkwardness between the
countries and everything el se. Furthernmore, as we
| ooked at the substantive point that is behind this, as
we | ooked at the research rules in other countries, if
anything, they seemto be nore rigorous than ours, and
it is odd to sort of have this, well, you are not
equi val ent attitude, which we have had.

DR. SHAPI RO  Steve and Alta.

MR. HOLTZMAN: | would |like to understand what
we are driving at with this specific exanple that we

are living right now. It doesn't involve a devel oping
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nation, but it is another nation, where because of what
is considered standard treatnment in the United States
versus this other country, England ---

DR. SHAPI RO. Previously devel opi ng nati on.

MR. HOLTZMAN: There is a trial we can
undertake in England with our drug candi date which we
cannot undertake in the United States. Because,
basically, (?) does not reinburse for this drug;
therefore, standardly, the alternative therapy is
not hing versus in the United States, where there is a
drug which is considered standard therapy.

So if you wite the protocol as test versus
pl acebo, it is an unacceptable protocol in the United

States. And sonmeone who knows the regs can explain

this better. | think under one interpretation, sure,
we can go over to England and do the trial. But the
FDA wi |l not accept that finding, because it was

unet hi cal and therefore didn't neet the standards.
There is one reading here that says we find --
or sonmeone designates that England has equi val ent
protections, and therefore, if they are happy with the
study, and have bl essed it as ethical, then FDA ought
accept the findings. There is only one review
necessary, and we have bl essed a system as overal

equi val ent.
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s that what we intend? O do we intend
sonet hing different?

DR. SHAPIRO. | will try to answer that in a
second. But Alta.

PROF. CHARO  Actually, it is conpletely
responsive to this. So, a fortunate ordering of hands
goi ng up.

As | read through this, although |I agree that
it can be confusing, it does yield itself upon parsing.

I thought it would be easier to followif it were
ordered differently and if an anal ogy were kept in m nd
that would help to answer Steve's question.

And that has to do with in the world of |aw,
comty and the recognition of foreign judgnents, that
is, the recognition of the acts of the courts and
| egi sl atures, etc., of other states and nati ons.

In that world, in that anal ogy, step one is an
observati on of what the other entities are. There are
other states within the United States. There are other
nations that are recogni zed as nations by sone
i nternational consensus or body. And here there is
a step laid out as well.

And the next is -- the equivalent step here
woul d be the recognition that there is a national body

of some other country that functions as a kind of
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central repository of guidance and authority in the
area of human subjects protection. By the way, a test
t hat we would be hard pressed to pass.

Second, that there is kind of a generalized
acknow edgenent that we will recognize as valid the
di scretionary decisions nade by that body when it is
acting according to its procedures.

So that, for exanple, in Wsconsin, if
sonebody cones in having been married in New York, we
don't ask whether or not the judge that married themin
New York actually was the sane kind of judge we woul d
have used in Wsconsin

We ask whet her that person was duly authorized
by New York State, and if so, it is enough, because we
have acknowl edged that New York State satisfies our
requirements for a functioning state that set up
marri age rul es.

But you can have reservations on a substantive
level. So it is generally a procedural kind of
approach that will incorporate a kind of respect for
t he substantive decisions that are achi eved by the
di scretionary acts of those governnents.

But you can have reservations, and you w ||
find reservations, for exanple, on things that seemto

cut very close to fundanmental values, core val ues of
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your own society. It mght be age of marriage, or it

m ght be certain kinds of enploynent contracts that are
viewed in sonme societies as being equivalent to

i nvol untary servitude.

So that although you have a general respect
for the substantive judgnments arrived at, you can make
reservations. And in your exanple, the question would
be not whet her we woul d recogni ze the English
procedures for protection of human subjects, because,

i nvariably, | think we would conclude we do.

It would be whether the use of a placebo in
this context falls under one of the reservations we
m ght have nade. Earlier in the report where we talked
about placebo controlled trials, where the
justification for the placebo is that in that country
there is no good, effective alternative, but in this
country, there is.

And we have to go back to our earlier chapters
and our earlier recommendations to see how those two
t hi ngs woul d dovetail.

We have a simlar kind of reservation earlier
on in ternms of truth telling, where duly constituted
and quite adequate bodies in other countries m ght cone
to the conclusion that locally telling people the truth

about a term nal diagnosis is not necessary and
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actually is not in accord with |ocal custom

But we have nmmde a reservation earlier on this
report saying, it doesn't matter. On that score, we
won't yield on this core value, although we will yield
| ots on how you actually go about telling people.

| think, kept in mnd that way, with that kind
of order of events, the whole things begins to fall
into place a little bit nore clearly.

DR. SHAPI RO Steve, is that responsive to
your question?

MR, HOLTZMAN: | think it is 99.9 percent
responsive in that | think that the |ogical way of
thinking it through is absolutely correct.

When | cone to ny specific case, if | describe
the trial as experinmental versus standard therapy --
all right -- we have exactly the sanme rul es.

VWhen | describe it as what is the standard
t herapy, and there is a deviation, | have a difference
in the two societies. There it is placebo or nothing
is the standard.

And so -- and you are making this point that
says, We recognize any state's authority that is duly
conpetent and constituted; provided, however, if they
say marriages can be effected at nine years old, it is

beyond t he pale.
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So, now, how are we -- where are we going to
determ ne what is beyond the pale, and how is that
mechani sm -- because you pointed to one case -- but
there are |l ots of cases.

DR. SHAPI RO Al ex.

PROF. CAPRON: Steve, | really think the issue
you are raising is not the issue which these

recommendati on speak to.

What | understand these recomendati ons speak
tois the situation in which -- since you are governed
by FDA rather than NIH -- let's assune -- | don't know

i f you get any federal funding for your research, but
assunme that your research is what you sponsor yourself.
If you were to go to New York University
Medi cal Center to conduct a trial, the only IRB you
woul d have to go to is New York University Medica
Center, which has a Multi-Project Assurance, we can
assumne.
Now, if you go to a foreign IRB, what this
woul d say is if that | RB operates under national
st andards whi ch have been established to be equival ent
to U. S. standards, then it would have a simlar
standing as the IRB at New York University woul d have.
The substantive issue of whether the IRB then

approves a project, and its own approval sonmehow did



© 00 N o o b~ w N P

N RN NN NN R R R R R R R R R
O D W N B O © O ~N o 00 M W N L O

127

not meet requirenents is, | think, what Alta says you
begin with the presunption that they are operating
correctly. | f soneone says, wait a second,
they allowed a project to go forward, and their
standard was wonmen don't have to give consent, or
husbands wi |l consent for them and that is not what
U.S. requirenents are, then it turns out that their
approval doesn't give you data which you can use with
t he FDA

But it is not because they had to go through a
process of establishing thenselves as an | RB, as though
there were no process in their own country to establish

t hem according to standards that are equivalent to

ours.

So | want to take out the substantive question
you are asking -- and we do address that el sewhere in
the report -- the procedural question is all that this
addr esses.

And the part that | didn't understand about
this, Alta, was the relationship between U S. agencies
other than OHRP, and it is really 5.4. And we may want
to still defer to 5.4 for a nonent. But that is what |
found conf usi ng.

Here, as | understand it, we are sinply

sayi ng, OHRP ought to be the | ead agency, just the way
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they are in all the regulations. They ought to go
t hrough a process. If a country says, here are our
regul ations. W have a list of approved |RBs.

In effect, they have gone through whatever
process we require for themto be recognized as an
approved IRB. [|If OHRP says, right, your rules are
equi val ent, your I RBs are hereby suitable for review,
M . Chai rman, whether there is one review or two
revi ews depends on where the researchers come from

If they cone froma university, their own
university, as a matter of enploying them is going to
say, we need to review what you are doing abroad.
Steve is in a situation with a private conpany, where
t hey may not have that requirenment internally, and
their only requirenent is with the IRB at the site
where the research will be conducted.

DR. SHAPI RO. Now, let nme ask a question about
5.3, and | really want to ask this about people who
know nore about these agencies relate to each other on
issues like this. And it does make a | ot of sense to
have OHRP performthe function that is indicated here
in the first sentence of 5.3.

And then the question is: What role do the
ot her agenci es have? And what authority does OHRP

have? O are we intending themto have here? Alta.
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PROF. CHARO We run into a difficulty here
t hat now overlaps with the Oversi ght Report we are
going to discuss tonorrow

OHRP does not have any direct line authority
over agencies from ot her cabinet departnments, and
therefore, it is very difficult to set it up as the
single office that is going to oversee all the other
departnments' activities, which is why |I think in 5.4,
Al ex, the goal there -- | think I have discerned it --
was to say that each agency that has this kind of
research going on is going to operate with the sane
text that will have been arrived at by a joint effort,
as outlined in 5.3.

They will each apply that text, but where
i nterpretations begin to deviate in their application,
OHRP is going to be the one whose interpretation should
be respected. Now, | think I understood the intent of
5.4 that way.

But in ternms of creating line authority, we
have a dilemma. It would be much easier if in the
Oversi ght Report we wound up suggesting that there
woul d be sonething outside the current departnenta
structures. We are all famliar with some of the
drawbacks in ternms of the political insulation that

t hat provides.
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O herwise, it becones a matter of what we now
have, which is a matter of comty and cooperation anmong
departnment secretaries and | eadership fromthe Wite
House to those departnment secretaries to defer on
sonet hi ng, which, occasionally, could be terribly
t ouchy.

PROF. CAPRON: |If Alta is correct, then | am
with the chairman, | think, in suggesting that the | ast
sentence in 5.3 needs to have the active voice. Who is
making this determnation? | had read it to be once
-- OHRP. But you are saying that that is not the case,
Alta. That each individual agency woul d nake the
determ nation according to what we are calling policy
gui dance?

PROF. CHARO. No, no, excuse nme, Alex. | am
sorry. That wasn't what | intended to say. It says in
5.3 that it is OHRP that comes up a gui dance about
equi val ent protection, which is supposed cone ---

PROF. CAPRON: -- in collaboration with --
right.

PROF. CHARO. In collaboration with the
others. And in the |ast sentence, there is no hint as
to who nmakes a definitive determ nation. | think
probably the instinct had been that if OHRP finds the

case to be -- that some agency in another country neets



© 00 N o o b~ w N P

N RN NN NN R R R R R R R R R
O D W N B O © O ~N o 00 M W N L O

131

these criteria -- that everybody will defer to that.
But it is not said at all.

PROF. CAPRON: But suppose the ---

PROF. CHARO  And separate from 5.4, which is
about the application of that on a case-by-case basis.

PROF. CAPRON: Yeah. | don't see how to
separate what is in that |ast sentence fromwhat is in
5.4 now. | guess that is where |I get |ost.

PROF. CHARO | don't think we should worry
about the | anguage here, because it is likely to change
alittle bit.

PROF. CAPRON: But | think we should think
t hrough what we want it to say. And | nean, it seens
to me that the first part of this is clear, which is
when we question OPRR about what gui dance they use in
determ ni ng whether there is a equival ence, which was
sort of a way of saying, howis it you have never found
an equi val ence?

You have a set of criteria. They said, no, we
really don't. So we are saying, OHRP and ot her
agencies that do work in this field should sit down
toget her and cone up with the standards which will be
used.

Now, we conme to a question. |Is the first

agency that happens to have an application -- USAID has
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an application for research in Uganda. So they apply
t he standards, and they make a determn nati on.

Once that determ nation has been made, ot her
sponsoring agencies should recognize the authority. |Is
t hat what we nmean to say? Whoever acts first? That
sounds like an invitation to chaos to ne.

Wul dn't it be nore sensible to suggest that
just as we have said, OHRP should take the lead in
col |l aboration with others? That they should al so, as
part of that, develop a process for a determ nation to
be made, and this would be an active voice saying that

process, led by OHRP, will have nade the determ nation.

And once they have done that, then sponsoring
agenci es should recogni ze ---

PROF. CHARO |Is the Interagency Task Force
capabl e of doing that?

DR. MESLIN:. Making the determnation? | wll
have to ask the incom ng director of OHRP what his
pl ans are for -- (inaudible) -- | expect the answer is

no. They can't.

DR. SHAPIRO | want to just make sure -- |
want to make sure that | understand this, because |
still don't like the way 5.3 is put together. |

understand the first two sentences. | think they have



© 00 N o o b~ w N P

N RN NN NN R R R R R R R R R
O D W N B O © O ~N o 00 M W N L O

133

to be rewitten, but | understand them
And that is -- and Alex has just summarized it
-- | won't go through that again. That we want this

gui dance sonmehow and, hopefully, in cooperation wth

OHRP and the other agencies, and they will all agree
it. That we would reconmend.

The second sentence that starts, "...Once a
determnation is made..." that has to do with whether
you go through an SPA process or not, | think. I think

that is what that has to do with, which is an inportant
point, but |I don't know what it is doing, in ny view,
in here with 5.3. That is just another point. W can
put it where it is appropriate. That is how I
i nterpret that.

PROF. CAPRON: But isn't this the alternative?

If you established -- again, take Uganda -- that

Uganda has standards and they have a way of determ ning
that the University of Whatever has an | RB that neets
t hose standards, this process, follow ng the guidance
that is here, would determ ne, yes, Uganda has such
standard, and they apply them appropriately.

So their IRBs at that point have, in effect,
negoti ated with Uganda their assurances, and they don't
have to negotiate with us.

DR. SHAPI RO | agree.
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PROF. CAPRON: But that doesn't seemto be
separate, M. Chairman, fromthat. It is the
concl usi on
-- maybe what it needs is a separate headi ng.

DR. SHAPIRO That is all | amsaying. It is
related to it. | understand that. And it is directly
related to it.

But the 5.3, the first two sentences, or what
is going to replace them is a big issue. That wll
not be easy to achieve. | think it is inportant. |
t hi nk we should recommend it.

And | just want to separate out the second

part, although it could come right after it, because it

is related, just as you have said. It is directly
related to it. Steve.
MR. HOLTZMAN: |, for one, would find it

hel pful to get up to about 5,000 feet on this issue as
opposed to the intricacies of the OHRP versus intra-
agency task force, etc., and just try to understand
what it is we ought to think should happen and the
consequences.

One reading of it was along the way that, |
think, Alta was going. That we have said there are
ot her countries in the world who have responsi bl e,

ethical institutions for research just |like we.
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They may inplenent sonewhat differently in any
given case. But we don't want to, for pragmatic
reasons, but also to avoid a certain kind of ethical
i nperialism we want to put in place, | thought -- we
want to put in place a process where soneone, e.(g.,
OHRP, says, we have exani ned their practices, their
institutions. It is fine. You conduct research there.

If they say it is okay, it is okay.

Now, | don't think that is a difference. The
FDA's accepting ny result is the noral equival ent of
your local IRB saying, it is okay. And a conflict is:

VWat if there would be two different concl usions.

Are we saying that we will defer, or that we
will not defer? What trunmps -- | think that is the
first question, and Alta, you said, it trunps but for
certain kinds of cases. All right? And nmaybe that is
what we have to articul ate.

We can then get into a whole bunch of other --
but are we agreeing on that? |Is that the fundanmental
thing we agree on?

We want this government to figure out a way to
| ook over the nations of the world and say, these are
pl aces in which you can go under their rules, and it is
essentially the same as ours, even if particular cases

may cone out differently. And, therefore, you won't be
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in violation of our rules if you defer.
DR. SHAPIRO. You is who in this case, Steve?
You will not be ---

MR. HOLTZMAN: You, the investigator, who is
seeki ng federal funding or |ooking to support an FDA
applicati on.

PROF. CAPRON: Steve, | don't think we go
quite as far as you say. After all, an IRB at a
uni versity can approve a project, and then the FDA
i nvestigators cone around, and they go through the
paper records, and they say, whoops, there was no
consent process here. O the information that was
given to people was totally inadequate. This is not
et hi cal research.

Now, then they | ook at other projects, and
they say, well, this seens to be the only problem The
IRB itself isn't inconpetent. We don't have to throw
out everything fromthis IRB. They goofed on this
proj ect.

And al t hough they approved it, it did not have
the information that was necessary, and they can then
t ake whatever steps they think is appropriate vis-a-vis
how t hose data are treated.

We are not doing anything nore here. W are

sinply -- as | understand it, we are tal king about the
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system of review, not necessarily the outconme of every
particul ar revi ew.

And we are saying that the systemin other
countries can be equivalent to ours, and they don't
have to conme on bended knee to OHRP and say, will you
approve us?

Now, if they are in a country that doesn't have a
system they will have to do that.

DR. SHAPI RO.  Steve.

MR. HOLTZMAN: | believe -- someone who knows
the answer -- isn't it the case that right nowin U S.
regs, it says that for an informed consent to be valid,
there has to be a signed informed consent?

PROF. CHARO I ncorrect.

MR. HOLTZMAN: Incorrect. Okay. Bad exanple.

But ---

PROF. CHARO. It differs between FDA and NI H,
and with NIH, there are waiver rules for that.

MR. HOLTZMAN: Okay. M point being -- Alex,
| don't know if we are really disagreeing. Right now,
there are what we call the procedural elenments in

certain places which are enbedded into our regs, where

unl ess you fulfill those, you will be considered not to
have fulfilled them and therefore, it won't be valid.
You will be in violation.
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And one of the gists of this report, |
believe, is to say that as long as there is substantive
conpliance, we shouldn't get hung up in that. Right?
So maybe that is a better exanple just to focus the
di scussi on around. So it should be possible to say,
with respect to Nation X, okay, they are in
substantially the sane ethical space as we are, albeit
t hey have different ways of effecting it, and that
di fferent ways thenselves should not be disqualified.

DR. SHAPI RO. Di ane.

DR. SCOTT-JONES: | |ooked back in the text to
try to figure out how this Recommendation 5.3 rel ates
to the text. And it seenms to nme that this
recommendati on arises fromtwo points that are nmade in
our text.

The first is that 45CFR46, one of the sub-
parts, already allows for the substitution of foreign
procedures for our own procedural requirenmnents. And
then later in the test, we mke the point that OPRR and
its successor agency have not established what
constitutes equival ent protections and have never made
t hat determ nation of what is an equival ent protection.

So it seenmed to me that Recomendation 5.3 was
only asserting that these agencies -- that OPRR, or

what it is now called -- should collaborate with
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agencies to establish what does, in fact, constitute
equi val ence. It is saying that and nothing nore.

It seenms that the discussion has included --
right -- a lot that is not really intended here. It is
a fairly sinple thing. W asserted that sonething has
not yet been done. That the equivalence that is
al l owed in existing regul ati ons has never yet been
established. And this is sinply saying that it shoul d
be done, isn't it?

DR. SHAPIRO Alta.

PROF. CHARO Yes, it is saying it should be
done. | do think that in the chapter already and in
the ultimte rewite, there is roomfor additional
direction as to how to acconplish that.

Because | think, Steve, the degree to which
you see regulatory and ethical issues intertwined is
both a commonly shared difficulty and one of the
reasons why the finding of substantial equival ence has
been difficult to achieve to date.

| think that the goal | have for this chapter
and for our recomrendations is that we put an end to
the regulatory inperialism or procedural inperialism
i n which the nunber of bodies, the makeup of their
di sciplinary array, those kinds of things, and that

woul d include the signature at the end of the consent
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form as an additional procedural matter, all would be
considered to be up for grabs in the sense that other
countries mght do it a -- different way to achi eve the
same substantive outconme, which is a review that

sati sfies our goal of adequate protection of human

subj ect s.

On the issue, however, of the ethical
standards that are used, by whatever procedures, |
think there we want -- we have, in fact, adopted a
qualified ethical inperialism W have identified in
earlier chapters a limted list of issues on which we
wi |l not conpron se.

And if American researcher, subject to these
regul ations we are proposing for the U S. wants to do
research abroad, there are certain rules that can't be
broken. One of those rules is that every i ndividual
who is an adult and is conpetent has to give consent
for hinmself or herself. That substantive rule is
unbr eakabl e.

We have got a short |ist of those.

And if another country has different ethical
standards, do not break those rules, there would be no
obstacle to recogni zi ng substantial equival ence.

DR. SHAPI RO. Di ane.

DR. SCOTT-JONES: | think the recomrendation
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should refer to the 45CFR, to the regulation from which
it arises, and should capture nore of what is in the
text. So that when the recomendations are read in

i solation, as we are doing themnow, it reflects nore
of the discussion in the text and gives the person
reading it nore a sense of why we even need to nake
these statements. | think it is alittle bit out of
context right now.

DR. SHAPIRO. As | understood it, in reading
this nyself, it was that this procedure, if
acconplished, that is, the first couple of sentences in
5.3, however they are put together, would sinplify the
SPA process. That was its practical outconme, as |
understood it.

Now, are there other practical outcones of
this that anybody else has in mnd that | have nm ssed,
or m sunderstood, or sonehow not focused on?

Steve's problemis a problem no matter what
happens. The problemis just a problem This does not
deal with that problem It remains a problem as far
as | can tell. If we want to deal with it, we would
have to do sonething else. Trish

PROF. BACKLAR: | think it is worth rereading
on page 19 what Bernard Di ckens wrote. | am not going

toread it out loud, but it really addresses this issue
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in very nice |anguage.

DR. SHAPI RO. Any other coments? We wil|
have to rewite 5.3. | amnot satisfied with it as it
currently stands. Yes.

MR. HOLTZMAN: Just to be clear, the case |
rai sed, we do address it. It is a problemonly in the
sense that the Conm ssion finds that we would recommend
that that trial not be undertaken. Right?

DR. SHAPIRO. Well, that is right ---

MR. HOLTZMAN: And to the extent that you go
ahead and do so, we would recommend that you not be
able to submt the data.

DR. SHAPI RO. That is exactly right. Correct.

Exactly right. Exactly right. Okay. Eric, do you
want to go 5.47?

DR. MESLI N: I think Alta and Di ane or others
had commented on this. |If there is agreenent on the
general picture of there being a clear idea of what the
equi val ent protection criterion standards are, then
agenci es should be provided with sufficient informtion
to do that.

But that, ultimately, the decision as to
whet her the interpretation is correct or dispositive
should rest with a body. 1In this recomendation, that

body woul d be OHRP
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PROF. CHARO  Eric, just in the rewite, and
following on Harold's comment about practical
i mplications, | think what would really help the nost
for sponsors, governnental and otherw se, that work in
these countries would be if the nechanismwthin 5.4
and 5.3, etc., was not just to make it easier to get
SPAs, but were to actually essentially grant MPAs, or
what ever those will eventually be call ed.

The idea is essentially to grant Engl and an
MPA -- right -- as well as Nepal and recognize that its
governnment has the ability to review and critique its
own internal institution to decide which ones are
capabl e of conducting research in accordance with
Nepal ese or English rules. And we will defer to the
j udgment of those governnments as to the capacity of
their institutions within those countries.

I mean, in a sense, this is the same problem
that we have in all coll aborative research. You know,
Uni versity of Wsconsin, Mdison, the UW hospital |RB,
has a hard time trusting the Meriter Hospital, which is
| ess than half-a-nmle away.

So, | nean, | don't discount the difficulty of
trusting the Nepalese IRB half-a-world away. But it is
t he same problem

DR. SHAPI RO Ber ni e.
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DR. MIKE: Just a practical question. 1Is 5.4
necessary? It seens inplicit in everything else that
goes before. | amtrying to get it down to eight from
ni ne.

DR. SHAPI RO. That was ny initial view, but --
when | read this over -- that 5.4 was not necessary.
But 5.4 apparently sets up, | think it was clainmed,
sets up who is the arbiter now that these gui dance
docunments or procedures have been decided on. When
there are issues, who decides whether -- who makes
decisions on it? Who di sposes of cases that cone up?

And this thing, which, in ny view, is not
easily understandable the way it is witten, says that
OHRP ought to be the arbiter, not left to each agency
to make those decisions on its own. That is how I
under stand 5. 4.

DR. MIKE: Well, then | will ask a foll ow up
question. |Is that the current situation with research
conducted in this country? Are we going to have a
standard for overseas that we don't apply in this
country?

DR. SHAPI RO. Coul d have. Yeah. Eric.

DR. MESLIN: Just as a point of information,
El l en Gadbois fromour staff just rem nded nme that the

regs do provide, or allow for, agencies thenselves to
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make the determ nation that another policy provides
equi val ent protection.

So the discussion you have having here is to
change what they are already permtted to do, but don't
appear to be doing, with probably the exception of
USAI D, to another system where another body, for
exanpl e, OHRP, would have that authority and perhaps
only that authority.

And we have the regs here if anyone wants to

see them Ber ni e.

DR. LO | may just be doing ny post-red eye
fade-out, but | amhaving a really hard tine with these
recommendations. | think there is a real forest and

trees problem

You know, this seenms to ne to be m ssing the
big picture, which is we think that current way of
getting SPAs is so cunmbersone that it is a detrinment to
research, and although the regs allow for this
equi val ent protection determ nation, it hasn't
happened.

We want to facilitate that happening, and so
what we have here is a bunch of procedural things, who
can do what, and who trunps whom and we are m ssing
the point that no one is doing it even though they are

al | owed to.
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| am just wondering if the thrust of our
recommendation is get on the ball, guys. There are
ot her countries out there that we ought to recognize
and, as Alta says, give MPAs to countries that have a
procedure and policy in place. Then everything else
just seenms to be secondary.

That we ought explain -- have a process for
how we decide it in this country. W ought to have
cl ear gui dance.

DR. SHAPI RO. Davi d.

DR. COX: Yes, so, | concur with that, since |
was on a red-eye too. And | understand the
conplexities of the different agencies, but if we don't
have one focus in the United States that makes this
determnation in terns of equival ent protection,
think we are in trouble.

And so that to nake that, you know, OPRR seens
to make a | ot of sense to ne. But | guess | am arguing
in favor of a single, you know, process in the United
States that says, for this country, it is equivalent.

Because what is going to happen is, guess
what, fol ks, the standards in the country are going to
change over tine. And then who decides? So if you
don't have one place that is constantly in a position

to, you know, assess that, it is going to be a
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ni ght mar e.

So what we are really saying is, listen, if we
want to do business and research with different
countries, then there has to be sonmething equival ent,
and there are sone fundanental rules that, you know --
we are not telling the countries what to do -- but if
they don't play by these rules, we are not going to
basically do research there.

So there has to be something in this country
t hat | ooks at that and says, yup, |ooks okay, or no, it
doesn't. | mean, that -- Bernie, | amtrying to cone
to your big picture thing. So there has to be sone,
you know, detail ed nmechanism for how you do that, but
right now, |I don't get that out of the regs. Maybe
that is not -- maybe, you know, that is what people
didn't agree to.

DR. SHAPI RO. Steven, than Alta.

MR. HOLTZMAN: | don't nean to be insensitive
that if you start having to rewite regs to effect our
recomrendations, it makes it nore difficult. But isn't
there a way we could do this that certainly uses the
exi sting structure.

And follow ng on what | hear to be the
sentiment about getting it on with it is we would

request that an agency, nanely, OHRP, go out and do the
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study on a repetitive basis, on a periodic basis, of
who is and who is not equivalent; provide the list, all
right; and each of the agencies, | guess for whomthey
have the right to make the determ nation, enbrace it.

DR. SHAPIRO. Well, I think -- let's get
bogged down i nto whether these agencies can really
cooperate, can be nade to cooperate or not. It really
is a very generally difficult problem given the way
the authority
-- where the authority of these agencies conme from how
t hey are governed through the Congress, and so on. It
is a really a tough, tough issue, which we don't want
to really focus on.

But | think we can make a recomendation. W
have aspirations. This will be another aspiration, you
know, and | et soneone else figure howto solve the
problem That it is a very difficult thing to go wth.
That kind of pluralistic approach to this nakes it
really quite difficult. There are often compn
sponsors and so on. Alta.

PROF. CHARO Yes, in fact, quite consistent
with that, | have got to say this. As a |lawer, |
usually love working on trees, |eaves, capillaries, you
know, stoma on the | eaves. But in this case, |

actually like the idea of going up a | evel of
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abstraction with two things.

First, to list the goals very cleanly and
direct it actually at -- excuse nme, Rachel -- the
O fice of Science and Technol ogy Policy -- is supposed
to be acting as a coordinator of science and technol ogy
policy across departnments -- right -- where the goal is
that there be a single place that can actually review
and assess the adequacy of the procedural safeguards in
ot her countri es.

And that there be a single place that can
apply a single set of substantive guidelines that
defi ne what constitutes substantive equival ence with
regard to the ethical standards that will be applied.

And then just to give thema break, | think it
woul d be appropriate as an ethics comi ssion perhaps to
list what those substantive guidelines ought to be, and
by that, | nean to go back to chapters 1, 2, and 3 and
draw out of it those things where we found we needed to
| ist our reservations.

That you have to have individualized consent,
whi ch has foll owed upon conpl ete information and
di scl osure; that nmen and wonen are treated the same way
in the way in which they are recruited and enroll ed;
and all the other things that caused us to wite

speci al recommendati ons and then bunp it to sonebody
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el se to actually force agencies and departnents to
figure out a way to acconplish it.

And in the text, we can certainly wite that
in the interim it mght make good sense for the OHRP
to try to acconplish as nmuch of this as it possibly can
on its own. But there is a little bit of a danger of
us trying to prescribe the precise way OHRP woul d go
about doing this.

Number one, it presumes OHRP is the right
place to do it, but we are only working with a
bi onmedi cal nodel here, and once you begin to realize
that all of the non-bionedical research has the sane
dilemm, and it is the sane agencies that are ---

USAI D i s doing social science research. CDC
I's doing social science research. W risk having
i nadvertently created a bionedical nonster that wll
gobbl e all social science research into the sane set of
procedures.

And the second is that OHRP sinply doesn't
have the legal authority to force its solution onto
others, which is why it took, what, how nmany years for
t he Commpn Rule to get adopted? And they have al so got
a lot of stuff on their plate right now anyway.

DR. SHAPI RO. Ckay. | think we have discussed

this long enough to kind of redraft a set of
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recommendati ons along with text here in 5. W my get
it back tomorrow, but | would like nowto return --
maybe, Eric, you can take us through -- we have got a
coupl e of options going back to 4 that are before us
for inspiration, guidance, and so on.

You have the so-called revised 4.2. You have
two options, which Alta provided, and one which Al ex
provided. Eric, do you want to just take us through
t his?

DR. MESLIN:. | think they are probably self-
evident. You have al ready been over the revised 4. 2.
Maybe since it went in this order, Alta, do you want to
do your two options, just very quickly? Just nmaybe
show how they are different.

PROF. CHARO  Actually, 1 think,
substantively, | may be presum ng upon you, Alex, but I
t hi nk, substantively, | think we independently cane to
t he same approach. Mne is far nore tel egraphic.

DR. SHAPI RO. \What do you nean by
"tel egraphic"?

PROF. CHAROC.  Short.

DR. SHAPIRO. Oh, short. What's wong with
short?

PROF. CHARO M ne is short perhaps to the

poi nt of being inconprehensible, as opposed to Alex's,
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which spells it out in nore detail
But it very deliberately uses, in Option A,
t he | anguage "reasonably related to the health needs of

a country," because it copies |anguage fromearlier in
the report and so tries to use an earlier
recommendati on that we have all agreed to as the

prem se that |eads to a concl usion about what it neans
for something to be reasonably related, and therefore,
what it takes to actually have mmj or research rel ated.

And it does includes -- and | anticipate
opposition fromdLarry on this -- continued nmention of
the IRB, sinmply because it is the only so far
identified choke point that has any hope of giving sone
teeth to this thing.

The second option | wote, which is identical,
except that it drops the | anguage about "reasonably
related” and sinply substitutes "ordinarily yields
benefits.” Because David over here thought that
"reasonably related” was |lingo and that | was now
creating |ingo about |ingo.

DR. SHAPIRO. Still think that, David?

DR. COX: It is better.

DR. SHAPI RO. Al ex.

PROF. CAPRON: My entrant in this beauty

contest is an attenpt to, as Alta says, perhaps spel
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it out alittle bit nmore fully.

One difference is that | actually am nore
tel egraphic on the last provision by combining into one
fairly succinct sentence the notion of protocols
i ncludi ng a description of the plans and | RBs taking
that into account.

| don't think we have to put the enphasis on

the researcher. Usually, of course, the researcher
wi Il draft that portion, but somebody el se may draft
it. The question is: [Is it in the protocol, not who

put it into the protocol ?

But if you can read my witing, | don't have
much to add to what | was trying to say.

DR. MESLIN:. | do want to point out one point
t hat both Alex and Alta share, but slightly in error,
to make sure that you are agreeing or disagreeing for
the right reason.

Alta used the phrase "reasonably related to
t he health needs of a country” in Option A The
| anguage we used in the text "responsive to the health
needs of the country.”™ So |I amsure that is an easy
one.

Al ex's, however, is slightly nore different.
Al ex's says "relevant to the condition being studied,"

which is nmore narrow than "responsive to the health
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needs" or "reasonably responsive.” So if you are going
di spute, it should be at | east about that phrase or ---

PROF. CAPRON: No, | don't want to dispute
about that at all. | actually was guided by the
chair's discussion on this in the first sentence, and |
t hi nk whet her we say "relevant to the condition" or
"responsive to the health needs of the country,” the
point is -- | think, the difference is that this is
stated as an initial ethical obligation from which
ot her things follow.

And | don't quite understand the sentence with
or without that |anguage about responsive. \Where you
are saying "because successful research ordinarily
yi el ds benefits to all or part of the general
popul ation,” that is a descriptive statenment ---

PROF. CHARO  That is why actually | preferred
Option A nyself.

DR. It is Option A

PROF. CHARO No, that was Option B. Because
"successful research that fulfills" -- that is why it
is put in quotes -- that, in fact, is reasonably
responsive to the health needs of a country. The
definition of "reasonably responsive" enbodies in it
the notion that you are going to actually have --

(i naudi ble) -- com ng out of it.
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PROF. CAPRON: But when you say "ordinarily

yi el ds benefits,” there are two kinds of benefits.

One, the finding that sonething would be beneficial, if
avail abl e, and the second is the making it avail abl e.

| mean, | just understand ---

PROF. CHARO It is fine. | really couldn't
-- | don't care about which | anguage ---

PROF. CAPRON: It is Aor B

PROF. CHARO | think the goal was to actually
create a structured argunent and on that we absolutely
agreed. \Whether ny | anguage achieves it or not is not
i nportant, but -- maybe we are thinking |ike | awers --
we both had the sanme instinct about the ordering of the
argumentation to yield the concl usion.

DR. SHAPI RO. Ckay. Larry, then David.

DR. MIKE: | like Alex's better. | think
that there is good reason to distinguish between his
first sentence and the second one. Because the ethical
obligation is to conduct research is relevant to the
condition in that country.

But if you are going to tal k about expanded
-- of benefits to the popul ati on, one does not
necessarily have to be limted to that. So |I am okay
with his statement. | mean, we are only quarreling

about a dozen words nobre or so.
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| still amtroubled by -- although | see Al ex

has made an attenpt to nake this a softer I RB review

where the IRB may -- | assune, Alex, that was
i ntentional on your part. Right?
But | still amtroubled by putting another

burden on an I RB, where | think, at best, all they are
going to be able to do is to check a box that says

whet her sone kind of plan was put forth. | don't think
they will be in any position to nake a really good
assessnment of that plan.

PROF. CAPRON: | think, initially, you were
right.

DR. SHAPI RO: Davi d.

PROF. CAPRON: The question is, in time, as
this becones a nore famliar part of the research
enterprise, will sone I RBs hel pful to investigators and
sponsors as to what that process ought to | ook |ike
just out of experience they have had. But it is a soft
requirement, | agree with you, starting off.

DR. SHAPI RO: Davi d.

DR. COX: So, by reading the two, | find nore
context in what Alex wote, and it is easier for nme to
under stand why we are doing what we want to do. And
t hat al though, Larry, | originally felt this about the

IRB, too, | think that | have been convi nced that the
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IRB is the only place where we are reasonably going to
have teeth to do this. | nean, | like Alex's -- as it
st ands.

DR. CHILDRESS: | aminclined to go in the
direction of Alex's as well with the nmodification in
the first sentence, and I amnot quite sure how we
wanted to do that.

But sonething like "ethically obligated to
make that research responsive to the health needs of
t he host country."” |Is that where we are going? And
"fromthat objection, presunption arises..."

PROF. CAPRON: | thought that in |ight of what
Eric rem nded us of, maybe the | anguages are "ethically
obligated to provide sone benefit responsive to the
heal th needs of the country.” And then you can drop
"relevant to the condition being studied."

And | don't think we have to put it in quotes.

| nmean, it is a phrase that we have used in reporting
here. It is a recomendation, and we are repeating
t hat | anguage.

DR. SHAPI RO. Any ot her questions here? It
seens to ne that we have -- | want to have a chance to
review this in the context of reading the whole set of
argunments that -- but | think we have sonething which

we can structure which may be all right just as it
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to review in the context

t hi nk we now ought to go

to Public Comrent, because we have kept those who want

to speak to us waiting at | east
we had prom sed, and so we want

now. Eric, have you got the |

15 m nutes | onger than
to go to that right

st?

DR. MESLIN:. | have a partial list. |

understand Dr. Lee Zwanziger is here from | OM

DR. SHAPIRO. | just

want to remind all public

participants that the rules that the Conm ssion has

adopted is we ask you to try to keep your remarks

within five mnutes. | will let you know when five

mnutes is up. We don't go to

try to be responsive to that.

t he exact second, but

And then there may or

may not be questions fromthe Conm ssion. But wel cone.

It is very nice to have you here.

PUBLI C COMVENT

DR. ZWANZI GER:  Thank

DR. SHAPI RO. Does sh
di stribute?

DR. ZWANZI GER:  Yeah.
to hand it out at the end, but
now, if you would Iike.

DR. SHAPI RO. That wo

you.

e have anything to

Actual ly, | was going

| can certainly do it

ul d be hel pful.
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DR. ZWANZI GER: Thank you, | adies and

gentlenmen. | appreciate the opportunity to address the
Comm ssion. As Dr. Shapiro or Dr. Shapiro said, | am
Lee Zwanziger. | amhere fromthe Institute of

Medi ci ne National Academ es.

| wanted to informthe Conm ssion that the
Nati onal Academ es, Institute of Medicine, has recently
rel eased a report that nay be of interest to you
called, "Protecting Data Privacy in Health Services
Research. "

In this report, the expert commttee suggests
sone ways that we believe we can both enhance the
protection of data privacy, particularly in secondary
uses of |arge databases and can facilitate at the sanme

time the production of good-quality health services

resear ch.

We are passing around some executive
sunmmaries. | really wish | could have brought enough
for anyone in the audi ence who mi ght |ight one.

Unfortunately, we are out of copies. W are nearing

the inpression |imt. But the entire thing is on our
web site.

Qut si de, anyone who is interested will find a
flyer that | have left that gives the web site and

gives nmy contact information. | would be happy to hear
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from anyone who has questi ons.

And before | leave, | want to acknow edge,
first of all, the chair that we had of this commttee,
Dr. Bernard Lo. W were very fortunate, and this would
not have happened wi thout his |eadership and his
insight. 1 also wanted to thank the Conm ssion itself.

I have been to many of the neetings and received very
good insights fromevery one | have attended.

Finally, the Comm ssion staff, as | am sure
you all know very well, are very supportive, and
particularly wanted to thank Dr. Meslin and Dr. Speers
and Dr. Gadbois.

Finally, let me just tell you that this, of
course, would not have happened wi thout the insight of
our sponsors, the Agency for Health Care Research and
Quality and the assistant secretary for planning and
eval uati on.

Can | answer any questions?

DR. SHAPIRO  First of all, let me thank you
for com ng here today and to relay our thanks and
gratitude to the Institute of Medicine for addressing
this. And none of us are surprised that both either
our staff or Dr. Lo helped you in this matter. But
let's see if there are questions fromthe

comi Ssi oners. Yes, Al ex.
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PROF. CAPRON: Wt hout having read your
report, this is a question no |awer shoul d ask,
because | don't know the answer.

But were our deliberations or conclusions
regardi ng the use of data fromthe exam nation of human
bi ol ogi cal materials a factor in any way?

Because when we were witing that report, we
were aware of potential tensions between the direction
t hat | eadi ng anal ysts of data privacy, thinking of data
as witten docunments, were going conpared to sone of
the concerns we had about the data that woul d be
derived fromthe exam nati on of human bi ol ogi cal
mat eri al s.

And | wondered, did this arise during the
di scussions? And if you are famliar with our
concl usi ons, how concurrent or different are yours on
what you are calling data privacy?

DR. ZWANZI GER: Well, | would like to
encourage Dr. Lo to add to whatever | have to say on
this.

| found the neeting quite helpful. And we
recogni zed that there certainly are a | ot of
simlarities in the questions. The committee and the
IOM staff felt that it was very inportant to keep very

strictly within our mandate on this very short project.
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We explicitly announced, which you coul dn't
know wi t hout readi ng the whole report yet, that we
woul d not consider data derived fromtissue sanples
just because that was not strictly within our charge.
But we do expect that many of the kinds of suggestions
we made woul d be hel pful in tissue and DNA and sever al
ot her kinds of secondary data research |like surveys
that m ght require recontacting patients at a | ater
dat e.

DR. SHAPI RO. Thank you. Any other questions
from menbers of the Comm ssion? Alta. | amsorry.
Alta, then Di ane.

PROF. CHARO | guess, just expansion on that
or fromBernie. One of the things we tal ked about in
our Biological Materials Report had to do with the
val ue of keeping the rules governing research on
medi cal records consistent with the rul es governing
research on tissue sanples to the extent possible, so
t hat everybody understands what the rules are, and
since the two are often used in conjunction with one
anot her, everybody can apply the sane rules within
their own research

Si nce your Recommrendation 3.1 specifically
takes no stand on an interpretation of key terns that

we actually |looked at with regard to the materials
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report, is there any place in your report where you
even address the interplay between nedical records
research and other forns of research that were beyond
t he scope of your report with regard to coordinating
the rules that govern the various kinds of research?

Thi s does cover nedical records research
Right? | mean, that is what a ot of this is.

DR. ZWANZI GER: Yeah. Again, | would
encourage you to add anything that you feel like, Dr.
Lo. We --
primarily, we are calling for advance consi derations of
ternms that the commttee heard testinony -- well, let
me go back

The comm ttee heard testinony suggesting that
several of these key terns were interpreted in
significantly different ways by different investigators
or at different institutions.

So our suggestion was that an I RB and an
institution and the investigators, and finally, the
pati ents, would benefit from advance consi deration and
agreenment on how they would interpret terns |ike
"privacy" and "confidentiality" and "risk" and applying
t hem to non-physical risks.

So without addressing specifically tissue

research in that, we are trying to suggest where the
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systemright nowis allow ng variations that is hel pful
in certain ways at the |local |evel, but at the sane
time, is allow ng perhaps very -- a lot of variability
from one decision to the next.

DR. SHAPI RO Excuse ne. Diane, Bernie,
Trish, and then | have sone questions.

DR. SCOTT-JONES: | a question about any of
your recommendati ons or any of your discussions that
may have had to do with the special situation of
chil dren.

| noticed that you had a devel opnent al
psychol ogi st, Ross Thonpson, wite a report on the
special issues related to mnors, and | was very
interested in what the outcone was of your discussions
in that regard. Because there are many issues, such as
parents consenting for children, and then children
| ater as adults having information about themthat they
didn't get any consent to.

DR. ZWANZI GER: And when you get a chance to
| ook at Dr. Thonpson's paper, | think he does give a
very nice consideration of the special issues that can
arise with consent for m nors and what happens to those
when the minors then become adults and how that affects
ot her people that may not have been intended to be

af f ect ed.
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In ternms of what the commttee considered in
our report, this was one of several cases in which the
committee enphasized that I RBs need to have access to
i ndi viduals either on the commttee or on a consultant
basi s that have specific expertise, and sonetinmes
specific sensitivity, to the special issues that m ght
arise with mnors.

For instance, m ght be concerned with
devel opnental issues about differential exposure to
psycho-social risks, such as enmbarrassnent, or feeling
of dependence, or need for nore independence, the many
changes as a person ages. In fact, we considered
that some of those risks mght actually increase with
age rather than other kinds of risks can decrease with
age.

And so we specifically -- the commttee -- |
amsorry -- | get very attached to these reports -- the
commttee specifically enphasized that 1 RBs shoul d take
care to take extra steps to beef up their expertise,
where needed, in areas of special concern, one of them
bei ng studies involving data on ni nors.

DR. SHAPI RO. Thank you. Bernie.

DR. LO Yeah. | just wanted to follow up on
sone of the points that previous speakers have rai sed.

In many ways, this report covers a very
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restricted type of research. One of the things I think
we are doing under Marjorie's direction is being

m ndful of how different types of research differ from
clinical trials in the bionmedical nodel

And so in answer to Alex and Alta, | would say
it is alnost |like sort of overlapping circles. There
were sonme issues that we focused on that overl apped
with the Human Bi ol ogi cal Materials Report, but for
i nstance, we spent a lot of time trying to distinguish
what is research and what is not research

It is areal issue for IRBs. People say,
well, | amnot really doing research, because it is
really sort of nmore like quality assurance.

The other issue -- you know, rather doing the
sort of conceptual analysis of mnimal risk that NBAC
did in the HBM report, we were nuch nore practical.

We said, in the IOMreport, that there are
many things that investigators can do to protect the
data, ranging fromthe way it is coded, the way you
sort of round off certain categories, the way you
conbi ne data sets, that really reduce the |ikelihood
that you could identify an individual subject, either
directly or by inference.

And that if you do these things in an

appropriate way, and al so have strong organi zati onal
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protection of confidentiality, you can really make this
mnimal risk. And so wi thout grappling with the
definitional, conceptual problens, we said, if you do
all this, nost people are going to agree it is mnim
ri sk, and very few people are doing this consistent ---

I think another thing that |I would just |ike
to highlight is that NBAC has done a |ot to sort of
advance the notion that all subjects of research shoul d
have sim |l ar protections regardl ess of whether it is
technically falling under the anbit of the Commobn Rul e.

And the 1OMreport really follows al ong that
line of thinking by saying, if your personal health
information is being used in a |large data set using the
nmet hods of health services research, you shoul d have
simlar protections, whether or not it is technically
call ed research or sonething else like quality
assurance, or quality inprovenent, or disease
managemnent .

And it should have protections whether or not
t he organi zati on you are working under, that is
conducting the research, has a nultiple project
assurance or not. So even if it is privately funded
research, we suggested that simlar safeguards shoul d
be in place, including some sort of IRB-1ike review

So | think, in many ways, we pick up very
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simlar themes that NBAC has been articul ating, but
really looking at it fromthe point of view of one very
speci al kind of research

DR. SHAPIROC:  Tri sh.

DR. BACKLAR: You have a paragraph here that
says: "Put in place conprehensive policies that
i nclude strong and enforceabl e sancti ons agai nst
breeches of confidentiality."

And | aminterested to know, did you think
t hrough what those sanctions m ght be and how you woul d
go about doing it? Do you have a section |ooking at
that in this report?

DR. ZWANZI GER: You are asking nme?

DR. BACKLAR: Both of you.

DR. ZWANZI GER: Okay. What that refers to is
the -- we were very fortunate in hearing testinony from
both private and public sector practitioners of various
types in the field, |awers, IRB chairs, researchers.

And the commttee was very persuaded that
organi zations that had in place conprehensive policies
and procedures and exanpl es of enacting those
procedures to both encourage good behavi or and show
t hat bad behavi or was taken seriously and woul d be
puni shed had a |l ot |less trouble. And that enployees

and other participants knew what to do.
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We did not -- the conmttee did not try and
identify what type of sanctions should be in place,
assumng, | believe, that that would vary quite a bit
with the particul ar organization.

DR. SHAPI RO. Thank you. One, a nunber of
things. One, | want to thank you very much for com ng
today. | want to thank you and Bernie and others who
participated in this, because this is not an area we
| ooked at directly, but it came up often indirectly in
our discussions, when people would say, well, what

about health services research, quality assurance, and

so on.

And so sit is really very -- | amvery pl eased
to see that I OM has done this. | have not had a chance
to read the report in any detail, obviously, since |

have just received it for the first tine.

So | just will pass on observations. Maybe we
could tal k about it another time. The executive
sunmary tal ks about strong, enforceable sanctions

agai nst breeches of confidentiality and carries an

affect with it -- that kind of |anguage carries an
affect of sternness, | mght say, not inappropriately.
On the other hand, | noticed a nunmber of the

recommendati ons use the word "adequately” a lot in

trying to say, we give adequate protection. And maybe



© 00 N o o b~ w N P

N RN NN NN R R R R R R R R R
O D W N B O © O ~N o 00 M W N L O

170

when | read the text, | will understand a little bit
nor e about what that neans.
| don't want to delay us this afternoon,

because there are other people, but I would be really

interested in that, but I will get a chance to speak to
you, or maybe | will catch Bernie over on the side
| ater on. But, mainly, | want to just thank you very

much and everyone who worked with you for doing this
study, and thank you for being here today.

DR. ZWANZI GER: Thank you and let me again
say, anyone who picks up a flyer is nore than wel cone
to contact me if you have any questions, or you have
difficulty finding the report, I will be happy to help
you. Thanks very much

DR. SHAPI RO. Thank you. The next person who
would like to speak today is Francis Crawm ey fromthe
Eur opean Forum for Good Clinical Practice. M. Craw ey
is here. | saw himthis nmorning. Yes, here he is.

DR. CRAWLEY: Thank you, M. Chairman. My
name is Francis Crawmey. | amthe chairperson of the
Et hics Working Party of the European Forum for Good
Clinical Practice, and | am also a nenber of the UNAIDS
Et hi cal Review Committee.

Per haps nore specifically, in relationship to

your work here, | believe you received this norning a
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silver booklet, entitled, "Operational Cuidelines for
Ethics Commttees that Review Bionedi cal Research.”

| was very happily the chairperson that works
with the international partners that put together that
gui deline, and now we are involved at the WHO in a
proj ect of capacity building and that of ethical review
in Asia, Africa, Latin Anmerica, the Caribbean, the
Medi t erranean, Russia, and the Baltic States.

So | wanted to just give a few remarks. The
first thing | wanted to say was really to thank you for
both the report, the papers that | received today -- |
have recei ved sone pieces before and had an
opportunity, thanks to Dr. Meslin, to participant in a
smal | part of the conparison chart that you put
together, the conparative analysis there.

But I am happy to see the report. | find in
the report a very good discussion, at |east from what |
can understand, of the current problematics that we
have and the current real concerns we have with
i nternational research. And it is really laid out
well, especially with regards to AIDS. |t conmes across
very clearly what those problematics are and how t hey
are under st ood.

And then |I found today, listening to your

di scussi on, was very much nore enriching than the
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report itself. | found it was a real conplenent to the
report that | have read so far. | still have to read
it in nore detail, but at least | felt nuch better from

the discussion as well.

You per haps know that in Europe we have, at
t he Council of Europe, we have a working group putting
toget her a protocol on bionedical research, and |I was
-- | wanted to say it is sonmething simlar to this, a
little bit, the work you are doing, although it is nore
focused just on Europe.

| just wanted to say one thing. Please, from
my point of view, bear in mnd the inportance of
research. We are doing the same thing in Europe
sonetinmes. We are setting up protections for research
but research itself, that is so inportant to people in
devel opi ng countries |like Belgium where | come from
or Italy, or Uganda, or Thail and.

We find that it is very inportant to have
research if we want to have health. And we need to
stinulate that research. It is an ethical
responsibility to stinmulate the research, and also to
stinmulate research in all of its varieties and
conpl exities.

Pl ease be careful in adopting the | anguage of

i naudi bl e. A host country and a sponsor country are
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very difficult to identify or even to say they exist
today. | do not know what is the sponsor country of

G axo-Wel l cone. | know that nost of the protocols that
| see for international bionedical research have a
conpl ex sponsorship.

For exanpl e, the sponsor m ght be -- one
protocol would be a pharmaceutical conpany supplying
the product. The Institute of Tropical Medicine is in
Antwer p, and in Belgium as providing the
i nfrastructure, and UNAIDS providing funding. Now,
do not know who the sponsor conpany is there, and | do
not know either for that protocol who the sponsor
country is, since it is a nultinational, nulticenter
trial.

So we have to be careful. It is very conplex,
and you cannot just say the sponsor is responsible, nor
that the researcher is responsible. That doesn't make
sense in that situation.

Pl ease -- you were going towards that in your
di scussion today. | like this idea of negotiation, of
di scussion. Okay. And if that nmuch we can get, we
have achi eved a great deal

Al so, your discussion comng up this
afternoon, where you will be tal king about the

assurances for protections. | think it is related to
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this, and you need to make that relationship, because
that relationship is made in U S. law. And that |aw

I npacts on international research, as has already been
poi nted out to you today.

When you tal k about the duties for |RBs,
pl ease do read that gray, silver booklet there fromthe
BRHL. Please do not ask for too nuch nore than is
there. We worked very closely with Melody Lin here,
who is the interimdirector of the OPRR, OPHR, here.

| think this is in good conformty with U S.
regulations. It exceeds U S. regulations. It exceeds
any practice | know of in the world as far as ethical
review concerns. |If you add anything on top of that as
a requirenment, you will do severe damage to sone
countries, many countries, for exanple, Belgium

So pl ease be careful doing that. That was
worked on in Africa and in Asia primarily, by those
countries there, but with a real international team
and those were people fromethics commttees. Don't
ask nore than they can do.

Finally, I would just want to say that what |
woul d hope to hear, frommy point of view, would be,
fromthis conmttee, nore that this comnmttee would
gi ve gui dance regarding the principles of international

research and not overly enphasi ze obligations or
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regulations in a situation that is enornously conpl ex
and enornously vulnerable, as it is today.

M. Chai rman, thank you very nuch.

DR. SHAPI RO Well, thank you very nuch. It
has been nice to have you here today. | do want to
point out to the comm ssioners who all have this
booklet -- | think we passed it around earlier this
nor ni ng.

That with respect to sone of the issues we
wer e di scussing today, there is a section in here
called the Informed Consent Process, and | am j ust
going to read two -- a nunber of issues which need to
be covered in informed consent -- | just want to read
two of them because they relate directly to what we
tal ked about today.

And it is: "A description...” -- this is what

shoul d happen in the informed consent process -- . of
the availability and affordability of any successful

study product to the concerned comrunities concerning

research. "
And foll owed by another provision: "The manner in
which the results of the research will be nmde

available to the research participants and the
concerned communities.”

Is actually very useful |anguage, | find, and
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| hope -- | only had a chance to look at it today. |
apol ogize. But | think it will be very hel pful to us,
and | want to second your reconmmendation that those of
us interested really I ook at this docunent, which seens
to have been very carefully put together.

Thank you. Are there any questions from any
ot her nmenbers of the Comm ssion? Al ex.

PROF. CAPRON: | echo, Francis, the chair's
t hanks to you, and I think the rem nder to us of the
conplexity of the organization is in line with what he
described. And | do think the next draft of our report
shoul d cite rel evant exanples that convey that.

Just one point of clarification, since the
chair raised it. The issue of comrunicating the
results of the research, as | understand it, refers not
to anything about the products of the research, but is
how the scientific findings, as such, will be made

avail able to any of the subjects who want to be aware

of them at any |evel of detail. |Is that correct?
DR. CRAWLEY: That is correct. If you want, I
coul d provide an exanple. | was involved in a study

where, as an ethicist on a commttee for a study, which
had to do with a vaginal mcrobicide, and the study was
-- the DSW decided that the study should be stopped.

At that tinme, there was a discussion within
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the commttee to say -- there was an international
agency that was the sponsor of that study -- and that
agency said, we are going to publish those results
i mmedi ately. The investigators on the commttee said,
you cannot do that. W have to informthe participants
first.

Now, | thought that discussion was |late. That
shoul d have been had earlier. And I think the people
writing those guidelines had that idea in m nd.

DR. SHAPI RO. Thank you. Bernie.

DR. LO | wanted to also thank you for
com ng. Thank you for providing this. | guess, first,
to encourage you -- that you know we are going to
submt a draft of our report for public coment -- and
hope that you and your comm ssion will provide us your

t hought s.

As | was | ooking at the section that Dr.
Shapiro alluded to, | noticed that 6.232 tal ks about
the need to make clear to participants any plans to
wi t hdraw or withhold standard therapies for the purpose
of research. One of the issues that we have
been grappling with is whether subjects in a control
group nmust be given what we have called effective
therapies. And | know this issue of w thholding care

that is considered standard care in a devel oped
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country, but is practically not available in the
country where the research is being conducted, is a
very contentious one.

Coul d you give us a quick sunmmary of sort of
what your commttee was thinking? It seemed to be
al l owi ng such type -- such w thhol ding of established

t herapies, provided that it is reviewed by the IRB and

explained in a consent form |Is that correct?
DR. CRAWEY: | think that the persons -- and
there is alist of -- a partial |ist anyway -- of

persons who worked on that at the end of the guideline
-- | think that we did not want to take a position on

this argunent, or this discussion, on standard of care.
That is not a position we are interested ---

We did think, though -- and what we were
concerned with is that the IRBs thensel ves be
i ndependent, and that the IRBs are able to make -- ny
own prejudice here would be that this is the kind of
thing that goes to an I RB, and the I RB makes a deci sion
on.

We t hought -- whatever the international
consensus m ght be, whatever the project m ght be, that
in specific protocols, those activities should be
communi cated to the IRB. | think that is all that is

wanted to be said there.
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DR. SHAPI ROL Ckay. Larry. O Alta, excuse
me.

Last question here. Because we have anot her person.
We are running short of tine.

PROF. CHARO  Thanks. Dr. Craw ey, | am going
through it quickly, so |l can't find it if it is here.
But is there consideration here about what the
consequences should be for failure to abide by these
particul ar gui delines.

That is, if research is proposed to an ethics
review commttee without this docunentation, what
should the commttee do? |If a commttee fails to
follow these guidelines in its actual review, what
shoul d happen to the committee, or to the research, or
to the institution?
| amtrying to figure out what happens.

DR. CRAWEY: At the tine we wote the
gui delines, which they were published in March of this
year -- so it is very recent -- we were aware -- we had
to make two choices in witing, of course, and one of
the choices is, do we try to wite a guideline that
reflects the actual situation? |If we do that, then
that is inpossible.

You spoke about equival encies in human subj ect

protections. | cannot think of two countries in the
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world -- Bel gium and Germany, Gernmany and France,
France and the Netherlands -- they are not equival ent.
There is no way to think of themas being legally or
ethically equivalent. | don't see it. And Bel gium and
Uganda, or sonething like that, that is even nore
difficult.

So that is not -- what we thought was we
wanted to wite a guideline that was really sonething
useful and that could help ethics commttees. So we
t hought, what would it be if | was putting together an
ethics commttee, or I was working on an ethics
comm ttee, what would be helpful to ne? Wat were the
ki nds of things I m ght think about?

| think we made a m stake by not putting a
di sclainmer in that guideline saying that this is not a
standard in the sense of a standard of care or a
standard of practice.

But rather these are hel pful guidelines, and
what we wanted fromthe guidelines would be that when
different countries are nmaking | aws regardi ng ethical
review, or hospital ethics commttees, or national
ethics commttees are considering their own standard
operating procedures that they could use this as a
reference.

And, in fact, | can say to you that that is
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what happeni ng today. That is being used as a
reference in many countries around the world, and it is
going into many different | anguages as well.

DR. SHAPI RO. Once again, thank you very much.

It was a great pleasure to have you here, and thank
you and your coll eagues for the work you continue to
do.

Qur last public coment today is -- Steve
Peckman i s associate director of human subjects
research at UCLA. We will hear from M. Peckman | ater
during the regular part of our neeting, but he wanted
to address the Commttee at this tine as well.

MR. PECKMAN:. Thank you. | wasn't planning on
sayi ng anything this early, but the discussion on
Section 4.2 nade ne very curious about sone issues.

In the discussion this nmorning, there was a
| ot of talk about the IRB's role in Section 4.2
regardi ng the reviewing and the distribution of
benefits to the host population of a study. | think
that we should be careful not to mss the IRB's role in
the review and assessnent of the application of the
et hical principle of beneficence, specifically as it
relates to societal benefits.

The IRB is required to review both the

benefits to the individuals, the population that the
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research is targeted at, and the benefits to society.

| would posit it that it may be very difficult for an
IRB to ultimtely approve a protocol w thout know edge
of an adequate plan for nmaking successful products, as
it was noted this norning, available to the appropriate
popul ation.

For exanmple, some IRBs in this country, during
the regular review of domestically conducted research,
such as Phase IIl trials, require that if any
effectiveness is denonstrated, the investigator or the
sponsor provide the drug at least to the control group
for a reasonable period of time, such as until it is
FDA approved.

The process ensures sonme form of benefit to a
group that was on placebo or on anot her form of
control. Just as we would -- just as an |IRB would
wi t hhold ultimate approval of an investigational drug
protocol w thout an IND, | would suggest that an IRB
should not ultimtely approve a protocol of
i nternational research until some plan is negotiated
and the IRB is informed of that plan.

I woul d encourage the Comm ssion to include
the IRB in the informational |oop and predicating
ul timate approval on the closure of this negotiation.

O herwise, it is very difficult to weigh the benefits
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to society, especially to the host popul ati on.

DR. SHAPI RO. Thank you very nmuch. Yes,
Larry.

DR. MIKE: As you know, | have been arguing
in this Comm ssion to the contrary. It seens to ne
t hat when we tal k about benefits to society, that is a
different issue fromthe very specific operational
i ssue of how one provides, in practice, benefits to
that society, which is what we have been tal king about.

One can | ook at to society about what is the
ri sk and the benefit not only to the patient, but for
advancenent in treatnents in certain areas. Wat is
the i nportance of the probl em being addressed, etc.?

So | don't see it, and | don't buy your
argument that it naturally follows that the I RB nust
take a | ook at distributional issues once the drug is -
- for exanple, once the drug is approved.

MR. PECKMAN:  Well, | would respectfully
di sagree that | think that the inportance of the

soci etal benefit makes the justification for the

research, fundamentally -- is that we have a group that
is not going to benefit at all, say, through placebo,

we will recognize that there -- if we will discount the
pl acebo effect -- then there has to be sonme benefit to

soci ety.
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And the society is the society of the host
popul ation, and that | think it does cone within the
purview of the IRB to at |east discuss that and be nmade
awar e of what negotiation and plan has been decided in
order to make an adequate decision regarding the
protection of all subjects.

DR. SHAPI RO Well, Larry, it looks like we
won't satisfy everybody.

DR. MIKE: WelIl, | guess we are sitting here
just discussing what is the interpretation of benefit
to society. Because that also has -- in our basic
assunption is that any research that is going to be
happeni ng i n another country -- that research nust be
relevant to the needs of the country.

That is a separate question altogether. Once
you do that, then one nmust find some neans in which to
provi de those benefits to the country spelled out, and
| guess that is where we differ. And that is where |
amdiffering with the rest of the Comm ssion.

DR. SHAPI RO. Ckay. Other questions? Al ex.

PROF. CAPRON: Well, | actually take M.
Peckman's remarks as a rem nder to us that there is an
"I in IRBs, and individual institutions my choose to
i nsi st that research protocols which will be carried on

at that institution, or by its investigators, neets
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certain standards even if we don't end up saying that
every IRB has to be satisfied on that interpretation.

The other thing is if M. Peckman has an
original copy of the paper he wote for us, it would be
good to have the first page that isn't half-blank. It
may have been pointed out to you it was difficult to
read with the page obliterated for sonme reason

MR. PECKMAN: (I naudible.)

PROF. CAPRON: Maybe you can give those to the
staff, and they can give us a corrected first page. |
would like to get a chance to read it.

DR. SHAPI RO. Agai n, thank you very nuch, and
we | ook forward to talking to you | ater on.

Well, we are running about 15 m nutes behind
time, but we do need a break. So why don't we take a
10-m nute break and try to assenble. And my apol ogi es
to those who are waiting.

(Wher eupon, at 3:20 p.m, a brief recess was
t aken.)

DR. SHAPI RO. Ckay. | just want to ask
Marjorie to give us a brief update on the program
That will just take a few nonments. Then we will go
directly to our guest, who is here to speak to us.

Marj ori e.
OVERVI EW OF WORK TO DATE
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DR. SPEERS: Good afternoon. Let ne just give
a brief update, so that | can perhaps help us catch up
a bit on the tine.

Very quickly, during the time since our | ast
Comm ssi on neeting, we held our final town nmeeting in
Portl and, Oregon, and we were very fortunate to have
two comm ssioners present at the town neeting. Both
Trish and Larry were at the neeting, and let nme just
ask themvery quickly if either one of themwanted to
make a comment about the town neeting.

DR. BACKLAR: Not right now.

DR. SPEERS: Okay. Great. There is a
sunmary of other Portland Town Meeting in your briefing
book, and we will be providing you with an anal ytic
sunmary of all of the town neetings that we conducted
before the October neeting.

We have al so received several additiona
letters fromI|RBs and ot her organi zations with their
comments about the Oversight Project, and we will
i nclude those in your briefing book for October as
wel |, because we will be tal king nore about the | ocal
| RB system at the COctober neeting.

Just to give you an update on the survey of
t he federal agencies, Kathi Hanna has provided us with

a final draft of the survey -- of the report -- | am
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sorry, and we are in the process of reviewing it.

We plan to share it with the federal agencies
to make sure that we have not m sinterpreted any of the
information in it. And follow ng the feedback fromthe
federal agencies, then we will share it with
comm ssi oners.

We will probably send it to you before the
Oct ober neeting, and then it will be available at the
Oct ober neeting for you.

Regardi ng the Oversight Report, we are naking
progress on witing the report, and in fact, as you
| ook at the agenda for this Septenber neeting, | would
call this a transition meeting, nmeaning that we both
have on the agenda di scussion related to particular
topics, as well as, for tonorrow norning, a discussion
of the first chapter.

We have called this chapter 1, because it is
the chapter that is laying out the rationale and
justification for this report.

When you | ook at this chapter, and when we
discuss it tonmorrow, what | will be nost interested in
hearing fromwould be whether you feel that this
chapter captures the problem the problemthat we are
trying to address, and whether it has the appropriate

bal ance that you are | ooking for, specifically with



© 00 N o o b~ w N P

N RN NN NN R R R R R R R R R
O D W N B O © O ~N o 00 M W N L O

188

respect to protecting individuals who participate in
research, as well as enhancing the research.

If you go back to thinking about the testinony
that we heard from Jonat han Moreno and Harol d
Vander pool and David Magnus, when we tal ked about
obj ectives of an oversight system we tal ked about it
having multi ple purposes, and we have tried to capture
in this chapter.

I am not going to go over the agenda with you
the way that I normally do, since we are short on tine.

But | think what | will do at this point is turn it
over to Dr. Shapiro to introduce our first speaker
t oday.

DR. SHAPI RO. Thank you very much. It is a
great pleasure to welconme Dr. Koski here. Welconme. It
is a great honor for us to have you here.

He is, of course, director of the Ofice of
Human Research Protection of the Office of the
Secretary, and the first director of that revitalized,
reorgani zed -- | don't know what other adjectives we
want to use -- but it is certainly a new tine, and we
are very pleased to have you here.

Dr. Koski was a professor of anesthesia and
critical care nedicine at Massachusetts General

Hospital, and in nmany other ways, has had a | ot of
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experience in ethical and regul atory oversight of human
I nvesti gation
-- or human subjects, human participants research

One, we wel cone you both to your new set of
responsibilities, which will be central, | amsure, to
everything we do here in this country regarding the
I ssues of concern, and we are very, very pleased to
have you here today. Thank you for coni ng.

NEW DI RECTI ONS FOR THE OFFI CE FOR

THE OFFI CE FOR HUMAN RESEARCH PROTECTI ONS

DR. KOSKI: W will try again. M. Chairmn
and menbers of the Comm ssion, thank you very nuch for
this opportunity. | have to thank you in particular,
Dr. Shapiro, because as | think back to the first press
account of ny appointnment, | think I was cast as an
assi stant professor.

More recently, | have been an associ ate
prof essor, and having just been appointed a full
prof essor by the president of Princeton University, |
am i ndeed honored. So thank you very nuch.

DR. SHAPI RO. Happy to be of any assistance |
can.

PROF. CAPRON: If only they had a medica
school , Greg.

DR. KOSKI: Having just met with the Ethics
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Di vi sion yesterday, | think I should consult with them
before | accept the appointnent, but again, thank you.

OQbvi ously, we, and when | saw we, | nmean the
big we. There are many of us who are anxiously
awaiting the report that will come forth from NBAC
after its deliberation on the issue of protection of
human subj ects.

| can only say that in being here today, it

does seem sonmewhat presunptuous that | should be com ng
to speak to this Comm ssion, since, in fact, | should
probably be comng to |isten; but nevertheless, | am

al so cogni zant of the fact that there are many, many of
those in particular who are seated behind ne at this
point, as well as those here on the Conm ssion, who are
quite anxi ous to hear what | have to say.

And recogni zing that, despite that this is day
2 onthe job, I will try to say sonething that is both
rel evant and meani ngful .

Much of what | will say is certainly not new.

I think what is really new and what shoul d be

enphasi zed in this discussion is the opportunity that
has been given to us and, of course, the incredible
chal | enge and responsibility that has been thrust upon
us. And here again, when | say us, that is the big us,

because that responsibility is not solely on ny
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shoulders. It is the responsibility that we all share.

Now, to begin, I will restate the obvious, and
that is, that the American people |ove research. There
is no doubt about it. The Anerican people |ove
resear ch. However, just as society wants
t he benefits of research, and indeed, society does
benefit fromresearch, there is an essential need that
we not |ose sight of the fact that the benefits of this
research do not conme wi thout risk, w thout a cost, and
in much of the research that has been done, those risks
have been borne not by society, but indeed, they fall
upon the individuals who are participants in the
resear ch.

| enmphasize this point, because we are about
to enter, or are entering, a new age, and indeed, the
research agenda of the next mllenniumis one that
changes that fornmer equation in that now there are very
real risks, not only to individuals, but to |arge
groups of individuals, and indeed, all of society from
sone of the research that has been proposed.

And so there is a heightened need to pay cl ose
attention to all of our policies and procedures wth
respect not only protection of individual interests,
but al so society's interest in the conduct of this

research.
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To a very |large extent, the ethical principles
upon whi ch human research has been conducted for the
| ast coupl e of decades, as stated in the Bel nont
Report, were cast primarily with the protection of
i ndi vi dual research subjects in mnd. The enphasis on
aut onony and on informed consent are clearly evidence
of this.

But over the years, we have found that the
principles in the Bel nont Report, in fact, have a
br oader application, and indeed, some of these
princi pl es have proven to be nutable.

A good exanple of that is the one-tine
excl usi on of women from participation in clinical
trials, which was viewed as a act of beneficence, is
now vi ewed as being both disrespectful and unjust.

So, clearly, we need to continue to eval uate
i n an ongoi ng fashion the ethical framework in which we
conduct human research, as well as paying close
attention to the operational details in which we apply
t he procedures for protection of human subjects.

The current system for protection of human
subjects is, in nmy mnd, a sonewhat dysfunctional one.

I know others share that view, but | would like to

state specifically some of the reasons that go beyond

sinply the workload placed on the IRBs and the shortage
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of resources that are frequently cited.

In my mnd, the systemthat has currently been
serving us, and not in nost instances terribly, is a
system that has basically m ssed one inportant
conponent of the overall protections process. And |
wi |l explain that.

On the one hand, the protections that have
fall en under the auspices of the fornmer O fice for
Protection of Research Risks, which have overseen nost
federally funded research, are processes that have
focused on the front end, the up-front assurance of
institutions that they would abide according to the
regul ati ons, and so on.

On the other end, the activities of the Food
and Drug Adm nistration, in exercising its own
authorities under its own regulatory requirenments, have
focused largely on post hoc audits of the research
process, which in thenselves cannot do nuch to actually
protect the research subjects during the actual conduct
of the research.

The consequence of this is a gaping hole in
t he process, that is, the actual conduct of the
research in which investigators and research subjects
are actually taking part in the studies, which is the

area, of course, where we could nost effectively
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protect human subj ects.

So one of our great challenges is going to be
find a way to bridge this inmportant gap. Now, Henry
Beecher pointed out three decades ago that the
i nvestigator is perhaps the single individual best
positioned to protect the interests of the research
subj ect s.

Unfortunately, the investigator is also the
i ndi vi dual who is best positioned to harmthe interests
of the research subjects, which | eads to the concept of
what | have call ed Beecher's paradox in some of my own
witing, and it is a problemthat we certainly find an
answer to.

The view that Beecher put forth, | think,
reflects, to a | arge extent, though, the somewhat
paternalistic attitude of medicine and research as it
existed in the m d-1960s, and | would subnmt to you
that, in fact, the individual participants in the
research should al so be well positioned to protect
their own interests, their own well being, as well as
to serve as advocates for research. Indeed, it is the
subj ects who often hope to benefit fromthe research as
wel | .

Furthernore, the rise in consunerismover the

| ast three decades has fostered a devel opnment of a
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different sort of nodality within the practice of
medi cine. There is the formati on of what has been
called the therapeutic alliance or patient/doctor
partnership.

It my well be that a simlar alliance between
researcher and research participant may also be a step
toward hel ping to i nprove the actual protections for
subj ects during the conduct of research.

The mai nstays of the system as it has
currently been operating, have clearly been the I RB
process and i nforned consent.

As | pointed out previously, | do not believe
that the Institutional Review Boards, as they are
currently structured or configured, are particularly
wel | positioned for actually protecting research
subj ects, because, indeed, they have little, if any,
contact with the research subjects or the investigators
during the conduct of the research. This is a problem
that has to be fixed.

Simlarly, the informed consent process, as it
I's now practiced, does not achieve the goals for which
it is intended. The process is one that is too form
focused. It is not sufficiently process oriented, and
its conplexity is daunting, not only to the subjects

and to the investigators, but to the IRBs as well.
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So for many reasons, | believe that the calls
within the O G Report, as well as fromthe public, for
a re-engi neering of the current nodel are very
appropri at e. | believe that the current nodel
is one that is largely confrontational in its
foundation. It is a nodel that is focused primarily on
conpliance, and | don't believe that it is well suited
to neet the challenges we are going to face in the next
two decades of research

Unfortunately, the OG in that office's
report, actually stated that the IRBs are the only
bodi es whose primary mission is to the protection of
research subjects. | submt to you that that is one of
t he fundanental flaws in the entire process that we are
consi dering here today. And i ndeed, one of the
points that we have to address is the fact that the
I RBs are frequently caught in the m ddle of a process
where they are basically nmediating a confrontation
bet ween i nvestigators and sponsors and research
institutions, on the one hand, and the research
partici pants, on the other.

This obviously leads to a oftenti mes bad
feeling, cries that the IRB process is there to
constitute an inpedinment to research, and this is

clearly not serving the best interests of anyone.
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So | submt that a new nodel will serve us
better. |1 call this nodel a subject-focused,
col |l aborative nodel. It is a perfornmance-based nodel

t hat recogni zes that every party to the research
process bears as his or her primary responsibility the
protection of the research subjects.

This nodel renoves fromthe m ddle the
I nstitutional Review Boards and, instead, places in the
central focus of everyone the research subjects’

i nterests and wel | - bei ng.

And it allows us to create a coll aborative
envi ronnment that rather than focusing on confrontation
focuses on the ways to conduct research in an efficient
and effective manner to achieve the results that all of
us want w thout ever hurting anyone in the process.

Now, to inplenment this new approach, | believe
that we nust add to the principles stated in the
Bel nront Report two additional principles. Those are
responsibility and cari ng.

When | speak of responsibility, | mean the
wi | lingness of individuals to exercise their personal
initiative to do the right thing even when it is
difficult or not in their interests, because it is
sinply the right thing to do.

By caring, caring is that part of our
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conpassi onate human makeup that allows us to subjugate
our own interests to protect the interests of another
i ndi vi dual

By incorporating responsibility and caring
into the broader paradigmfor the protection of hunman
subj ects, | believe we can begin to see a road nmap
toward creating a new nodel that will enable us to
achi eve the goals that | have stated above.

Even as | say that, however, | recognize that
it is certainly idealistic in at |east one dinension,
and so we cannot | ose sight of the fact that oversight
is critically inmportant, and indeed, oversight nust be
expanded in order to achieve the |evel of
accountability that is necessary to nmake this process
wor k. And there nust be accountability at every
| evel .

We nust recognize that every party to the
research has a responsibility to have proper education
and training for the tasks that they intend to do
within the research or within the process of oversight
of that research

They furthernore should recognize that their
activities should be limted to those things that they
are properly trained to do, and that they should not do

t hose things that they do not understand or are not
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properly prepared to do.

| further believe that they should attest to
their commtnment to fulfilling their responsibilities
and that certification, through independent, verifiable
processes, of individuals' know edge and training is an
appropriate step forward.

| believe that there need to be clearly
establ i shed standards that are uniformfor al
Institutional Review Boards. These standards should be
recogni zed nationally.

They shoul d be accepted and devel oped with the
i nput of all of the stakehol ders so that they can serve
as universal guidance for what the Institutional Review
Boards should be doing. And the application of these
st andards shoul d be subject to performnce-based
eval uations through a process of accreditation.

| believe that is also critically inportant
that individual entities, such as research
institutions, research sites, corporate sponsors,
furthernmore denonstrate their willingness to work
within this framework by again giving assurances to the
public that they will bring their resources and their
efforts to bear to ensure that standards are upheld.

Finally, as | nentioned earlier, | believe it

is critical that the public be nore engaged in this
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process and that they be better informed. It is

i nportant that the public fully understand the nature
of the research process. That they understand that
there are both risks and benefits.

And | would urge that we work toward a system
that actually encourages broader participation in the
research process, so that the benefits that are derived
from nmedi cal research are truly ones that are due to
all of society rather than carrying the burden on the
back of a few.

| believe that the principles that | have set
forth here are translatable to policies and procedures
and progranms that will begin to nove us towards this
goal. It is certainly not practical to sinply to
abandon the current system and | eave a voi d.

We cannot allow research to conme to a halt,
but in the neantine, we nmust nove swiftly and
diligently to inmplenent the steps that we can do
i mmedi ately, and those that require |longer-term
solutions, we need to set the wheels in notion to bring
t hem about .

It will be possible, on the one hand, to
pursue these initiatives through guidance. There are
others that will require the pronmul gation of new rul es

and perhaps still others that would require new
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| egislation. Qur goal is to use the nost efficient and
effective means possible to re-engineer the current
systemto achieve this broad goals.

The O fice for Human Research Protections has
been created and positioned specifically to enable it
to exercise broad | eadership in these areas and to try
to catalyze the inportant cooperative efforts that wll
be necessary to nake it happen.

| want to assure everyone on the Commi ssion,
as well as everyone in the public, that I and the
members of our new office take this responsibility very
seriously, and we expect others to do the sane.

| also believe that those who are unwilling to
accept their responsibilities should recognize the cost
t hat everyone el se pays through their negligence and
that their involvenent in the process should be
curtail ed.

As | enter what is clearly going to be a
chal | engi ng period ahead, | have had many come to ne
and give ne congratul ati ons, and then they say, you

have a big job ahead.

Well, in fact, that doesn't really disturb ne
too nuch, because | sinmply remind themthat, in fact,
it is not my job. It is our job. It is something in

which we all share responsibility, and if we can
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approach it in that shared manner, | believe that we
wi || succeed.
Thank you.

DR. SHAPI RO. Thank you very nuch. Let's see
if there -- if you don't mnd -- if you have tine -- we
would like to | eave sone tine for questions from
comm ssioners. Alex and Diane. Jim

PROF. CAPRON: Dr. Koski, | appreciate your
bei ng here, and | applaud the franework that you set
out, with which you began with the enphasis of the
val ue of research to society and society's interest in
seeing the ethical issues properly addressed.

And | am|ikew se very pleased to see your
enphasis on the notion of a performance-based process.

| say that not only as a nmenber of the Joint
Conmmi ssion with obvious attachnent to the notion of
accreditation, but thinking back to the 1983 report of
the President's Comm ssion, which set forth its own
test denonstration of the value of a peer-based process
of accreditation. And, unfortunately, for the last 17
years, nothing has cone of that.

We are in a situation were, although you were
named to the job quite sonme tinme ago, you point out you
have only taken it on and assunmed it in the |ast 24

hour s. And in the normal course, | think we would |ike
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our relationship to develop nore slowy.

But | think you are in a situation where you
are, in effect, on a first date with sonmeone who my
have a term nal illness, and so | amgoing to be very
forward and, in particular, on two points.

You spoke of assum ng what you call ed broad
| eader shi p, which you described as a catalytic role.
One of the other things that the President's Comm ssion
had reported in this area in 1981 was the val ue of
having a Conmon Rule. As you know, it took a decade
for that to occur.

Thr oughout our deli berations, as recently as
t oday, discussing the whol e equival ent protection
i ssue, we have cone up to the point of saying, well,
there really ought to be sone change in the regul ations
on this point. And then saying, well, but we can't
recommend t hat, because we know that any recomrendati on
of that sort will be futile.

So the first question | would |like to ask you
is: Whether in your process of assumng the job, in
the terms of the assurances that were provided, or your
own vision of the way that research regul ati ons shoul d
occur, you see us moving beyond a situation in which an
agency nerely has to operate by providing | eadership.

And we could have sone centralization of
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certain aspects, not the application of every rule, but
certain aspects of the rule, so the process is not so
cunmber sone.

And | et me put out the second issue. You have
al ready indicated your interest in the conflicts of
i nterest question, primarily within the context of
academ c research, where there is a pattern devel opi ng
of even academ c researchers who receive federal funds
al so having equity interest in conmpanies that
sponsoring research and the potential harm of that.

I think many of us are al so concerned, and |
have di scussed this today with a nunmber of
conmi ssioners, in areas that fall within, | suppose,
nore of the FDA's concern, but | think spill over, and
that is, research conducted on a contract basis by
organi zati ons where the paynent may be contingent upon
eventual success in the approval of the drug.

And | wondered if, again, you have any views
on how that issue ought to be addressed. So that the
two i ssues, the issue of continued reliance on sort of
coordinating inter-agency task force versus strong
| eadership that would provide a way of cutting through
the interm nabl e del ays on sonme of these things and,
secondly, this conflict of interest issue.

| am sorry to be so blunt and hope that we can
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begin to get some real discussion here.

DR. KOSKI : Well, | have always tried to be
polite on first dates. But let me do what | can to
answer that. Forgive nme if | don't repeat the

questi on.

Wth respect to the | eadership issue, clearly,
as | nmentioned, the Ofice for Human Research
Protections has been set up specifically to carry out
that | eadership role, and through strong | eadership, |
believe that there is nmuch that can be acconpli shed.

It has been positioned, as | said, to bring
together all of the agencies within HHS to establish a
| evel playing field with uniform guidance that wll
resol ve sone of the issues of conflict that have been
cited between interpretations or application of the
separate regulatory authorities for either NIH or the
FDA.

We will be working very diligently with David
Lepay and the crew at the FDA, as well as those at the
-- individuals at NIH and any other agencies within
HHS, to ensure that we actually have uniform standards
across the board. That is what this office was set up
to do, and | believe that that is what the Secretary's
intent is in nmoving the new office to her |ocale.

So | think the answer there is that, yes, we
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intend to do that. Undoubtedly, there will be certain
i ssues that arise that in order to provide the
necessary regulatory authority that woul d be exercised
ei ther by FDA or another agency, we nmay need to have
specific new rul es and regul ati ons.

And when we identify those, we will, again,
provi de the necessary | eadership to see that those are
carried forward in a timely manner. | am nuch | ess of
a naysayer than many. | don't want to use the
difficulties of trying to change the Common Rul e as an
excuse for not doing what needs to be done, which |
bel i eve has been one of the stunbling bl ocks that we
have run into.

| believe | pointed out at the Conflicts of
I nterest Conference that if people believe things are
i npossi ble, they usually are, and | think that if we
can approach these things with an attitude of finding
what we can do rather than finding excuses to say that
we can't do it, we will be far ahead of the gane.

Wth respect to the conflicts of interest, the
situation that you describe, wi thout going into any
specific details, in nmy mnd, would also constitute a
conflict of interest.

When there are specific situations that woul d

encourage an individual investigator to do things that
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may not be in either the interests of the science or in
the interests of the research subject, that is a
conflict of interest.

And there needs to be an appropriate way for
either elimnating the conflict, whenever possible, or
managi ng that conflict when it is essential to allowit
to exist in order to neet both the goals of the
research and the well-being of the research subjects.

So it is inmportant to have speci al
protections, and | believe that is a very inportant
role for the Institutional Review Boards in defining
exactly what those special protections should be.

PROF. CAPRON: May | just ask a quick follow
up? You nmentioned the HHS-w de authority. |Is there,

i n your om ssion of any discussion of such authority
vis-a-vis the other agencies, the inplication that the
of fice doesn't carry with it, in your understanding,
any greater authority there than OPRR had in the Inter-
Agency Task Force? As to other departnents.

DR. KOSKI: No. | think that, clearly, when
OPRR was positioned at NIH, it was an N H agency, and
of course, it was conflicted in its positioning there.

The intent of nmoving this office, creating a
new of fice actually, and | think that would probably

benefit all of us to not tal k about nmoving OPRR to the
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| evel of Secretary, but | think we need to recognize
that this is a new office with a new mandate that wll,
| believe, for the first tinme, enable us to take the

I nportant steps that are required to neet these goals.

DR. SHAPI RO. Thank you. Di ane.

DR. SCOTT-JONES: It is very helpful to hear
you tal k about your views, especially as we are working
on our Oversight Report. And |I understood you to say
t hat we have sort of an adversarial relationship
bet ween researchers and the research enterprise on one
hand and the participants and research on the other
hand.

You said also that that relationship m ght
better be replaced by one of trust between researchers
and those who participate in research

I would be interested in hearing your views at
how we arrived at the situation in which there is this
adversarial relationship and how m ght we productively
recast the relationships, so that there is nore trust
bet ween researchers and those with whom the research is
conduct ed.

DR. KOSKI : I think it would be inportant to
just mention that the relationship between investigator
and research subject nmust enbody far nore than trust.

| think that it clearly needs to be stronger than that.



© 00 N o o b~ w N P

N RN NN NN R R R R R R R R R
O D W N B O © O ~N o 00 M W N L O

209

It really needs to be something that is a
participatory interaction that is also subject to
outside scrutiny and oversight in order to give an
adequat e degree of accountability for protection of
human subj ects.

So | don't want there to be any
m sinterpretation of my comment. Trust is essential in
order to do this right, but that trust has to be
founded on appropriate practices within that
relationship as well.

The second question -- | think, in order to,
you know -- how did we get to the confrontational or
adversarial type of relationship?

It is just seenms to ne inherent in any process
where there are a set of regulations that are going to
govern what one group of individuals are going to do,
you know, with another that is subject to an oversight
process. That oversight process is going to be one
that is stuck in the mddle and will invariably be seen
as an adversarial type process.

That, | believe, is destructive to the overal
process, and that is why | said that if we can manage
to get the IRBs out of the m ddle and instead

i ncorporate everyone into a collaborative, cooperative
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process that focuses on protection of human subjects,
we will be better of.

So | don't know how to go into that in greater
detail than what | have already described in nmy form
remar ks, and so | am probably not giving you a good
answer to your question. But | think once fornm
prograns are being announced and initiatives are being
announced, those will probably answer your questions
nore directly.

DR. SCOTT-JONES: So, then, would you envision
sone ot her process other than IRB review that nm ght be
better than IRB review as we now engage in it?

DR. KOSKI: Well, certainly, the openness that
cones to a process like this, bringing a collective
wi sdom toget her with various parties being represented,
| think, is a valuable process.

| cannot personally, right now, envision that
bei ng replaced by having an individual research czar,
for instance, make a decision as to whether or not a
particul ar project should or should not be done.
| don't think that would serve the public interest
well, and |I don't think anyone would find it
accept abl e.

You may have other nodels in mnd that I would

be happy to comrent on. But, you know, | think that
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the current structure of Institutional Review Boards,
the way they are configured and positioned, is probably
not optimal for doing this job.

As your colleague to your right nentioned
earlier, we really need to get the "I" out of |RBs.
This has been a slogan that | have used on numerous
occasi ons. The pl acenent of these review
boards at institutions clearly brings up a potenti al
conflict of interest, which, in many instances, is a
very real conflict of interest.

So that noving to a different nodel that would
have greater public participation in the review
process, as well as nmoving it so that an institution's
i nterests are not brought into conflict with the
committee, the review commttee's interest would be
val uable in the long run.

So | think that many of the things that we
will be trying to do as we nove forward will address
those i ssues head- on.

DR. SHAPI RO. Thank you. Jim

DR. CHI LDRESS: Greg, thanks very nuch for
joining us today, and | really do appreciate the
vi sion, powerful vision and nodel, you arti cul at ed.

Pursui ng that vision and nodel will obviously

require several different steps on several different
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| evel s over a long period of tinme. And the first
question rai sed sone i ssues about sort of |ong-term how
one m ght change issues related to the Conmon Rul e and
so forth.

What | would like to ask if you have any
t houghts at this point about the imredi ate, concrete
steps you m ght take in noving toward this vision and
this collaborative nodel. What kind of things nm ght
your office undertake fairly quickly? Any thoughts you
have al ong those |ines would be hel pful.

DR. KOSKI: Jim we certainly have severa
t hings that we have been tal king about and exploring in
detail. | have only been on the job 24 hours, and |
have only worked 18 of those.

So | think rather than lay out a full, you
know, table for you, if you would give us the -- just
have patience to wait a bit |onger.

The reason, quite frankly, is that the
Secretary is currently in Sydney for the O ynpi c ganes,
and | think out of respect for her I would like to neet
with her to discuss everything before we lay out a full
ti metabl e and so on.

So, clearly, the remarks | have nmade | ay out,
you know, | think what any reasonabl e observer could

begin to translate into specific initiatives. Those
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initiatives will be forthcomng in a tinely fashion,
and | will be happy to cone here and talk to you again
about the details of any of those on an early occasi on.

DR. SHAPI RO. Thank you. Bernie.

DR. LO | also want to thank you very nuch
for com ng and sharing your thoughts on your second day
at work.

As we go about our report on protection of
human subjects, it mght be helpful for us to hear from
you what ki nds of issues would you like to see sone
anal ysis or recomendati ons on? What sort of |evel of
anal ysis are you interested in? Are you interested
nore in principles, suggestions for new approaches to
| RBs, new nmechani sns.

| mean, you could help direct us towards the
ki nds of things that you would find useful as you go
about your task in this collaborative fashion. It nmay
help us as we wite our report.

DR. KOSKI: | suspect that you won't surprise
you to hear nme to say that | would find the principle
gui dance and recommendati ons to be of greatest val ue,
in part, because specific procedural or, you know,
operati onal recomrendati ons can sonetime be very
confining in try to nove forward in a very conpl ex

environnment in which we are going to have to pursue
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sone of these things.

So, you know, ethics is an area that has
al ways been based on principles, and | think those wl
be extrenely valuable. W wll, of course, have to
take the principles and translate those into specific
operational details to develop and inplenent new
prograns, and | think that those are sonething that we
can probably tal k about in one of our future
di scussi ons.

DR. SHAPI RO. Thank you. Alta.

PROF. CHARO Dr. Koski, one of the
criticisns of the current systemcorrelates well with
your own criticisnms at the outset, and that is, that
t he up-front enphasis of the IRBs has correlated with a
sanction that basically consists of the w thdrawal of
an MPA. And with the FDA, it is the refusal to use
data based on retrospective anal ysis.

Many peopl e have suggested that we need a
better bag of tricks for both inducing ethical behavior
in the conduct of research and in providing sonme kind
of sanction when it fails.

Have you had occasion to think about the kinds
of things that m ght belong in that |arger bag of
tricks that would be consistent with the framework you

are beginning to lay out?
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DR. KOSKI: Absolutely. You know, it has
often been said that the neasure of a man's character
i s denonstrated by what he would do if he thought no
one would ever find out. Saying that, we can al so
recogni ze that, you know, we al so have value in | ooking
to see what peopl e are doing.

So that | think that it is very inportant that
we take seriously the recommendati ons of the O fice of
the Inspector General in its report that we |ook with
great attention at the continuing review process.

We sinmply can no |onger have a process whereby
research is approved and then conducted w thout sone
form of ongoing oversight of the activities on a
regul ar basis during the actual conduct.

And various comnbi nations of activities,
whet her they be, you know, educational tools, whether
t hey be self-evaluation tools, randomas well as site-
directed inspections, all of which are done not by the
FDA or the O fice for Human Research Protections, but
by individuals who are based | ocally.

And they don't need to be IRB nenbers, but
per haps nmenbers of a |arger human subjects protection
process that enmbody quality assurance initiatives,
quality inprovement initiatives.

| have found in ny previous |life at another
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institution that the application of quality inprovenment
processes on a continuous basis through the conduct of
t he research process can be very val uable, particularly
if they are coupled with educational initiatives and
recognition of those individuals who are truly making
the effort to do it right.

If there is a reward for doing the right thing
and appropriate sanctions and penalties for doing the
wrong thing, or failing to accept responsibility, it
beconmes a very powerful conbination.

So | think that there are tools there that can
be further devel oped, and if there is a |laundry list of
t hose that comes out of the NBAC report, | certainly
woul d be happy to see those.

DR. SHAPI RO. Thank you. Larry.

DR. MIKE: A related question to the | ast
one.

We hear a | ot about the inadequacy of the office in
ternms of being the primary organi zati on responsible for
audi ting what goes on in institutions and Institutional
Revi ew Boar ds.

And then what happens in recent experience is
t hat one prom nent institution gets slammed, and then
there is a sort of going out to other pron nent

institutions, and they are inevitably getting slammed.
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That conbined with the criticismthat the
review process is so overwhel m ngly paper oriented that
you really don't know what is going on, and it is nost
often an issue of docunentation.

What are your thoughts about changi ng how your
of fice m ght change that situation so that we have real
audits | ooking at real problens and al so getting away
fromthis paper-intensive systenf

DR. KOSKI: Well, | think it would be
unreasonabl e and undesirable to create a new human
research police force within the Ofice of Hunman
Research Protections to go around and do spot visits
ever ywher e.

I think what we really need to do is to build
that capability into the | ocal processes through the
appropriate application of resources to basically
create, if you will, deputized outposts of the human
research protections efforts at institutions and
performance sites across the country.

One of the key elenents in achieving this, |
believe, is establishing standards that would basically
| ay out what the expectations would be with respect to
site visits, participation of a patient advocate within
certain fornms of high-risk research, and ot her exanples

t hat we coul d probably draw on.
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By | aying out those standards and giving
people a set of goals to aspire to, and you know, |
bel i eve we can begin to get the level playing field
that i s necessary.

Il think it is unfair to say that all IRBs, as
they currently are configured across the country, are
failing and not doing their jobs well. Indeed, you
know, | have been on an IRB for along time, and chaired
one, and | know the dedication, as well as the
expertise, that people bring to that process.

What we need to do is, through education, and
t hrough again bringing the additional resources that
are necessary to enable people to do their jobs
properly, we need to inprove that process and then work
on reconfiguring it in such a way that will better
enable it to achieve its goals. So there is certainly
a lot of work that we can do there.

DR. SHAPI RO. Ckay. Last question. Trish.

DR. BACKLAR: Dr. Koski, thank you very much,
but you actually answered the question, which was, how
were you going to -- answered it sonmewhat -- bridge the
gap between the beginning and the end. Alta addressed
t hat .

DR. KOSKI: Thank you. My | just add one

| ast comment here, since | have tal ked about resources
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many times. The human subjects protection process is
sonething that is absolutely fundanmental to the
responsi bl e conduct of research, and it sinply cannot
be viewed as sort of an afterthought, a necessary evil,
any | onger.

It has to be viewed, enbraced, as sonething
that contributes value to the process. And | think if
you | ook at the comments that have cone, not just from
institutions, but from PhRVMA and Bl O and ot hers, |
beli eve we have reached the point where everyone
recogni zes the value of this process and the need to do
it properly.

I have had discussions already with officials
at NIH, who are working diligently to try to find new
ways to bring additional resources through their
fundi ng mechanisnms to help institutions nmeet their
obligations for these processes and | ook forward to
continuing working with themto do that.

So we have a lot to do, clearly, and agai n,
| ook forward to your support and tackling these

chal | enges toget her.

DR. SHAPIRO. Well, let me thank you very,
very much for being here. | didn't realize nyself that
you had just taken a day ago -- taken on the job in

practice. So | doubly appreciate your willingness to
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cone and spend time here, and | |look forward to many
conversations.

You said a nunber of things which are very
provocative and certainly made me to think a little bit
on certain things. And I look forward to future
conversations with you. Thank you very nmuch for
coni ng.

DR. KOSKI: Thank you all very nuch.

DR. SHAPI RO. Marjorie, why don't we just go
directly -- why don't you go ahead?

PANEL 1: ALTERNATI VES/ SUPPLEMENTS TO LOCAL | RB REVI EW

DR. SPEERS: We will begin with our first
panel, which is going to discuss |ocal IRB review, and
I would ask the panelists to cone to the table.

Just as a rem nder to comm ssioners, we
conmi ssi oned two papers to be witten regarding | ocal
| RB review. We asked that M. Peckman, who is the
associate director for human subject research at UCLA,
to wite a paper that would basically argue in favor of
the local IRB review system and point out the strengths
of that system

We asked Professor Soren Holmfromthe
Uni versity of Manchester to wite a paper that woul d
describe an alternative nodel to the local I RB system

We specifically wanted to have soneone who was
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famliar with a systemthat was different fromthe
systemthat we used in our country. And so Professor
Hol m descri bed, and will describe today, the Danish
system which is a regional system

And then, recently, it was announced that the
O fice for Human Research Protections had approved a
health alliance anong five academ ¢ nedical centers to
try to streamine the IRB revi ew process, and Dr.

Dani el Schuster, who is a nmenber, and represents that
health alliance, is here to discuss that one exanple
t hat we have in our country.

And | assunme we will just go in order as to
how you are |isted here on the agenda. So we woul d
like to begin with a brief presentation from M.
Peckman.

MR. PECKMAN: Thank you for inviting nme here
today to speak with you. | would specifically like to
t hank Marjorie Speers for her patience in the tardiness
of ny paper and Jody Crank for her assistance.

It has been an honor and privilege to wite
about Institutional Review Boards for this illustrious
body.

My paper provides comentary on the inportance
of local IRB review and the local institution's ability

to create an institutional culture that pronotes and
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uphol ds the highest ethical standards in the conduct of
human research to provide for education and nentoring
of the research comunity and provision of sufficient
resources and staff to support the educational mandate
of the IRB to involve all interested parties in the
revi ew process, including open conmuni cation and
interaction with the conmmunity, which includes the
source of potential research subjects, to provide
oversi ght of the research, and to assess | ocal
resources and standards that may inpact proposed
resear ch.

This afternoon, though, during ny allotted
time, I will briefly discuss two of the five points
described in ny paper. An institutionally based |IRB,
or local IRB, is ideally situated to help create a
| ocal culture based on trust and shared responsibility
for the ethical conduct of bionmedical or social
behavi oral research by encouraging direct institutional
responsibility for, and comunity involvenent in, the
conduct of research

| actually have an overhead if soneone could
put it up on the projector for ne.

(Slide.)

The actions of the local IRB are governed by

et hi cal codes of conduct, federal regulations, |ocal
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|l aw, and institutional policy. Utimtely, a |ocal
human subj ects protection program functions within a
system of self-regulation and oversight on the part of
the institution, the investigators, and the | RB

A system of self-regul ation and oversi ght
requires a highly evolved sense of trust ---

DR. SHAPI RO. Wuld you just hold on a second,
pl ease. Let's get the right set of -- is that the one
you want ?

MR. PECKMAN: That is the one.

DR. SHAPI RO. Ckay. Thank you.

(Slide.)

MR. PECKMAN: A system of self-regulation and
oversight requires a highly evolved sense of trust and
responsibility fromall participants. Could I have a
room light? Thank you

A di scussion of |local IRB review ethical
scientific conduct, and the ability to protect the
rights and welfare of human subjects requires that we
address the ideas of trust and responsibility as
essential conmponents of research

Successful |IRB review bal ances the interests
of three distinct but inter-related social and
political entities: one, scientists; two, society; and

three, the individual human subj ects.
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The |1 RB, however, does not bal ance these
interests alone. The IRB functions in a dynamc
relationship with federal agencies, research sponsors,
institutions hosting research, investigators, and the
publi c.

The dynam c rel ationship bal ances the
conpeting interests of all parties and facilitates the
conti nued conduct of human experinmentation in an
et hi cal and col | egi al environnent.

As a result, the local IRB is not the sole
party responsible for the protection of the rights and
wel fare of human research subject; therefore, an
effective system of protections is a collective
responsibility that requires a coll aborative effort
fromall the previously nmentioned parties.

When all parties acknow edge their shared
ethical responsibilities at both the |ocal and nati onal
| evel , and the bal ance of interests is net, they create
a culture of trust that allows for their effective
col |l aboration with the public and the research
subj ect s.

An institution's Multiple Project Assurance,
or MPA, outlines the responsibilities of the
institutional adm nistration, the IRB, and scientists

and allows an institution to denonstrate responsibility
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for the ethical conduct of research by creating a
culture that respects and endorses the inperative of
| RB review, approval, and oversight.

Addi tionally, the regul ations and the ethical
principles outlined in the Bel nont Report that are
respect for persons, beneficence, and justice ---

In spite of past and recent problenms in the
conduct of human subj ect research, society continues to
all ow investigators to engage in human research,
because specific paranmeters are in place to ensure the
protection of the participants.

The system of assurances for local IRB review
is based on trust. The public, and this goes with the
circle, the public has entrusted the federal governnent
with its well-being as it relates to subjects research,
human subj ects research

The federal government trusts the research
institution, through the assurance of conpliance, to
enpanel an appropriate IRB to reviewits own research

The trust is based on the acknow edged institutional
responsibility for instituting effective mechani sns and
culture for the protection of human research subjects.

The IRB is entrusted to review research
responsi bly, according to the federal regulations,

communi ty standards, and ethical guidelines in order to
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maxi m ze the protection of the public and collegially
negoti ate the conditions of approval with the
scienti sts.

The | ocal I RB review engages the scientists in
a di al ogue that ensures that the conduct of the
research is in conpliance with the federal regulations
and ethical guidelines and is perfornmed according to
agr eed-upon I RB conditions of approval.

The subject entrusts the investigator with the
protection of his or her rights and wel fare beyond any
research objectives, and the investigator trusts the
subj ect to be truthful.

The collective trust is built through
i nstitutional support of local IRB review and
conpliance with federal regulations. Wthout the many
| evel s of trust working together, the systens of human
subj ect research and protection fall apart.

| call this the Belnmont Circle. By creating a
circle that links all parties equally, and by
dedi cating ourselves individually and coll ectively
t hrough educati on and cooperation to uphol di ng human
dignity, we create an environnment that ensures the
protection of human subjects, as well as the
advancenment of science.

The 1978 National Conm ssion Report and
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Recomrendations -- Institutional Review Boards outlined
steps necessary to ensure the protection of the dignity
and wel fare of all research subjects. The report
defined | ocal IRB review as the cornerstone of the
nati onal system for protections, and it highlighted the
i mportance of local IRB review

They observed that | ocal |IRBs, as opposed to
regional or central commttees, have multiple
advantages, including greater famliarity with the
actual conditions surrounding the conduct of the
research; the ability to work closely with scientists
to ensure the protection of the rights and wel fare of
the subjects; to ensure the application of policies as
fair to investigators; to contribute to the education
of the research community and to the public regarding
the ethical conduct of research; act as resource
centers for information regarding ethical standards and
federal requirenents; and to act as the liaison with
other local commttees and the federal government.

Utimately, the federal governnment achieves
sophi sticated goals through this process. Predicating
a research institution's recei pt of research funding on
a commtnent to ensure both the ethical design of the
research and the ethical conduct of its faculty through

| ocal I RB revi ew.



© 00 N o o b~ w N P

N RN NN NN R R R R R R R R R
O D W N B O © O ~N o 00 M W N L O

228

Such requirenents hold an institution's
proverbial feet to the fire regarding responsibility
for the review and the ethical conduct of the research.

The requirenent of |ocal IRB review encourages the
institution to pronote an environnent that supports the
hi ghest ethical standards for the review and conduct of
research performed under its auspices.

Some commentators have noted that the
intellectual and ethical climte of the institution is
nore inportant than any single consideration in
protecting the willing patient fromunw se, inexpert,
or ill-advised therapeutic innovation.

The inmprimatur of the institution makes the
| ocal IRB an agent of the highest ethical standards
enbraced by the institution itself rather than an alien
and di senbodi ed revi ew process, an agent of the
government, or an adversary of research. As noted by
the National Conmm ssion, such an environnment
denystifies the review process and builds the trust of
the research comunity and the public.

How is an institutional culture created? As |
previously noted, it begins with the assurance of
conpliance. The assurance encourages the institutional
official to use his or her noral and academ c authority

to require the highest ethical conduct fromthe faculty
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and staff, inplenment |ocal policies and procedures that
reflect the ethical principles of the Bel nont Report
and the federal regulations to create an internal

st andard of acceptabl e behavi or.

I nstitutional policies and procedures
translate into a denonstration of phil osophical and
practical support for the autononmy and authority of the
IRB, while facilitating a fair and tinely and col |l egi al
revi ew of proposed research

An institutional ethos that highlights the
i nportance of ethical principles insists upon well -
concei ved and properly executed research. The
requi rements should be evident in witten institutional
policies and the actions and conmmuni cati ons of
institutional officials and the IRB

Research that is designed or conducted so
poorly as to be unethical or invalid exposes subjects
and institutions to unnecessary risks. The
institutional standard for well-conceived and properly
conducted research m nimzes the potential for
conflicts between the IRB and the research comunity.
It facilitates |ocal review and ensures the protection
of the rights and welfare of the subjects.

The creation of an IRB with respected

member ship, reflecting the highest |level of scientific
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expertise and community participation and support
underscores the inportance of review and facilitates
et hi cal research.

An I RB that has the respect of the research
community is better able to fulfill its principa
charge, as outlined by the National Comm ssion, and
that is, education of the research conmunity.

The responsibility of |local review obliges al
institutional parties to acknow edge a collective
responsibility for the creation of a culture of
participation, mentoring, and accountability.

Additionally, the institutional official
recogni zes that the board can only carry out its
regul atory, education, and ethical functions when there
are sufficient resources and high-level support staff
to communi cate effectively with the research comunity
and to ensure adequate protections of subjects through
oversight, including continuing review and nonitoring
of approved research.

The | ocal system of review is nost effective
when the institutional official sets the highest
et hi cal standards for the research community and
i nsists upon an institutional culture that denonstrates
support for the charge of the IRB, nanely, respect for

human dignity.
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The | ocal I RB, however, may struggle under
overt or covert institutional pressure to approve
research. The OPRR warned that the IRB nust be, and
must be perceived to be, fair and inpartial, immune
from pressure either by the institution's
adm nistration, the investigators whose protocols are
brought before it, or other professional and non-
pr of essi onal sources.

The selection of the institutional official is
crucial to the success of a local IRB programand to
its ability to address internal and external pressures,
as well as the protection of the rights and wel fare of
t he human subj ects.

The OPRR gui delines describe the institutional
official as a person who has the |l egal authority to act
and speak for the institution and should be soneone who
can ensure that the institutional will effectively
fulfill its research oversight function.

The official, however, may del egate the
authority to the director of research and devel opnment,
a dean or assistant dean, or hospital adm nistrator.

Bel | and Associates in their recent NIH-
conm ssioned report on IRBs noted that 35 percent of
I RBs reported directly to a provost or vice president

for research with only 7 percent reporting to the
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hi ghest-1evel official, such as the president, or the
next hi ghest level official, such as an executive vice
chancel | or.

Yet reasoned consideration of the concerns
expressed by federal agencies, professional groups, and
other critics requires one to question whether an
i ndi vidual who is directly involved and responsi ble for
research funding, such a director of research and
devel opnent, is immuni zed agai nst financial pressures
and whet her an assistant dean or hospital adm nistrator
had sufficient authority to avoid institutional
conflicts and to ensure that an IRB is given the
necessary respect and authority.

An institution that successfully addresses
such conflicts and supports the charge of the IRB can
avoi d the common system c problenms found by OPRR
bet ween 1998 and 2000.

For exanpl e, OPRR expressed concern that
"pl acenent of the IRB at a relatively Iow institutional
| evel contributes to the dim nished status and support
of the systemfor the protection of human subjects.™
The office recommended el evation of the IRB to a higher
|l evel within the institutional hierarchy in order to
denonstrate a greater institutional commtnent to human

subj ect projects.



© 00 N o o b~ w N P

N RN NN NN R R R R R R R R R
O D W N B O © O ~N o 00 M W N L O

233

The Bell Report indicates that | RBs continue
totry to do their jobs without institutional support,
staffing, resources, and education. |In spite of the
perceived conflicts and pressures on |l ocal |RBs,

t hough, the Bell Report reports that | ocal I RBs are not
approving research w thout due consideration of
scientific and human protection issues.

The Bell Report also found findings are
consistent with OPRR site visit letters, indicating
that, by and large, |ocal |IRB chairpersons, nenbers,
and staff are sincerely commtted to their charge, the
protection of the rights and wel fare of human research
subj ect s.

The Bell Report highlights a | ack of
communi cati on and education within institutions about
the requirements for such protections. These findings,
as well as reports fromthe OG and the GAO, lead to
the conclusion that there is too little institutional
support for the protection and wel fare of human
subj ect s.

It is inportant to note at this point that
t hough the local I RB system grew out of earlier peer
review programs, it is not a peer review system

As a result, the federal regulations do not

require a mpjority of scientific experts on the IRB
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Instead, the IRB is an open systemthat includes
members with varyi ng backgrounds to pronote conplete
and adequate review of research activities comonly
conducted by the institution.

The federal regulations require that an I RB
i nclude at | east one nenber who is not affiliated with
the institution and one non-scientific nmenber.

For the purposes of nmy presentation, | wll
di scuss the participation of the non-affiliated
conmmunity menber as a non-scientist, since institutions
have interpreted the National Conmm ssion's Report to
reflect such representation, that is, npbst non-
affiliated | RB nenmbers are non-scientists.

The non-affiliated menbership on the IRB
provi des a voice for the community of research subjects
during the review of research. OPRR suggests that the
non-affiliated menber should cone fromthe | ocal
community at large. The person selected should be
know edgeabl e about the |local comunity and be willing
to discuss issues and research fromthat perspective.

The OPRR gui dance inplies that the non-
affiliated nmenber's charge is to represent comunity
concerns and, by extension, the concerns of specific
subj ect popul ati ons.

Recognition of both the inplicit scientific
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bias in the traditional peer-review system and the need
for community participation in the ethical evaluation
of human research coincides with a societal shift in
enphasis fromthe individual to the social environment

i n which individual s exist.

Through community representation, the IRB is
able to acknowl edge and address such inportant issues
as the social context and inpact of research; the
het erogeneity of our society; the inpact of scientific
paternal i snm notions of autonony, beneficence and
justice; the recognition that in addition to physical
ri sk, scientific inquiry includes potential social,
psychol ogi cal, and econom c risks for subjects; and the
need to engage the potential subject populations in the
deci si on-maki ng process regarding research in their
conmuni ty.

The regul ations require that the I RB be
sufficiently qualified through the experience and
expertise of its menbers, including consideration of
race, gender, and cultural backgrounds and sensitivity
to such issues as community attitudes to pronote
respect for its advice and counsel in safeguarding the
rights of welfare of human subject.

The National Conm ssion endorsed a bal ance of

scientific, individual, and conmmunity concerns on | RBs
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in order to guard against scientific self-interest and
to denonstrate:

" Awar eness and appreciation for the various
qualities, values, and needs of the diverse el enents of
the community served by the institution or in which it
is located. A diverse nenbership will enhance the
|l ocal IRB's credibility, as well as the |ikelihood that
its determ nations will be sensitive to the concerns of
t hose who conduct and participate in the research and
other interested parties.”

Communi ty, however, consists of severa
di stinct and sonmetines intersecting groups, such as the
community of potential research subjects; people
| ocated in a specific geographical area; people with
simlar interests, work, culture, or religious, racial
or ethnic background.

The letter and spirit of the National
Comm ssion I RB Report and the federal regulations
require sufficient scientific, cultural, and comrunity
expertise and therefore appear to support
representative or denocratic | RB nenbership, one that
i ncludes the participation of representatives of
potenti al subject popul ations on the |RB.

The federal regul ations recognize that

research is a social act, involving particul ar soci al
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rel ati onshi ps. Such awareness underscores an inportant
aspect of the spirit of the regulations and the intent
behi nd | ocal review, that is, the denocratic
constitution of the local IRB in order to bal ance the

i nterests of science, society, and the individual.

Representatives of subject popul ations should
have a right to participate in the review process in
order to protect and advance their own interests. The
| ocal IRB thus realizes and pronotes a form of
partici patory denocracy, where culture is recognized as
t he essence of human endeavor expressed in respect,
recognition of differences, and inclusion.

The application of denocratic principles to
the conmposition of local IRBs and the review of human
research engage the trust and require the responsible
behavi or of all parties involved in human subjects
resear ch.

Additionally, it acknow edges by Law ence
Gostin that genuine respect for human dignity requires
deeper understanding of the patient's values, culture,
famly, and comunity.

The system of | ocal IRB review represents a
fundanmental, societal, and regulatory shift from
reliance on scientific expertise and self-interest as

represented by peer review to acknow edgenent of the
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expertise in ethical matters that is held within the
community of research subjects.

The | ocal I RB provides the community of
potential human subjects with a venue, where it can
actively contribute to the research revi ew process.

The efficacy of the systemof local IRB reviewis
predi cated on inproved federal guidance on the role of
the institution and the institutional official and on
t he inclusion of comunity.

Institutional responsibility requires nore
t han conpliance with the letter of the regulations. It
also requires a willingness to apply the ethical
principles that are the spirit of the regulations, to
educate the research community, and to create an
institutional ethos that governs the actions of all
st akehol ders in the protection of human subjects.

The research institution, with support from
t he federal governnment, has the authority and the
responsibility to create a culture that is sensitive to
the ethical inperative of protecting the rights and the
wel fare of people involved in experinmentation.

As noted by the National Comm ssion, the | ocal
IRB, with support fromits institution, is perfectly
situated to ensure collegial interactions, the

effective review and oversi ght of research, the
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participation of the scientific community, and the
community of potential research subjects in the
education of all stakehol ders.

A system t hat encourages educati on,
partici pation, and di al ogue and calls on all parties to
uphol d the hi ghest ethical standards will earn trust
and support for its enterprise. Thank you.

DR. SHAPI RO. Thank you very much. First of
all, let me apologize for failing to extent a wel cone
to M. Peckman and Drs. Hol mand Schuster. | really
apol ogi ze to you. It is really quite wonderful to have
you here.

| think the way we will proceed is have each
of our panelists make their remarks that they have for
us, and then we will go to questions after that. So
why don't we go next to Dr. Holm Dr. Holm wel cone.

DR. HOLM Thank you, and thank you for

inviting me. | have sone overhead slides, basically,
just to reinforce what | am saying and giving it sone
structure. | should, fromthe beginning,
state that | have a potential conflict of interest,

since I am al so, on Tuesdays when | amnot in
Washi ngton, a nedical researcher in an oncol ogy
departnment, and | should acknow edge a | ot of people

who | have been working together with over a nunber of
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years in | ooking at research ethics. And they are
acknow edged in ny paper.

Now, what | amgoing to say, first, is
sonet hing briefly about the history of the Danish
research ethics commttee system Then the nmain part
Is going to be about its current structure and
function, how it is conposed, how nenbers are
appoi nted, what the tasks are.

And, thirdly, | am going to say sonething
about, well, what would be the possible inprovenents
within the Dani sh systen? What are the things which
coul d be done to make the research ethics conmttee
system nore effective in Denmark?

(Slide.)

And if | start with the brief history. The
hi story of research ethics commttees in Denmark is
shorter than the history of IRBs in the U S.

In Denmark, it all starts about 1975 with the
Hel si nki Decl arati on, which was accepted by the Dani sh
Medi cal Association, of whom about 98 percent of Danish
doctors are nenbers.

Following fromthis, the Dani sh Medi ca
Associ ation and the Dani sh counties, who in the Danish
health care system are the hospital owners cane,to

agreenent in 1977 that there should be research ethics
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commttees in Denmark, given that this is a requirenent
of the Helsinki Il declaration.

A nunber of other organizations also joined
in, but the research ethics conmttees which were
established from 1980 to 1982 were extra-legal. They
had no | egal foundation. Even though both the Danish
counties and the Danish Mnistry of Health were parties
to the agreenent, there was no | egal basis for the
research ethics commttees.

What ever force they had was through the force
of the Danish Medical Association and through the force
of the Danish counties as the enployers of nedical
doctors and the Danish universities, which are al
state universities as enpl oyers of nedical researchers.

Over the years, this becanme criticized, and in
1992, the Danish Parlianment passed a | aw on research
ethics commttees which establishes the systemthat we
have in Denmark today.

This al so neant the Hel sinki Declaration was
superseded as the basis for the work of the research
ethics commttees, and they now work solely based on
Dani sh |l egislation, primarily this law from 1992, but
it was slightly anended in 1996.

Now, the next slide is about the current

structure.
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(Slide.)

And several features are distinctive of Danish
research ethics commttees. First of all, the fact
that commttees are regional; that is, they cover one
or nore of the Danish counties, which are the basic
adm ni strative units in Denmark.

Whet her it covers one county or nore than one
depends on sort of the research activity in a given
county. So the one for Copenhagen municipality with
the | argest Dani sh university only covers one, and in
the rural parts of Denmark, a conmttee m ght cover up
to three counties.

So counties are established purely on a
regi onal basis, and there is no rel ations between the
comm ttees and individual institutions.

The other major feature which I think is
di stinctive of the Danish research ethics commttee
systemis that all commttees have a majority of |ay
members. The Dani sh | egislation states that there
al ways has to be a majority of |lay nenbers, and even
before the legislation of 1992, there was parity
bet ween | ay nenbers and professional nmenbers. So it is
the way it has functioned for a very long tine.

Members can serve for a maxi mum of two four-

year periods, and the appoi ntnment procedure is such
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that |lay nembers are appointed by the county council,
or the county councils, if there are nore than one
county involved, and professional nmenbers are appointed
by the Health Sciences Research Council after |ocal
consul tati on.

It is rare that |ay nenbers are active
politicians, but there have been active politicians as
| ay menbers. There has al so been a forner prinme
m ni ster of Denmark as a |ay nmenmber at one tinme, but
nost |ay nmenbers are appointed because they are nmenbers
of one of the political parties and have an interest in
this field.

Then apart fromthe regional research ethics
committees, there is also a central national research
ethics commttee, which consists of two menmbers from
each of the regional commttees plus a nunber of
especi ally appointed nmenbers, sone appointed by the
M ni ster for Research, sonme appointed by the M nister
for Health.

(Slide.)

Now, what are the tasks of these regional
ethics commttees according to the legislation? Well,
the first task is assessnment of all bionmedical research
projects involving human bei ngs, ganetes, enbryos, dead

human beings, cells, etc.
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There are no research ethics commttees for
non- bi onedi cal research, but the definition of
bi onedi cal is very, very wide. If you do soci ol ogical
studies on patients, that would fall within the Danish
| egal definition of bionedical. But we don't have
research oversi ght for sociol ogy outside the nedical
field, for instance.

There is no distinction between privately
funded and publicly funded projects or projects in
private or public institutions, and no distinction
according to the profession of the researchers. It is
solely what type of research it is which decided
whet her it falls under the research ethics conmttees.

The comm ttee assesses both the scientific
validity and the conpliance with the ethical
requirenments, as laid out in the law, and al so the
suitability of the | ead researcher for doing this kind
of research.

Mul ticenter projects are only submtted to one
committee. This commttee will then collect comments
fromall the other commttees where there is a center
and will make a decision which is valid for all of the
comm ttees invol ved.

The second task of research ethics commttees

in Denmark is nmonitoring of projects. According to
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Dani sh | egislation, the commttees have a right to
nonitor projects, both while they are being conduct ed,
and after they are finished, and there is also at | east
an inmplied obligation to nonitor projects. | wll cone
back to that |ater.

(Slide.)

The next slide briefly outlines the task of
the central research ethics commttee, which, first of
all, issues binding guidance to regional research
ethics commttees, for instance, on paynent to research
subj ects, on the use of radioactive isotopes, and the
safety issues invol ved.

It also acts as an appeal body for commttee
decisions. |If a researcher has been deni ed perm ssion,
he or she can appeal to the national conmttee, or if a
commttee is divided on whether a given project shoul d
have approval, they can refer it to the national
comm ttee.

Then a task which is not as specific is that
having a central national conmttee ensures that there
I's conmuni cation between the regional commttees and
also a fairly high degree of uniformty of decisions
bet ween conmi ttees.

Now, what are the advantages of this systen?

Wwell, all of themare, of course, arguable, but | would
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say that one advantage is that the comm ssion is not
institutional. Because the risk of institutional
pressures either |eading the commttee to approve or
di sapprove of research are di nm nished.

Secondly, | would say that the high |ay
representation and the way |ay nmenbers are appoi nted
gives thema certain degree of denocratic legitimtion
Then | think the national committee is a very inportant
part of the system because it gives a degree of
nati onal coordination.

Finally, I would say that the fact that all
projects have to be submtted, that there is no
private/ public distinction, |I take to be a positive
feature of the Dani sh system

Now, as | have outlined in the paper, there
m ght be problenms in scaling the Dani sh system because
Denmark is a fairly small country, and certain of the
ways the Danish system works probably are not scal abl e.

Now, what would | take to be the inprovenents
whi ch could be nade to the Dani sh system

(Slide.)

Well, nmy first inprovement would be to upgrade
the admnistrative help that these conmttees have. |
woul d say that they need bionmedical ethics, they need

| egal, and they al so, especially I think, need research
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And | think that there is possibly an argunent

for not trying to represent thi

S in the commttee,

because sone of these areas are not, in a certain

sense, interests which we need

to represent in a

comm ttee, but expertises which should be avail able.

Then | think a requirement of protocols being

based on structured reviews would be a possible

i nprovenment, and then al so resources for nonitoring of

projects. Because although there is at |east an

i mplied | egal obligation on Danish commttees to

nonitor, they do not have the r

esources to do so.

So very little nonitoring takes place. And I

think it is an inportant part of any system of this

ki nd that you actually nonitor
research projects as they are i

Finally, | think that
denocratic institutions, could
stronger in public debates, bot
general, but al so about specifi

projects. Thank you.

sone proportion of

n progress.

Dani sh conm ttees, as
participate nuch

h about research in

c contenti ous research

DR. SHAPI RO. Thank you very nuch. Once

again, we are going to hold our

heard from our third paneli st,

questions until we have

Dr. Schuster. Wel cone.

DR. SCHUSTER: M. Chairman and nenbers of the
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Comm ssi on, thank you. Like all academics, | bring far
too many slides. So | will be cognizant of the
| at eness of the hour and probably ask that some of them
be skipped. Let's start with the first one.

(Slide.)

| was asked to speak about the advent of the
new research alliance, which we have titled, MACRO, or
the Multicenter Academ c Clinical Research
Organization. It is a little bit difficult for nme to

speak about sonething that does not yet exist.

It exists in principle. 1t is in the birth
canal. Its birth will be this Friday at a | aunch
event, if you will, and so | will be speaking in terns

of how we conceptualize it, but not based on any actual
experience. Next slide.

(Slide.)

| think it is worthwhile, of course, to ask
why shoul d acadenmic institutions pursue a collaborative
| RB process, which is, in fact, the underlying
princi ple for MACRO?

Greg Koski, just |ast week, at a neeting of
t he AAMC, happened to speak to this very issue, and so
wi thout his permi ssion, | took his remarks from his
slide that he presented, and | think it nicely outlines

t he advant ages and di sadvant ages
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You can see them for yourself, and | am not
going to belabor them Next slide, please.

(Slide.)

More specifically, why MACRO in particul ar?
Well, we just have to recognize and accept that the
clinical research m ssion of academ c health centers is
under siege and that over the |ast decade or so, a
consi derabl e portion of our clinical research portfolio
has nmoved away from the academi c center and into the
private sector.

That has to be acknow edged, and any system
that is designed essentially to undercut our ability to
neet one of our core m ssions, nanely, clinical
research, is a systemthat, in my view, has to be
changed.

We need MACRO not to undercut hunman subj ect
protection, but to help reinforce it. And I think
will try to explain how !l believe this is the case, and
at the same tinme, we need MACRO to reduce, elimnate
wher e possi bl e, unnecessary duplicative efforts, which
only nmove us away from focusing on the real issues that
are needed to address human subject protection. Next
slide.

(Slide.)

So the underlying prem se by which we
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undert ook the creation of MACRO is respect. It is
respect for patients, because it does nothing to
undermi ne their protection. 1In fact, as | again wl]l
submt, it is designed to enhance them

It is respect for the sponsors, because they
have a job to do, and it is widely perceived that the
| RB process at academi c centers, in particular, is so
i nherently flawed that they can do that job better
out si de of academ c centers.

And it is response for each other, the MACRO
member institutions, because it will be quite evident
that there is no way that we could have this
organi zati on unl ess we had respect for each other's
i ndividuals and the institutions thenselves. Next
slide.

(Slide.)

The guiding principles that -- or the
principles that guided us while we tal ked about and
tried to devel op MACRO are these: First of all, al
| RBs nust adhere to the sane standards. Secondly, the
m ssion and val ues of academi c health centers are
simlar in nost respects. Thirdly, the ethical issues
in many clinical trials, not all, but in many trials
are redundant and are not unique to one |ocale.

Accordingly, if one actually |ooks at the
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1 nature and content of IRB reviews of many clinical

2 trials, they are simlar, and accordingly, it seemed an
3 opportunity to nove to a system where duplicative

4 effort could be elimnated. Next slide.

5 (Slide.)

6 So the challenge that we had was: How can we
7 i nprove the process; add value for sponsors; protect

8 patients; preserve our academ c val ues, including our

9 | ocal academ c val ues; and our |ocal academ c culture.
10 Next sl i de.

11 (Slide.)

12 The answer we came up with, if you will, is
13 nodi fied IRB reciprocity. That is, a systemin which

14 we accept, on bal ance, each other's review of a

15 clinical trial, but with conditions. Next slide.

16 (Slide.)

17 | think this is one | will skip. | am not
18 sure if the history of how we got here is all that
19 i mportant. You notice the |awers were al ways

20 i nvol ved. That del ayed things considerably.

21 (Slide.)

22 So how w Il it work? Well, one of the

23 i nportant conponents is the so-called the PCCA, or the
24 Prot ocol Coordinator to inplenment the Cooperative

25 Anmendnent to the Multiple Project Assurances, otherw se
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known as the PCCA

The other principle is that one of the five
institutions for any one protocol will serve as the
primary reviewing institution. There is no new
centralized IRB, and there is no one institution which
takes over review for all of the other institutions on
all trials.

Rat her each trial is considered separately.
So on any one trial, all five institutions may
participate or only one, or some conbination. One of
themw |l be a primary reviewing institutions, and the
ot hers that choose to participate on that particular
trial will be other participating institutions.

And the third conponent is a set of Standard
Operating Procedures that we have all agreed to use and
will guide our work in inplenmenting this process. Next
slide.

(Slide.)

These SOPs include a nmethod to acconmodate
particul ar | ocal research context characteristics.
They prevent the duplication of effort with respect to
I RB review, but at the same time, they provide
uniformty of process within MACRO. Next slide.

(Slide.)

So here is an exanple of how it mght work for
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a particular trial. There are many variations on this
thenme, and | choose just one as the typical.

A sponsor decides to use the MACRO
institutions, contacts a PCCA, that individual charged
with inplenentation and oversight of the SOPs at that
institution. Contacts a PCCA at one of the
institutions, and then that becones the prinmary
review ng institution.

The PCCA determ nes whether there is interest
at the other institutions wi thin MACRO and comruni cat es
with the sponsor regarding confidentiality agreenments
and receives the protocol.

The PCCA then devel ops an agreed-upon, already
devel oped as part of the SOPs fact sheet, which
hi ghli ghts different issues of -- whether they be hot
button issues and al so i ssues that m ght be -- solicits
i nformation about | ocal context which m ght be
I nportant based on a brief summary of the protocol that
is provided in the fact sheet.

Sends the fact sheet, the protocol, and the
I nvestigator brochure to the other PCCAs. Now, the IRB
at the primary reviewing institutions is now the |IRB of
record for this trail. Next.

(Slide.)

After review of those materials, the PCCA at
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the primary reviewing institution collates the fact
sheet comments, including comments about | ocal issues,
and then supervises, if not actually does, the IRB
subm ssion to the IRB at that primary review ng

i nstitution.

The IRB then reviews the protocol according to
its standard procedures and according to its standard
timeline. Usually, there will be a request for
revision. Those take place in standard fashion.

Once the trial is approved, if it is approved,
t hose approved docunents, including the informed
consent, using a single informed consent which has the
opportunity to have an extra page added for |ocal
context, the IRB m nutes of discussion relative to the
trial are forwarded to the other participating
institution for that particular trial.

And then there is an adm nistrative revi ew
performed at each of those other participating
institutions to nake sure that what was prom sed at the
front end in the fact sheet and what was delivered at

the back end in terms of the approved docunents do, in

fact, coincide with one anot her. Next sli de.
(Slide.)
Maybe | didn't -- maybe it wasn't clear. So

let me make it explicit. Wat we are doing now is
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actually sharing information in a way that has never
been done before. Although I know that IRB chairs and
| RB nembers get together, | do not believe there has
been anot her opportunity heretofore for any one |IRB
membership to review the actual review, if you will, of
another IRB's discussion and attention to a particul ar
clinical trial on a systematic basis.

It is that sharing of information anong the
different menmber institutions which we believe wll
actually help to not only strengthen the protection to
human subjects, but will also help us inprove the IRB
process at the collective MACRO institutions.

Here is an exanple of what nmi ght happen after
the trials starts. It is only neant to underscore the
i mportance of the PCCA as the central person. The IND
safety report froma sponsor would be sent to the PCCA

Al'l comrmuni cation then would be through the PCCA.

That person distributes that information to
the principal investigator, as well as the |IRB of
record, as well as to the other PCCAs at the other
participating institutions on that particular trial and
then on to other principal investigators and their
| RBs.

(Slide.)

W will skip this next slide. It is another
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exanpl e.

(Slide.)

Some frequently asked questions. Can other
institutions join? Not yet. Because our intent is to
denonstrate to ourselves, as well as everyone el se,
that we can actually nmake this work. And rather than
have it explode into a |arger group of institutions, we
want to get it right first.

But after a year, our intention is, in fact,
if other institutions want to join, to consider asking
themto join. O course, there will be a need to agree
to adhere to the standard operating principles,
procedures, that we have at the tine.

Is MACRO a Site Managenent Organization? No,
it is not. It is an agreenment -- it is not actually an
entity -- it is sinply an agreenent anong institutions
to inprove, to change the process for IRB review on a
subset of clinical trials.

Does it pertain to NIH trials? Yes, it does.

Does it cover contracts, legal contracts, on clinical
trials with the different sponsors. No, it does not.
Next, and |I think this is the last slide. One nore?
Maybe not. All right.

Thank you very nuch. | would be happy to

answer any of your questions.
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DR. SHAPI RO. Well, thank you very much, and
thank the three of you for the papers you have prepared
and al so for your presentations today. | have a series
of questions to start off, and then | am sure there
wi ||l be questions from other nmenbers.

Dealing with a MACRO first, because that is
the freshest in ny mnd right now, could you -- PCCA.
You used a lot of initials in there. PCCA seens to be
a chief coordinator of sonme kind. | couldn't
under stand from what you said whether this was a
scientist, an admnistrator. | nean, | just didn't
know how to think of this person.

DR. SCHUSTER: It is the Protocol Coordinator
for inplenentation of the Cooperative Amendnent to our
Mul ti ple Project Assurances. So in order to bring
MACRO i nto being, each of the institutions as an MPA
institution had to nmodify its MPA with a Cooperative
Amendnent. That is, in fact, what was submitted to, at
the time, OPRR for their approval.

Then once that was approved, we had to come up
with a way to inplenent, and the way we chose to
i mpl enent this procedure was to identify one
i ndi vi dual, an adm nistrator, at each institution who
is a paper shuffler or, hopefully, eventually, an

el ectronic bit shuffler, that will mke sure that the
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information that needs to be shared will, in fact, be
shared by the different institutions.

DR. SHAPI RO | see. So the exanple you
used, where the sponsor began by contacting the PCCA --
| believe that was -- that is just one exanple. It
could get initiated many ot her ways.

DR. SCHUSTER: That is correct. But once the
deci sion to use MACRO, or the MACRO process, as a way
to conduct a clinical trial at any or all of these five
i nstitutions, the PCCA becones the person who is
charged with nmaking sure that the SOPs are foll owed.

DR. SHAPI RO. Thank you. Tom

DR. MURRAY: Yes, thanks to all three of you
for your patience and your concise presentations. M
question is to Soren.

Soren, you described the experience in Denmark
of groups with mgjority |ay nmenbership. | wonder if
you could say a bit nore about how satisfactory that
experience has been for the lay nenbers, as well as for
the scientists or other expert nenbers. Whether that
has generally been well received and is seen by both
groups to be functional.

DR. HOLM Well, as | said in nmy presentation,
it has a fairly long history now, and there was a great

amount of skepticismin the beginning. And | also
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think it is fair to say that for nost |lay nenbers, it
is a very steep |earning curve.

Most |ay menbers have an interest in the
field, but has never seen a research protocol before,
and it is only very recently that sort of induction
courses have been put on by the central research ethics
commttees for new | ay nmenbers and how you actually
read the research protocol

| think it is fair to say that after sonme
time, lay nmenbers do contribute not only sort of for
| ooking at the informed consent material, but also
| ooki ng at issues of research design, inclusion of
various groups, exclusion of other groups, and --
bal anci ng of research ri sks.

So | think it does function, and the majority
of lay nmenbers do not sort of hinder the function of
the comm ttees.

DR. MURRAY: One brief followup. 1Is there
any provision made for continuing education of either
the lay or the professional nmenbers? | nean, | know
t hat New Zeal and does that with a very sinm|ar
structure of regional commttees with a mpjority of |ay
menmbers. They have regul ar continui ng education
cour ses.

DR. HOLM No, not in the form of educati on.
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There is an annual two-day neeting for all commttees,
which is, of course, only possible because it is stil

a small country, where conmmon -- things which have been
identified as conmon problens are discussed. But there
is no formal education offered.

DR. SHAPI RO. Di ane.

DR. SCOTT-JONES: M question is primarily for
St eve Peckman, but any of you could respond if you have
i deas about this. Your presentation was built around
the notion of trust anong the various participants in
the research process, and | aminterested in your sense
of the extent to which trust exists between research
partici pants and researchers or between researchers and
ot hers involved, such as research sponsors.

MR. PECKMAN: | think that is an inportant
question. | think trust is built. And I think for
sone people, trust breaks down, and for others, trust
i's built up.

So, for exanple, between researchers and the
| RB, UCLA's has had sone history of discontent fromthe
faculty towards the IRB

But | have to say that when the new director
was brought in in md-1994, Judith Brookshire, she
instituted the maj or philosophy of education, and so we

educated I RB nenbers, nunber one function. And they
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have ongoi ng and conti nui ng education, including
att endance at national neetings.

We al so decided that education of faculty was
t he cornerstone of any effective program and we have
built our program around that to the point now where we
have didactic and on-line certification of
i nvestigators and staff.

Regar di ng subjects and investigators, | would
say that as well. It is built rather than just
occurring wthout any work.

I think, at UCLA, sonme of our problens have
been very well known, and we have had to rebuild the
trust of the conmmunity who participate in our research.

We have rebuilt that also through a matter of
education of our investigators in terns of the process
of consent and writing consent fornmns.

And al so the I RB has been very thoughtful and
particular. Part of building the trust with the
conmmunity is bringing conmunity nmenbers onto the | RB.

We were a very typical IRB in 1994 with one
| ay conmmunity menber anongst 18 scientists. W have
changed that. W now have an institutional policy that
says that for every four affiliated nenbers, we have
one non-affiliated |lay nmenber. So we have tried to

address that as well.
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Beyond that, we al so have engaged in consent
nonitoring for problematic studies or studies that have
had probl ens, where we ensure that the infornmed consent
process i s working by having someone there who is
trained in the process and can facilitate that process.

DR. SHAPI RO. Thank you. Al ex.

PROF. CAPRON: | want to thank all our
panelists. The only thing nore difficult than com ng
here to talk from Los Angeles is com ng from Manchest er
or Copenhagen or wherever Soren has just come from So
| appreciate all of you, and |likew se Dr. Schuster
And Let nme begin with Dr. Schuster.

As | understand your presentation and the
slides that you provided us in advance, MACRO i s
desi gned to make academ c research centers nore
attractive to sponsors, overcone sone of the barriers
that were seen as making them as | ess conpetitive with
t he growi ng use of contract research organizations and
i ndi vi dual offices.

In light of that, and yet in light of the
comments that Dr. Koski nade about the need for greater
resources for the ethical review process, how have you
responded on asking for an appropriate conpensation as
part of the sponsorship of research, not just for the

costs of the materials and the time of the physicians
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and so forth, but for your review process? 1Is there
anything in MACRO about that?

My second question is: |Is there anything in
the institutional standards or rules of the individual
institutions that would prevent MACRO institutions from
being conpetitive on what they expect to be conpensated
on based upon a contingent agreenment on the use of a
paynment that is contingent on the utility of the data
t hat are produced for the sponsor? Do you have any
specific provisions that would address that? So the
two questions for Dr. Schuster.

DR. SCHUSTER: Let's start with the second
question first, because | don't understand it.

PROF. CAPRON: If a sponsor is offering, say,
a comrerci al pharmaceutical sponsor, is offering a
certain | evel of paynment, in many situations, that
paynment is key to the nunber of subjects that are
enrolled and so forth. And there are two kinds of
i ncentives that are built in by sone sponsors, as |
understand it and has been described in newspaper
articles. One is a contingency based upon how qui ckly
subj ects are enrolled, bonuses and so forth for rapidly
enrol ling subjects.

And the second is sone portion of the paynent,

or some bonus paynent, that will be provided if the
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data that are accunulated in the trial lead to
successful approval of the product, as opposed to data
whi ch are not useful for that end.

DR. SCHUSTER: All right. | understand.
Wel |, MACRO doesn't speak to that, because MACRO
doesn't have anything to do with the conduct of the
trial per se in terms of -- there is nothing about a
contract with the sponsor. The budgets that are
negoti ated are negoti ated i ndependently by each
institution and/ or each principal investigator.

So whatever incentives, or |lack of incentives,
there m ght be for enrolling many subjects, or the
ot her exanpl e you gave of contingent on the drug being
approved, which as far as | am concerned is a cl ause
that would never make it into one of our contracts, but
be that as it may, MACRO doesn't speak to any of that.

MACRO i s purely and sinply about the IRB
process.

PROF. CAPRON: But let ne just ask you then,
i f you just pause, and in your role as the associate
dean for clinical research at Washington University, do
you know of anything which you cite to an investi gator
who brought you such a research protocol to say, we
cannot -- our institutional policy addresses that

issue. O is this an issue that as far as you know is
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not addressed in policies at places such as Washi ngton
Uni versity?

DR. SCHUSTER: Yeah. | can say that -- |
mean, w thout having the book in front of me -- I wll
be
90- 95-98 percent certain there is no explicit policy,
but since -- at Washington University, the group, the
contracting group, that is responsible for signing
t hose contracts reports to me, we would never
count enance that second clause. It just -- | guess we
just stand on principle without having a principle to
stand on.

The first question, if | understood it
correctly, was about whether MACRO has any speci al
conpensation for ---

PROF. CAPRON: No, what mnmy question really
was: Since you are getting together -- on the one
hand, you are getting together, as | understand it -- |
mean this not pejoratively -- but, in effect, to narket
the capabilities of these high-class, prestigious
institutions in a way that nakes them nore attractive
than if they were just operating individually.

DR. SCHUSTER: Yeah, | would say that that is
point A, but is not the be all and end all.

PROF. CAPRON: Yeah. But in that, at the sane
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time that you do that, we have heard that institutions
really need, if they are going to do a good job, need
greater resources.

And | suppose it would be a disincentive to a
sponsor going to you, if you said, by the way, we have
a 2 percent or a so many thousand dollar charge that
our ethics process needs to do the job. And so when
you figure out what we are going to charge you for
this, you should add on X dollars, or X percentage.

DR. SCHUSTER: No, it is just the opposite.
We are going to charge them | ess, because -- since we
are only having one full IRB review and adm ni strative
reviews at the other institutions, we have agreed that
t he actual total charge will be |ess.

PROF. CAPRON: For Dr. Holm We heard from
various people, including M. Peckham [sic] the
advant ages of | ocating review processes within
institutions, and clearly, your representation of the
Dani sh nmodel shows a different approach.

You didn't address a couple of argunents that
are made as to why it is a disadvantage to be outside
an institution.

It is sometines said that the inform
educati onal process that IRB nenbers in an institution

can bring to bear on their colleagues is lost. It is
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al so said the way that M. Peckham [sic] enphasized
that the trust that can exist may not be there, because
people aren't as famliar.

And, third, although I didn't hear himnmention
it, it is often said that |IRB nenbers know their
col | eagues, and that a protocol that comes in from Dr.
Jones to do sonething and an identical protocol that
cones in fromDr. Smth nmay be regarded as invol ving
different risks, because not only of the technical
capabilities of the physicians, but their known
attitudes toward consent and the way they go about
recruiting their subjects and so on, and that that
i nstitutional know edge is val uabl e. And | wonder if
you have any thought about whether that is seen in the
Dani sh system as a lack that results fromthe
di sassoci ation of the review conmttees fromthe
i nstitutions.

DR. HOLM | think for the first two issues
you nentioned, | think that the advantages they m ght
bring are probably not large. At least, in |arge
institutions, it is hard to see how the few nenbers of
the IRB woul d have any significant inpact. | think you
woul d have to do sonething conscious about the I RB
havi ng an inpact, and you could do that just as well

for any kind of IRB
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The | ast issues, | think, is an issue in the
Dani sh system That for sone of the IRBs which have
many projects, it is a problem sonetinmes that they
don't know the researchers. That m ght, of course, be
both a positive and a negative side to that.

| think that one of the reasons that |
enphasi zed that a substantial inprovenent of the Danish
system woul d be a nore active nonitoring rule is that
you woul d get a much nore formalized way of collecting
t hat knowl edge, both about bad research practice, but
al so about good research practice.

And you would -- it would not just be hearsay
or what you think about your colleague. But you woul d
actually have sonme evidence to back you up

PROF. CAPRON: One final question. | believe
there are health ethics commttees in Denmark as well.
Are there not any that | ook at any issues in clinical
ethics? O are there none?

DR. HOLM Not in Denmark. |In Scandinavi a,
there is only sonme in Norway.

PROF. CAPRON: Okay. Thank you.

DR. SHAPI RO. Ckay. Bernie.

DR. LO | wanted to thank our panel and ask a
question. You have helped us start to think through

the issue of what are the advantages and di sadvant ages
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of an institutional |IRB as opposed to |locating at | east
some of that review el sewhere.

And | was wondering if you could be alittle
nore specific. | was going to ask Steve. Can you give
us sone concrete exanples of the types of ethical
i ssues that you think you resolve because you are a
|l ocal IRB that a regional or cooperative arrangenent,
such as this MACRO project that is starting, is likely
to m ss?

I mean, what are the kinds of issues that you
t hink you sol ve when you actually see a protocol,
| eavi ng asi de the educational consultation things.

And then for Dr. Schuster, as you were

t hi nki ng about pl anning -- because, obviously, you have
put a | ot of thought into this -- what are sone of the
potential risks you see in a -- | nean, to be sure,

now, when a nmultisite collaborative clinical trials
undergoes nmultiple reviews, you get a | ot of
redundancy.

But are there things that sonetines get picked
up in that sort of redundancy that m ght be n ssed.
Just as in the ICU, you have several people |ooking at
t he same data, are there sorts of things that you have
heard about, and have you tried to take that into

account the way you have desi gned MACRO?
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DR. SHAPI RO Dr. Schuster, you can go first.
Okay.

MR. PECKMAN: \What issues have we sol ved that
are really locally ---

DR. LO (Inaudible) -- the protocol problens
t hat you picked up -- if we weren't |ocal, we would
have m ssed that one.

MR. PECKMAN:. One real protocol problem
happened in a project where an investigator wanted to
initiate work using the waiver of infornmed consent for
emer gency research, where the radius of the research
would be 10 mles fromthe institution. And if you
know where UCLA is in the Westwood area of Los Angel es,
it isin afairly wealthy nei ghborhood.

However, that nei ghborhood changes as the
hours click by during the day. So, for exanple, though
t he nei ghborhood to the north of the canmpus renmins
pretty consistent, because that is where people live,
and they are pretty wealthy, as you go south, east, and

west, it is nostly business, |arge business buil dings.

And though a |l ot of the people in those
buildings will constitute a pretty narrow subj ect
popul ation, that population that inhabits those

buil di ngs after five o'clock changes dramatically.
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Because they have gone fromthe people who are enpl oyed
by the businesses and offices in that building to
peopl e who clean up after them

And so the subject popul ati on changes over
time, and in order to address community consultation in
this context, it was extrenely difficult. And, in
fact, the investigator had a very hard tinme engagi ng
t hese popul ati ons.

We have a very |arge Latina/lLatino popul ation
in the Los Angel es area, which changes its context and
its history depending on what parts of town you are in.

And so recruiting fromdifferent parts of town can be
crucial to the concept of how infornmed consent and the
process | ooks.

So, for exanple, in certain pockets, there are
nostly imm grant Central American populations. But in
ot her pockets, there are ongoi ng generati onal
i nhabitants from Mexi co. And so there are different
needs of those different popul ations, especially in
ternms of the process of informed consent.

The Asi an- American i nm grant popul ati on as
well, which | touched upon briefly in ny paper, and the
use of homeopathic remedies and their interaction with
certain kinds of drugs, needs to be addressed as well

during the consent process and screening in drug
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trials.

And then, finally, we had a incident with
several potential subjects in cancer trials fromthe
Persian community, where fam |y nenbers thought that
t hey could consent for other fam |y nenbers,
specifically, brothers for sisters. And this was an
I ssue that had to be addressed as well in protocol
devel opnent and revi ew.

DR. LO. But could not those issues been
addressed by a regional IRB that knew Los Angel es as
bei ng opposed to UCLA?

MR. PECKMAN:. | think if they had
representation fromthose conmunities, or awareness of
t hose communities, it could be addressed. A |ot of
t hese concepts canme about during the review as a result
of menmbers bringing them up.

| would like to add one nore thing in ternms of
a conparison between a central IRB systemin Denmark
and a central IRB systemin the United States. The
Denmar k popul ation is alnost half of LA County. That
is a significant difference.

The popul ation diversity in LA County al one --
as | noted in ny paper, there are 80 different |anguage
groups in the LA Unified School District. Beyond that,

the entire country of Denmark is a little bit |arger
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than the State of Maryl and.

So when we tal k about a centralized IRB review
programin the United States, it is very difficult to
make a conparison to European countries that work on
different levels, different popul ation disparities, and
di fferent | anguage groups.

DR. SHAPI RO. Thank you. Dr. Schuster, do you
remenber the question?

DR. SCHUSTER: | do. And I think Dr. Lo has
asked the key question, and | would frame ny response
by starting with a rhetorical question, which is: Wat
is the definition of "local"?

Many of our institutions have multiple
commttees that neet on what m ght be, a weekly basis,
nore often, |less often, and we all have had the
experience that the same protocol submtted to one
conmmittee gets one kind of review, and the sanme
protocol submtted to another commttee of the sane | RB
at a subsequent time gets a conpletely different
revi ew.

Now, how does this work with |local review? |
mean, which commttee is right? And which conmttee is
wrong? O are they both right? And it is clear that
that kind of argunment that can be extended anywhere

upon the food chain fromhow many comm ttees per |IRB
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or how many |1 RBs per community or how many | RBs per
region, or so on and so forth.

When we were putting MACRO together, or the
concept of MACRO together, the first reaction everybody
had was: How can you do this at a time when all of the
concern i s about not enough IRB review? Aren't you
creating a system where you are essentially going to
reduce the scrutiny?

But the fact is that we can have a reducto ad
absurdumin either direction. W can have -- we can
worry that we will, because of a lack of multiple
reviews of the sane thing, that sone item sone issue,
sone detail, will slip through the cracks, inportant
t hough it may be. And yet where do you stop? How many
times does the same protocol need to be reviewed before
we can pass on it as having been revi ewed
satisfactorily?

The ot her side can also be reduced to an
absurdity in which we relegate the review so far away
fromthose who are involved that it has little
rel evance to the people we are trying to protect who
are invol ved.

So there has got to be sonething in between,
and | think locality has nothing to do with it. |

think it is all about the subject population from whom
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the subject is being recruited.

I f that happens to be for a particul ar context
of a clinical trial, honmbgeneous -- in other words, it
may not have rel evance what race or gender or sexual
orientation or |anguage you speak -- obviously, except
for respect to whether you can understand the informed

consent -- then | don't know that l|ocality has neaning.

Ot her kinds of clinical trials, obviously,
wi || have relevance to specific sub-populations. It is
that kind of clinical trail that needs to be
represented in the review process, and as |long as that
is represented in the review process, ny contention is
t hat the subject has been protected.

The process that we ended up with in MACRO was
a process which was neant to try and address these
vari ous concerns.

We are not relegating the review to, in whole
cloth, to another institution, where there will be no
opportunity to comment, to provide information about
| ocal review or |ocal issues that m ght be rel evant for
a particular trial.

And al so the opportunity to share the
i nformati on about ongoi ng review, where we actually see

how we individually end up reviewing a particular trial
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for its ethical standards and ask ourselves the
question in so doing, in effect: Wuld we have passed
on this trial?

And if we didn't, why not? And if we
woul dn't, shouldn't that information be forwarded back
to the primary review ng institution. Mechanisns are in
pl ace to do exactly that. So that is how | believe we
have to try and address the issue.

DR. SHAPI RO. Ckay. W are going to have two
nore short questions, given the tine. Larry and then
Al ta.

DR. MIKE: M. Peckman, | would guess that if
| asked you the question that could you live with the
system he is putting in, your answer would be, it
depends on the devil of the details.

So what | want to know from M. [sic] Schuster
is, when you talk about a lead IRB or institution, an
adm nistrative review by the others, what do you nean
by admi nistrative review?

It seenms to nme that when you start instituting
your system the advantage would be efficiency in sort
of a coordinated review, and that you are going to be
fighting over what is adm nistrative and what is
uni quely | ocal .

DR. SCHUSTER: Well, a coordi nated review, |
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believe, would be a fantasy. It is nearly inpossible
to have five institutions to agree on doing anything

t oget her, academi c institutions, and so asking themto
coordinate their reviews in the name of efficiency on
literally hundreds of potential clinical trials is just
not going to happen. So | think that is a non-starter
at the front end.

An adm nistrative review neans exactly what |
said in ny remarks. It neans that an adm nistrator,
which is high up in -- either the director of the |IRB,
or his or her direct designate, will reviewthe
i nformation provided in the approved docunments to
affirmthat what was prom sed at the front end, in
terms of what this trial was about, and what the issues
were or weren't, and what the objective of the trial
is, and so on and so forth and what the IRB at the
primary reviewing institution, after its review, ended
up approving -- that those are the sanme in substance
and detail. That is the adm nistrative review

It is not another opportunity to chall enge or
change the review by the primary reviewi ng institution.

DR. MIKE: Let ne get it straight then. The
other institutions and IRBs do not get to see the
protocol ---

DR. SCHUSTER: No, that is not right.
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DR. M I KE: No, no, no. Wait. Let ne
finish.

Until the primary institution's IRB ---

DR. SCHUSTER: No, that is not right.

DR. MIKE: That is what you just told ne.

DR. SCHUSTER: No, no. | am sorry.

-- | said things that caused you to m sunderstand. The
first set of docunments that are sent to all of the
institutions that agreed to participate are the
protocol; the investigator's brochure; and this fact
sheet, which is a summary. Most of our |IRBs have
sonething simlar to that anyway, but we have an

agr eed-upon so-called fact sheet.

Now, obviously, these have to be nade
avail able to each institutions, because each
i nvestigator needs to review the protocol, and the
i nvestigator's brochure, to nake sure he or she feels
confortable with the trial as designed and the intent
to participate.

And that same information will be nmade
available to all of the IRB directors. Wat is mde
available in the approved docunents is the approved
i nfornmed consent, the m nutes of the primary review ng
institution's I RB di scussion about that protocol, and

any other relevant docunments which nm ght escape ne
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right now So those are the approved docunents at the
back end.

DR. MIKE: But | don't understand then in the
initial dispersal of this information to the different
institutions what their roles are at that point in tinme
of the participating, not the primary ones.

DR. SCHUSTER: The role of the participating
institutions' I RBs, or actually their admnistrative
people, will be to look -- first of all, understand
that the process only applies to a subset of al
possible clinical trials, classes of clinical trials
which are likely to generate controversy, or which are
likely to involve ---

I am bl ocking on the term-- but, anyway, that
will, for instance, involve other conmttees that are
not part of the MACRO at this point anyway. And so we
are not talking about all clinical trials.

-- No gene therapy as an exanple. No cancer
trials as an exanple. Because they involve another
committee that would have to be involved at each of the
institutions, at |least at this stage. Radiation safety
I s anot her exanpl e.

So the point is that the IRBs at the
participating institutions review what has been

subm tted about that particular trial to say, is this a
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trial which they believe, on the basis of the sunmary

i nformation, can be conducted under the MACRO process.

And fromthat summary information, are there
any key issues related to |local context that need to be
known or addressed by the primary IRB doing its review?

That is the opportunity they have for comment before
the primary

reviewing IRB actually has its neeting. And those are
provided in witten formthrough these PCCAs back to
the IRB of record.

DR. SHAPI RO. Thank you. Alta.

PROF. CHARO  Thank you to all. | actually
had questions for you, but I will focus on just one
|l ast clarification, if I may, Dr. Schuster.

And it has to do with this incorporation of
coments fromthe other institutions that are not the
primary review ng institutions.

Besi des comments that are based upon
peculiarly local conditions |ike an ethnic popul ation
or a language group, to what extent do you anticipate
that that will be the same mechani sm by which there is
a conproni se or surrender on issues that reflect nere
| ocal variations, not because of any difference in

| ocal conditions.
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But, as we all know, huge variations on things
| i ke how to incorporate wonmen of chil d-bearing
potential, with what degree of contraceptive
protection? O when and how mnorities should be
recruited? O, what are the justifications needed for
the enroll ment of mature m nors? O additional
protections for people who are decisionally inpaired?

There are any nunber of areas where there is a
great deal of discretion available, and | RBs devel op
traditions that aren't based on the fact that they are
i n Madi son versus New Hanmpshire. But they are just
traditions at that institution.

And | am wonderi ng how you anticipate that is
al so going to be resolved as a matter of difference
among the institutions?

DR. SCHUSTER: Well, of course, | can't know,
since we have yet to do one. But my comments woul d be
pretty much a reiteration of what | have said before.

| know that IRBs have traditions, and in fact,
| RB conmittees within IRBs have traditions. The
membership of a particular group is just |like a study
section at the NIH  Everybody gets to know each ot her,
and after they get to know each other, they have a
certain sort of internal standard about sonething that

is true for all the protocols that they happen to
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revi ew.

| don't quite understand that as being the
acceptabl e standard. Yes, it is local, but it doesn't
make sense to nme that it nmeets the protection of human
subjects in general if the one commttee can say, you
must change your approach to a trial, because our
commttee says it. And another commttee, within the
sane | RB, at the sane institution, passes on that.

So | don't know how that will play out anong
multiple institutions. But |I do put a great deal of
trust and faith at the front end w thout having any
data yet to show for this to support this trust and
faith.

That this process, which involves the sharing
of informati on about each other's review for really the
first time, will be a healthy one and will expose
exactly the kinds of variations in a real-tinme sense,
as opposed to audit reviews of groups of subjects,
where it is very difficult to then inplenment that.

And | believe that these five institutions are
conmmtted to a process whereupon, at the end of a year,
and at regular intervals thereafter, we will see what
we have wrought. And we will work to nake it better.

DR. SHAPI RO. Well, thank you very much. Once

again, let me express ny thanks to the three of you for
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your work on our behalf and for your presence here
t oday.
Thank you very nuch. W ook forward for this
experiment with great anticipation and | ook forward to
tal ki ng about it in the future.

Thank you all very much. We will adjourn
today' s neeti ng.

(Wher eupon, at 5:45 p.m, the neeting was

adj ourned.)



