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PROCEEDI NGS

OPENI NG REMARKS

BY HAROLD SHAPI RO, Ph.D

DR. SHAPI RO Col | eagues, those nenbers who are
here, | would like to assenble and get our nmeeting
started this norning. W are a little short of tinme. |
want to make the best use we can of it.

Let me tell you what | propose to do this
nmorning. | want to spend about a half hour right now on
a very brief review and reaction to Chapter 1 of the
Oversi ght Project which you have all received. | wll
turn to Marjorie in a nmonment to do that. But | would
also like to ask Marjorie to indicate from her
perspective what kind of feedback that she needs in order
to continue to nake forward progress here.

We have really quite an accel erated schedule in

front of us in the Oversight Project. Qur hope is that

we will have four chapters available for the Salt Lake
City nmeeting roughly six weeks fromnow. W will
certainly have three. And so, we are going to nake rapid
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progress here, and it is going to be dependent on

t hought ful feedback fromthe Conm ssion to Marjorie. W
will not have tine for all that today, obviously, in half
an hour.

But | do want to save a half hour before we go
to the panels that are conmng this norning to revisit a
couple of issues in the International Report, so we can
al so nove that forward. And in particular, with sone
recomendati ons in Chapter 5 we never got to discuss, |
want to go to those. W really have a lot of information
and feedback on the others which will be restructured
al ong the lines of our discussion yesterday, because ny
intention is still to try to get a full set of
recomendati ons out for public comment within the next
coupl e of weeks. And so, we will certainly produce new
drafts al nost immediately after this nmeeting, and | ook
forward to sone feedback fromyou so we can then have--

t hese go out for public comment.

As | nentioned yesterday, the public comrent
session will take us beyond the Salt Lake City neeting,
so that report will probably not be in front of us at the
Salt Lake City nmeeting; we will spend it exclusively on
t he Oversight Project, and as you know, we have two ot her
panel s coming this norning on that.

So, in view of our tough time constraints, |
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5
want to turn directly to Marjorie, and have her say a few
wor ds about Chapter 1, and then get sone feedback from
t he Comm ssion. Marjorie?

ETHI CAL AND POLI CY | SSUES I N THE OVERSI GHT

OF HUMAN SUBJECTS RESEARCH

DI SCUSSI ON OF CHAPTER 1

PRESENTATI ON BY MARJORI E A. SPEERS, Ph.D.

DR. SPEERS: Thank you. Just to rem nd you of
what we are trying to do in this chapter, we are trying
to lay out the rationale and justification for the
Oversight Report. In particular, we are trying to very
clearly state what the problemis, and what it is the
Comm ssion will be addressing in subsequent chapters.

In part, this chapter is before you now in
response to a request that you made at the June neeting
in San Francisco that we very clearly state what the
problemis. So, what | would like to get fromyou today
is, is the problemclearly stated here? 1Is it the
problemthat you think it is? And when | say problem
recognize that it is a nultifactorial problem So, have
we enphasi zed the right aspects of the problem or the
ones that you want us to address?

Before we do that, | wanted to just spend a
couple of mnutes telling you about the next three

chapters that you will be getting. Again, what we are
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trying to do in this chapter is very clearly state what
the problemis, so that then, the next three chapters
wi |l address recomendations related to the problem and
we have conceptualized those three chapters in the
foll owi ng way. One of the chapters will dea
with the oversight system at the national level, or at a
macro level. It will be a chapter that provides a very
br oad perspective, and recommendati ons related to an
entire oversight system
Anot her chapter will deal with selected ethical issues,
and how those ethical issues, then, are applied, or
carried out through regulation and gui dance. And then,
the third chapter will address issues related to the
| ocal oversight system

So, we are envision taking this problem and then
addressing the solutions for it, and the recomendati ons
that you will nake, by categorizing theminto those three
areas, the national level, ethical issues, and then the
|l ocal level. It is very likely that then there would be
anot her chapter that puts it all together and summari zes
it.

We are working on Chapter 2 now, and have a
fairly good draft of Chapter 2. It was very clear in
writing that chapter that everything is connected to

everything in this system and it really becones very
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difficult in some ways to wite the chapters with the
recomendati ons, because it assumes--and even to dea
with the systemon a national level, it assunes that you
al ready know what we are going to say about the | ocal
| evel, or what we are going to say about sonme of the
subst antive ethical issues.

For that reason, it is likely that you will get
t he next three chapters as a package. And | know that
that is a burden for you to have three chapters at once
to read, or even two chapters, if we do the next two for
sure. But | think the nore that you have in front of you
when you are | ooking at any one chapter, so that you have
as much of the entire system before you, it will be nore
hel pful to you in reading it. So, anticipate that that
is what we are planning to do.

And as Harold said, it is our intention and goal
to try to have those three chapters, plus this Chapter 1,
so four chapters, before you at the October neeting. |If
we don't achieve that goal, then our second goal is to
have three chapters before you, the next two plus this
Chapter 1 as it is revised.

W will send out an e-mail to you asking you to
provi de your comrents, particularly the ones that we
can't go over today, over the next week to ten days so we

can continue to work on Chapter 1.
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So, what | would like to hear in ternms of
di scussi on and what would be hel pful to us again, is to
hear whet her you feel that we have accurately described
the problem whether you feel that the bal ance and tone
in this chapter is appropriate, and if there is anything
t hat we have m ssed.

DR. SHAPI RO. Thank you very much. Let's go to
t he coments of Comm ssioners. Alta, Bernie, then Carol.

PROF. CHARO. First, let me start the chorus of
praise. It is really good. It does a wonderful job, and
it covers a lot of material, and it was a pleasure to see
it, and get a sense of where the report is going to go.
So, first, thank you very, very nmnuch.

My comments are three itens that | think we
m ght add, or enphasis somewhat differently. The first
is very small, and it is on page ten, where you talk
about NBAC s unique interest. | think there was an
i nadvertent oversight because in your list of reports
there is one other official action. Qur very first was a
formal resolution about extendi ng human subj ect
protecti ons beyond federally funded and FDA regul at ed,
and | thought we should add that.

The second had to do with the phenonenon of
state, that is, not federal or governnmental in general,

but actually state-|evel government, or county-I|evel
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governnment funded research. | know | have got it marked
here, but there is a page where there is an

acknow edgenent that sone research is done by state
governnments and |l ess frequently counties, but from now on
we will call it private sector research

| understood that, you know, froma syntacti cal
poi nt of view, but actually, it allows us to slide over
what is an interesting area that dovetails with one of
our reports which is research with people with nental
ill nesses or other decisional inmpairments, a | ot of which
goes on in state hospitals, and is beyond the pale of the
current federal regul ations under many circunmstances, and
| think raises, (and this now dovetails into the third
point), raises the very special issues of trust which is
di scussed here in other places.

But as has been nentioned in other neetings, one
of the distinguishing factors of the research
relationship in the bionedical context, is the subtle
change of a relationship in which there is a great dea
of trust on the part of the patient toward the
prof essi onal into one that does not deserve exactly the
sane kind of trust. You mght still have trust in the
research enterprise, but it is not the same as the trust
i n your personal physician.

And | think that that issue of trust is also
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profoundly altered when we are tal ki ng about gover nnent al
sponsorshi p, funding, and conduct of research, because |
think that our historical experience has been that, when
it is the government that actually seens to be in charge
of the research and sonething goes wong, it seenms to be
doubly shocking to the conscience. And | would hate to
| ose that, either the relational aspects of research in
general as one of the reasons why we regul ate research,
and then, very specifically, try to find a way to pul
out the role of state governments and county governnents
in that area.

DR. SHAPI RO. Thank you. Quite a few
conm ssioners want to speak. Let's try to be as brief as
possi bl e since we have very limted tinme on this one.
Ber ni e.

DR. LO Marjorie, | also want to add ny thanks
and praise for your efforts on a very conplicated topic.

My main concern is a matter of enphasis or
bal ance. As | read this, | tried to take the perspective
of a citizen who is not an aficionado of government
regul ati ons, and what | didn't find here, and what |
would like to see, is a sense of what are the current
probl ens froma human perspective or froma patient
research perspective. W don't really nake any mention

of the current things driving the discussion, for
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exanpl e, the Jesse Gel singer case or sone of the things
we have considered in previous reports. So, | would like
to see a sense of what are the actual--scandals is too
strong a word, but the cases that nmde people stop and
say "Whoa! If that is what is going on, there is a
serious problem"

| think a lot of the first chapter really has to
do with regulation issues and conposition of |IRB issues,
that really | don't think grab the public attention. |
don't want us to fall into the trap that, for instance,
many scientists say that it is just a matter of conplying
with regulations instead of real substance.

And ny second point is that | would like to, if
possi bl e, and of course, this may be asking you to
predict the future, to tie the introduction into the
conclusions. To the extent to which we can anticipate in
the introduction sone of the big reconmendati ons we are
going to make, we need to set the stage here. So, let ne
just take a crack at throwi ng out some issues | think we
are going to want to make sonme reconmendati ons on.

One is nore attention to the consent process, as
opposed to an enphasis on consent forms, and you know, to
use sone exanples here where people just didn't
under st and what they were getting into, even though the

consent formsaid it in fine print. The issue that G eg
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Koski raised about the current oversight is totally
driven to front-end | RB approval, and no concern about
how the research is actually carried out, and how, in
particul ar, researchers deal with unexpected issues that
energe in the course of doing research. And | think, you
know, to nme, that is one of the real tragedies of the
Jesse Cel singer case.

A third issue, | think, is a sense that there is
too nmuch regulation of relatively lowrisk research, and
not enough attention, or at |east cases where dramatic
research was carried out under | RB approval, that in
retrospect, people said how could that happen. So, you
know, to take an exanple fromthe recent past, the
approval by the IRB, post-hoc though it was, of the
bl ast onere separati on experinent. You know, it was
approved; it was approved after the experinment was done.

But they clearly didn't (inaudible) the issues, and we
need to sort of address that, | think.

And finally, | think we need to address the
i ssue of whether we really know what | RBs are doing.
There is so much enphasis on, you know, that they didn't
keep m nutes right or they didn't have the quorumri ght
or the conposition wasn't right. But what we really
don't have, and this goes to sonme issues we are going to

talk about later, in terms of what is their actual
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performance, and on things we really care about in terns
of protecting human subjects, whatever those vari abl es
are, do we really know what they are doing? And | think
to the extent we are going to tal k about certification
and training, | think we have to try and anticipate the
substantive issues.

So, if we could highlight those things, | think
the report will find a wi der audience than its current
enphasis m ght give it.

DR. SHAPI RO. Thank you, Bernie. They were
really very extrenely hel pful comments. Carol?

DR. GREIDER: | have just one comment, and then
a question. And the comment is to add my voice to the
ot hers who have said that this is really terrific.
think that there is so much here in Chapter 1, and | |ike
the conpl eteness of it. That said, there are just a few
pl aces which | can give witten editorial coments, where
| think that maybe there is a little bit too nuch detail,

and those m ght be put into | ater chapters.

But the question is, as you laid out the other
chapters, national issues, ethical, and local, in the
past we have tried to ground a |ot of our conclusions on
substantive, ethical issues, and norms, and so | am

wondering why we would start with national oversight,

rather than the ethical. Wy put the ethical issues
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second?

DR. SPEERS: In part, it seened to me, in
working with this report that in needing to start
sonewhere we, in part, have to do sone very basic things,
i ke define what an oversight systemis, define what the
conponents of it are, define who the players are, and
what the functions are. So, it seened to ne that that
woul d come first, and then after we discuss some of the
et hi cal issues.

We actually toyed with the idea of doing it the
ot her way, but | think that given that we have to junp in
sonewhere, we should junp in with defining what the
oversight systemis. So, that was the reason for doing
it. | think that again, when you see the chapters, if
you feel they should be re-ordered, that can clearly be
done.

DR. GREIDER: It just m ght go to addressing
sone of the things that Bernie was saying, to have sonme
of the actual cases as it relates to people. It mght
help in that, but | amwlling to wait and see.

DR. SHAPI RO. Thank you. | do want to nake a
comment. David is next on nmy list here. But we really
do want any detailed comments you have nmade and marked up
copies. They are extrenely hel pful to Marjorie and anyone

el se involved in actually doing the text. So please,
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either leave themw th us or send themto us, any way you
want. W surely want to get those comments. David?

DR. COX: This will be fast. It is great.
Going a little bit along Bernie's lines, a feeling that
is mssing is that people are in control of their own
protection, because there are lots of players. The
systemis paternalistic, and it doesn't allow the people,
who are being protected, enough say in their own
protection. And that canme out in the testinony
yesterday, and | think that it is not much of the system
ri ght now, but to namke sure that those people who we are
trying to protect, are seen as sone of the players in the
m X.

So, | don't have specific places to do that,
Marjorie, but | think you understand what | nean.
Because the way it was historically, and you |ay out very
nicely, is that it was a very protectionist,
paternal istic approach, and that is really changing. In
fact, it is one of the reasons that has necessitated
rethinking a major overhaul. So, it was just a feeling |
didn't get very nmuch in terms of the text right now

DR. SHAPI RO. Thank you very much. Are there
ot her comments people would like to make with respect to
the draft of 1? Understand, we are not having a full

di scussion now, we are limted in tinme. But ot her
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comments that you think m ght be hel pful, suggestions,
guestions, et cetera, to those who are going to be
produci ng the next draft of this chapter and subsequent
chapters?

Al right, that is fine. But let me again
repeat what | said just a nonent ago. | have a very
heavily marked up copy, and | am sure that many of you
do, too, and they are invaluable if they are legible. |
have decided | have to go back to ny word processor since
mne ook illegible to ne, but I will send themin to
Marjorie, and | hope you all do the sane.

OCkay. Thank you very much. As | nentioned
earlier on, our panels start approximtely at 9:10 or
9:15, | have forgotten what the tinme schedule is, and
since we have visitors comng for that, | don't like to
delay that if we can avoid it. But we do need to spend a
little bit of time, perhaps we have three-quarters of an
hour, to pursue sone further issues on the International
Report. In particular, there were sonme reconmmendati ons,
many recomrendati ons that you saw yesterday, that are
going to have to be redrafted along the |ines of our
di scussion, and we don't have time to go back to that
today. But you will certainly hear very quickly about
this with some new proposals very shortly. But | do want

to ask Eric to just go over a few of the recomendati ons
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that we didn't get a chance to discuss yesterday, just to
get a sense of where the Comm ssion is, so as we redraft
this, we can restructure these recommendati ons in ways
that seem sensible to the Conm ssion. So, let nme turn to
Eric. Eric?

DI SCUSS| ON OF CHAPTER 5 RECOMMENDATI ONS

PRESENTATI ON BY ERIC A. MESLIN, Ph.D

DR. MESLIN:. | won't repeat the things that we
have al ready di scussed. The recommendati ons that we have
not discussed directly in Chapter 5 are reconmendati ons
5.4 to 5.9 inclusive. | amgoing to suggest if you still
have the handout version of the recommendations that |
provided to you that there are sone in that |ist which
are, if I can predict what you m ght think, are not
terribly controversial. | my be wong, but that is ny
sense.

The two that cone imediately to mnd are
Recomrendations 5.6: “The relevant U. S. research
regul ati ons at 45 CFR 46, Sub-part A should be anmended to
i nclude a section that addresses international
col | aborative research conducted or sponsored by the
United States.” When | say non-controversial, that was
put in as a kind of cumul ative reconmendation that you
may wi sh to add at the end of Chapter 5, or at the

begi nni ng, and sinply repeat or cross-reference with
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t hose other recomrendati ons that do have a need for
regul atory change. That may or may not stay dependi ng on
whet her you think it is a good idea to have such a
cumul ati ve recomrendati on.

Di ane?

DR. SCOTT-JONES: Would that reconmmendati on
per haps be better com ng before Recomrendati on 5. 3?
Because 5.3 and 5.4 tal k about issues that are addressed
in that regul ation.

DR. MESLIN. Right. That is one of the reasons
that | suggested it nmay not be a controversi al
recomendati on as nuch as where it needs to be placed

after you have agreed on the other substantive ones.

Al ex, did you want to--7?

PROF. CAPRON: Well, 1, frankly, did not
understand what 5.6 was trying to achieve in the context
of these other recommendations. |Is there a way of
sunmari zi ng that quickly?

DR. MESLIN. Only what | had said before. It
was put in there as a way for you to decide, if you felt
that a cunul ati ve recommendati on that summari zed those
ot her rel evant recommendati ons, which in this case would
probably be, depending on how 5.3 and 4 are witten,
shoul d be nmentioned. It is, by no neans, a required

reconmendat i on.
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PROF. CAPRON: So this is a statenent of
sonething that is inplicit otherw se.

DR. MESLI N:  Yes.

PROF. CAPRON: Oh, okay. Because | thought
sonehow it was suggesti ng- -

DR. MESLI N:  No.

PROF. CAPRON: --that there was going to be an
addi ti onal category.

DR. MESLIN. Originally, in the form-

PROF. CAPRON: Instead of saying "that
addresses”, why don't we say "to include the substantive
changes relating to international collaborative research

contained in the recomendations of this report”. |

mean, that is the thrust of what we are trying to say.
Ot herwi se, | had a sense that the inplication is,sonehow
t he present regul ati ons don't address international

col | aborative research, which made no sense to ne.

DR. SHAPI RO Good poi nt.
DR. MESLIN. Right. Thank you. We can make
t hat - -
PROF. CAPRON: This would be, if anything, the

very | ast recommendation of the entire report, and we are
in effect saying bite the bullet, and anend 45 CFR.
DR. SHAPIRO. To accommpdate these

recomendati ons, exactly as you said. That is a good way
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to put it.

PROF. CAPRON: That is not the way it reads.

DR. SHAPI RO. Right.

DR. MESLIN:. The other, and | said | was taking
t hese slightly out of order, thinking that they were non-
controversial, was Recommendation 5.9: “NH, CDC, and
ot her agenci es that sponsor international research should
permt researchers to request financial support for the
cost of conpliance with ethical requirenents at the
institutions with which they coll aborate, et cetera.”

PROF. CAPRON: Is there any indication that they
are now prohibited? |Is that the present understandi ng?

DR. MESLIN:. Prohibited fromrequesting?

PROF. CAPRON: Yes.

DR. MESLIN: No, they are not prohibited from-

Sorry. Are they prohibited from-

PROF. CHARO  This cane up at the San Francisco
nmeeting, as you may recall, and | think Rachel was
hel pful on sone of the details here and came up with sone
suggest ed | anguage, because there were different kinds of
restrictions depending on which agency it is that was

fundi ng the research.

DR. MESLIN:. This is the | anguage that emerged
to some extent fromthat neeting in San Francisco. It
was general rather than-- A forner recomendati on had
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i ndirect cost rates, and a nunber of those sorts of
t hings, and this was made nore generic.

PROF. CAPRON: Could we replace the word "I RB"
inthe last line with the word "review'? Because IRB is
a generic--1 nean, it is a specific U S. parochial term

DR. MESLIN. Right. Carol?

DR. GREIDER: It stood out to ne that in this
recomrendati on NIH and CDC are singled out, whereas in
t he other recommendations it just said "U S agencies that
sponsor". | wasn't clear as to why that needed to be
di fferent.

DR. MESLIN: No, it was an artifact of forner
drafting.

Ot her thoughts about those? Those were the two
out of the six that were remaining that | thought were
non-controversial, and we m ght want to go on to others.

PROF. CAPRON: And in light of Alta's coment,
the word "request"” is going to be replaced with the word
"receive"?

PROF. CHARO | don't think anybody is really
confused by it.

MS. LEVINSON: | will work with Eric on this one
to tweak that because, of course, they can request it,
but Alta is right. There are caps on adm nistrative

costs that make it difficult to receive them so we wl
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wor k on finessing.

DR. MESLIN:. Okay. Now we are left with what I
hope will be discussion. | amnot sure, Alex, whether
you had done any nighttime work.

PROF. CAPRON: (I naudi bl e.)

DR. MESLIN:. OCkay. Do you also have it, at |east
for-- Which one were you working on, so we won't go to
t hat one?

PROF. CAPRON:. Oh, 5.3, 5.4.

DR. MESLIN:. Ckay. That leaves 5.5 and 5.7. |
would like to suggest-- And 5.8. | would like to
suggest, Harold, unless there is any objection, that 3,

4, and 5 actually are seen as a cluster, depending on how

t he determ nations of equivalent protection are made, and
by whom and with what degree of authority a central body
has. It may be that 5.5. which for those who, perhaps,
don't have it in front of them "Where national |aws,
regul ati ons, or guidelines have not been adopted by the
host country, U. S. sponsoring agenci es should recogni ze
the host country's authority to adhere to accepted
i nternational guidelines."

The basic nessage behi nd Recommendati ons 5. 3,
5.4, and 5.5. is how does the U S. governnent, and
t hrough what nmechani sm grant or determ ne that another

country can use guidelines that are equival ent or
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provi de equival ent protection to those of the United
States. \Whether those are national guidelines of the
country, or whether they are international guidelines
that the country uses in |ieu of national guidelines my
be irrel evant once issues around who determn nes
equi val ent protection are settled. Maybe we should wait
there for Alex's text to be circulated, to have that
di scussi on.

The issues in 5.7 should be famliar to the
Comm ssion. This is brand new. It is on page 27 of the
| onger text, or just the bottom of page 2 of the handout.
Formerly, there was a recommendati on that encouraged the
old OPRR to use other nmechanisnms in addition to the SPA
process. Because we are aware that the assurance process
is under revision, and there are new proposals for how
t he assurance process will work, both sinplifying and
shortening, et cetera, it made sense to us that NBAC
woul d be wise to make this type of recomrendati on, rather
than to just sinply encourage themto do sonething el se.
Let's see how well the whatever el se they are working on
is doing. So there is no editorial pride in the
| anguage. The essence was that this process should be
eval uated after a period of tine.
Ber ni e?

DR. LO Eric, to pick up on a point you just
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made, | am wondering if somewhere there should be a
recomendati on that we support and encourage the
sinplification and, you know, |essening of the burdens of
obt ai ning these assurances. | nean, many of our
recomendations, it seens to ne, are secondary to the
primary reconmendation that things have got to be sinpler
and, therefore, better. So, not just the 3, 4, and 5
that go into who gets to deternm ne what is equival ent
and, therefore, sinplify, but also, this recommendation
whi ch has to do with seeing whether those goals are
achieved. W need, | think, to declare our support for
t hose goal s sonewhere as a reconmendati on.

DR. MESLIN:. Bernie, were you suggesting that
that would be part of what is now 7, or a separate--?

DR. LO No, | would like to see that as a high-
up recommendation, that we want the sinplification
process sinplified and nade easier, while still assuring
adequat e protection.

DR. SHAPIRO | think that is, actually, an
i nportant point. | haven't thought through exactly where
it should come, but I think we often overl ook that issue
in sonme of the things that we discuss, and that is one of
the criticisms of all this, that things are unnecessarily
conplicated. Some things need to be conplicated, but

sone things are unnecessarily conplicated, and prevent,
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you know, ethically quite appropriate research from going
forward, just because the bureaucracy gets in the way.
And that is a point we need to nmake, and it is a high-up
poi nt, as you point out.

DR. LO But also, it is an assunption that
underlies a | ot of our other recommendations. | just
think we need to make it nore explicit.

DR. SHAPIRO. Right. Alex?

PROF. CAPRON: Well, you know, the urge to say
we shoul d back off of all of this, | synpathize with. It
is, however, true that on the donestic side, while this
is atime when, | think, Dr. Koski and others have an
opportunity to rethink the entire nechanism (and | take

fromhis testinony yesterday that he plans to do that),
at the noment, any thought that there should be |ess
oversi ght of, |ess encouragenent to good practices in,
and so forth, IRBs either donmestically or
internationally, strikes me as, perhaps, getting the cart
before the horse.

| mean, we do not now have a system whi ch has
been able to uniformy provide, even at very good
institutions, a comendabl e inplenentation of the
expectations for ethical human subjects research. And
while I do think that, if there are countries which have

systenms in place, that there is a certain, to use the
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word Alta used yesterday, need for conmity in treating
their systems, the notion that what we really want to do
is get all the regul ations out of the way, and make this
just as sinple as possible, | don't have the sense that
around the world, anynore than around the United States,
we woul d be happy with the results that would flow from
sinply stepping back.

Now, nmaybe | have m sunderstood your urge--

DR. LO No, | think that is a good point,
because | didn't state what | wanted to say clearly. |
t hi nk what we want to sinplify is the assurance process,
not back off on sort of oversight. | think, you know,

you are right, that we need to be very careful about the

| anguage we use, but | amtal ki ng about what now is,
generally, | think conceded to be a very cumnbersone
speci al assurance process that is very burdensone, but

doesn't necessarily provide substantive protection.

PROF. CAPRON: May |, M. Chairman, respond to
t hat ?

DR. SHAPI RO.  Yes.

PROF. CAPRON: In that line, | would agree, but
it would seemto ne that the major thrust of what we are
tal ki ng about is sonething that will come up, really, in
the report donmestically, because nost of the research

that we are still tal king about occurs donestically, and
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a change in the assurance process donestically ought to
lead to sinplification and have better nechanisms for
encouragi ng the right outcomes, and so forth.

| would, therefore, think that we should refer
readers, as it were, to our forthcom ng report. 1In other
words, here, rather than having a major recomendation,
it would be a matter of saying we note the plans for
revi sions that are underway; we encourage and appl aud
efforts to sinplify the assurance process; certainly,

t hat shoul d have an inpact internationally as well as
donestically, particularly making the assurance process
nore rel evant to international standards, rather than

sol ely the | anguage and procedural expectations of the
donestic system which we know is a stunbling bl ock for
getting those assurances. And the notion that that whole
mechani sm including its international side, ought to be
eval uated after several years.

But | would not be confortable going nuch beyond
that, because we really haven't explored what it would
mean to have something in place of the present assurance
system We just had hints from Dr. Koski yesterday about
what he was thinking of.

DR. SHAPIRO O her comments? Alta, did you
want to--? David?

PROF. CHARO Davi d was ahead of ne.
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DR. COX: So, | amsort of in between on this,
and let ne just tell you the feeling that | get from
readi ng these recommendations is that I don't want to be

t here, because it sounds |ike governnent, you know,
bureaucracy. That is what | see Bernie responding to.
On the other hand, | agree with what Al ex says.

So, what one can put in the recomendati ons that
is not there at all is some clue to the process of how we
are going to do this, and the way we are going to do it
is that there are going to be sonme overriding principles
on whi ch one makes these kinds of determ nations. Now, |
know that that is obvious to us around the table, but it
is not obvious to a reader that reads these
recomendati ons, because we just say do it, but we don't
give any clue to a structure behind how it is going to
happen.

So, how does one figure out what an equival ent
protection is? Well, it is because we have certain
principles that we hold fundanental, sone so fundanent al
that we won't even |let research be done in a place, you
know, if those principles are violated. So, that tone
doesn't conme through these recomendations at all.

Now, | realize this isn't very helpful in terns
of the specific, you know, word-smthing of them but I

think it is that lack of that feeling that is causing
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this, | believe, discussion between Bernie and Al ex.
DR. SHAPIRO Well, look, if we can find
appropriate-- | don't want to take any | onger on this

particul ar i ssue because we have to get on, but as |
tried to say carefully before, if there are things we can
see that are unnecessarily conplicated, not because we
want to relieve people of burdens they need to carry; we
want to relieve people of burdens they needn't carry.

Then, we ought to be sensitive to that. Wat we will

find, I don't know.
So, let's go on, because we just have not got
very much | onger.

DR. MESLIN:. Do you want to go to Alex's?
Because he has done sonme work on 5.3 and 5. 4.

DR. SHAPI ROL COkay. Has everybody got a copy of
that? People all got a copy? Just raise your hand if
you don't have a copy. Thank you.

Al ex, why don't you--?

PROF. CAPRON: Well, let nme just tell you the
intention. The intention was to summarize in one
sentence, the first sentence of 5.3, the notion of the
process, led by OHRP, and involving the other agencies
that would lead to the policy guidance, and nove forward
t he process of equivalent protection. By the way, | nake

no proni ses about that being the right section. It is
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what | got out of reading the report, and |I may have
msread it. So, please, sonmeone-- | didn't have the
regul ati ons at hand.

The second sentence is intended sinply, really
al nost descriptively, about the effect of a determ nation
under that policy guidance, and it is there-- It is in
t he passive voice. The intent is to say once such a
determ nati on has been nmade, then the federal agencies
treat the IRB, or the review body (I tried to avoid the
word "I RB") as equival ent.

Then, in 5.4., | took the next step to try to
say what is going to happen if there is a problemwth
this inplenmentation process, and OHRP becones explicitly

the | ead agency on this. Now, that we had tal ked about,

but I don't know that | summari zed everybody's view on
that. | thought we needed sonmething to shoot at. So,
that is what 5.4 tries to do.

Two steps then, policy and inplenentation.

DR. SHAPI RO. Thank you very much. Let's just
di scuss this. Carol, and then Bernie.

DR. GREIDER: | just have one question about
5.3. It doesn't seemto ne that it says who is making
the determ nation. The first sentence just tal ks about
setting forth criteria and a process, and the second

sentence says "once a determ nation has been nade", and |
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ask, "Made by whonP"

PROF. CAPRON: This is what | tried to address
right now This is, in effect, a description of the
effect of such a determ nation. The "made by whom' is
5.4, and the reason for doing that-- The second sentence
could become comrentary, if you are nore confortable with
that, and probably as commentary it could be massaged
even into several sentences. | nmean, why do we need such

a thing? Because if we have it, then once an agency has

made a determ nation-- Now, we could just say that "once
an agency has nade a determ nation", if that |anguage
woul d make you nore confortable.

DR. GREI DER: Could you put the second sentence
of 3 bel ow 4?

PROF. CAPRON: Well, the idea was what does this
policy guidance do? Policy guidance neans that if
i npl emented, there is an equival ency of the review bodies
t hat have been found by that country to neet its system
with our own MPA-qualified IRBs. And as | say, it may
just be that that sentence really should just be
descriptive comentary, because it is-- O maybe not.
O, to follow ny general sense, and the point you are
maki ng, maybe | should have witten it in the active

voi ce, and say, "Once a federal agency has determ ned--'

Woul d that make you--? | nean, | could certainly say--
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DR. SHAPIRO Let's-- W certainly have sone
options there, but let's try to focus in our discussion
here on the substance, the principles behind this which I
think are really quite clear the way Alex has witten it
al t hough, you know, perhaps it could be inproved.

| have a nunber of people who want to speak.
Bernie, Steve, Alta, and Larry.

DR. LO | think these revisions are very clear,
and | like them Again, | am concerned about trying to
step back a step, and it seens to ne that a basic probl em
is that the current existing authority to declare that
anot her country has equival ent protections has not been
acted upon. And | think what we want to say is, alot of
countries out there may well have policies in place that
are equivalent, and we haven't declared that, and as a
result, they have to go through--you know, people doing
research in those countries have to go through an
i ncredi bly cunbersone process, and that whoever has the
authority to do that ought to get on the ball and | ook at

t hese things, and say these countries have equival ent

protections, and naeke it easier to do research, because
we t hink subjects are being protected. It seens to ne
that is the preconception to which Alex's two revisions

give a very clear laying out of howto do that.

DR. SHAPI RO That is very helpful. Part of
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that, but not all of it, is in the text, and | think that
will help us think--

(Si mul t aneous di scussion.)

DR. LO And | tried to-- Did 1l give you
sonet hi ng on- -

(Si mul t aneous di scussion.)

DR. SHAPI RO Yes, | have that right here.

DR. LO Okay. That tries to--

DR. SHAPIRO And that will be hel pful. Steve?

MR. HOLTZMAN: Yes. | would like to second
Bernie's notion there, that the focus should be on the
substantive end that we are trying to achieve which is,
effectively, a certification process of other nations,
right? Because the rest of this is just because of the
way we currently have a systemw th different agencies.

Alex's draft of this that OHRP coordi nates--
And we could go stronger, and say it is inmportant to get

to the substantive, and OHRP take the | ead, and we

recomend ot her agencies follow their Iead. W could go
t hat way.

DR. SHAPIROC Alta?

PROF. CHARO: | think that what has been drafted
here works very well, but it is necessarily tied to the
current system and as it has been nentioned, that nay be
in flux. So, it is possible that this would be hel ped by
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having a recomendation next to it that anticipates its
goal s, but doesn't specify the mechanisnms so precisely.

It is, | think, alittle bit of what Bernie was
saying, if | may, sonmething that goes sonething |like "The
federal governnent should encourage and facilitate
international research to that end. It should help U S.
researchers to identify sites and coll aborators where
research can be conducted in a manner that satisfies the
following core ethical and procedural values”. And then
begins to pull out a list, so that we get to this
guestion of what constitutes substantial equival ence
wi t hout using that |anguage, and without tying it to
current regs. And on the list is things |ike independent
prior review, mnimzation of risk, favorable
ri sk/ benefit bal ance, ideally, adequate conpensation for
injury, individualized inforned consent from al
conpetent adults if the research is nore than n ninal
risk, things like that. And in that sense, set the
stage. And then, with sonme text saying if we were to do
it under current rules, we would recomend that this be
the way you do it, and | think, then, Alex's |anguage
gets very nicely to how we go about it. But it sets out
t he over-arching goals should those current rules change,
and if the system noves toward registration instead of

assurances, et cetera.
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DR. SHAPI RO. Ckay. Hel pful coment. | hope
you will give us the--so we can at |least review it
careful ly.

PROF. CAPRON: Can | just suggest--? | think
that is a very helpful comment, and in a way, it is a
fram ng comrent for the whole report, and | would put it
right up at page 3 of the first chapter. | nean, it is
at that point that we recite those three basic
princi pl es, and an over-arching recomrendati on that
recogni zes that the systemis in flux, and this report
contains a nunber of specific recommendati ons framed
within the present system but the goal is to-- And just
take the transcript and take Alta's paragraph and plug it
right in there, and make that a recomrendation right at
the first chapter. And that is, as you say, an
orienting, or fram ng--

PROF. CHARO W woul d need collectively to nake
sure that we are confortable with the particular list of
t hi ngs we have now identified and announced as core.

DR. SHAPI RO That is always a probl em whenever
you construct a list |like that, but we can find ways to
deal with that that don't focus on, you know, whether we
| eft out one, or forgot one, or sonething, and so on. So,
let's have the text, Alta.

Larry?
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DR. MIKE: Wit |ong enough in this group, and
you don't have an original thought.

DR. SHAPI RO That is ny strategy.

(Laughter.)

DR. MIKE: | was going to comrent basically
what Alta said, because if you | ook at the chapter, and
not the list of recomendations, these are obviously tied
together, and it needed sone-- Since many people are
just going to |look at the recomendati ons, they needed
sonet hing, and a statement such as what Alta said needs

to be done.

On Alex's two clarifying changes, | agree. But
Al ex, why did you put the weasel word "endeavor" in
t here?

DR. SHAPI RO. That is an editorial conment.

DR. MIKE: You sort of let the agencies out by
sayi ng they should endeavor, rather than they should do

it, uniformy.
MR. HOLTZMAN: It is a recognition of human
i nperfection, Larry.
(Laughter.)
DR. SHAPI RO I ncl udi ng our own.
Ckay. Tonf
DR. MURRAY: It is going to be hard to follow

that colloquy. This has been a very good di scussion.
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Thanks to Alex for drafting, and Alta for her useful
additions. | amnow getting a little | ess clear what the

status of Recommendati on 5.3 woul d be. Wuld it--? If

we are going to keep it as a recomendation, | would
still revise it in the sense that | would put-- W now
have two sentences, | believe? | would start with a

sentence that frames the broad principle that we want to,
you know, respect other nations who are, with integrity,
attenpting to protect their own subjects. So, we want to
do sonmething that frames it broadly. And then, probably
use a version of the current first sentence which says
under the current system this is how we would do it.

The third one reads |like a |legal contract, and |
think it would be at nost--could be broken up and just
added as comentary | ater on.

DR. SHAPI RO. Ckay, thank you. And | do want
to-- It is helpful that when these things are inserted
intext, it is hard to know whether you want that
i ntroductory | anguage in the text or in here, but that is
sonething we need to work on. But | think that is
hel pful .

DR. MURRAY: | think in the recommendation the
first sentence ought to be an enunciation of the general
princi pl e.

DR. SHAPI RO No, | under st and.
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DR. MURRAY: Not introductory text, but actually
t he | anguage of the recommendati on.

DR. SHAPI RO. Ckay, |ast comment on these,
because then we just have to go on.

PROF. CAPRON: Stinmulated by Carol's good
remark, |let ne suggest to you that if we have anything
like this, the second sentence of 5.3 nmight read as
follows: "Once a federal agency that sponsors
i nternational research has determ ned, pursuant to this
policy guidance, that a nation's human research
gui del i nes and procedures provi de quote 'equival ent
protection', review bodi es established or accepted by the
appropriate authorities in that nation may be treated by
t he agency as equivalent to a donestic | RB possessing a

valid federal MPA."

DR. SHAPI RO Ckay. If you would just give us
the | anguage, we will continue to work on the | anguage,
and | think we understand the general point.

| would like to spend-- (So, you will get that
| anguage from Alex.) | would like now to nove on to the
ot her recommendati ons we haven't even touched on, there
are only one or two, and just get sone initial responses.

| mean, we can't resolve all of this today, given our
time, but just get sone initial responses to it. Eric?

DR. MESLI N: Believe it or not, we have
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di scussed all but one renmining of the recomrendati ons,
and that remaining recommendation is 5.8: "lIndependent
revi ew of proposed research nust be conducted by an
unbi ased, conpetent body in the country where U S. -
sponsored research takes place. |In addition, independent
review nust also occur by the sponsor. |In the case of
U.S. sponsors, this review should be conducted in
accordance with U. S. research regul ations, or those
deened to provi de equival ent protection to participants.™
And then, we reference other recomrendati ons.
"Researchers should include in the research protocol
pl ans for facilitating comruni cati on between or anpbng
IRBs in the United States and col |l aborating countries.”

The principle that this recomendation is
supposed to illum nate is how nmany | RBs does it take--

DR. SHAPI RO. To change a light bulb.

(Laughter.)

DR. MESLIN:. --to allow research to go forward,
and which I RBs should they be. The first part of the
recomendati on says the host country's IRB has to review
this. How many others, and which others, have to review
it is the question that this recomendati on is supposed
to answer. The | ast sentence just makes sure that
everybody is talking to each other.

Now, just-- Go ahead.
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PROF. CAPRON: It seened to ne that the phrase
"U. S.-sponsored” in the second line is too narrow. |
woul d suggest that after the word "research” in the first
line, we add "subject to U S. regulations.”

DR. MESLIN. Right. That is-- Yes.

PROF. CAPRON: And then, drop the words "U. S. -
sponsored” and just replace it by "the". At the end of
the last full line, add "review bodies in". So, it says
"between or anong IRBs in the United States and revi ew
bodies in collaborating countries.” Again, not assum ng
that IRBis the right way to describe them

DR. SHAPIRO. As Eric has said, the issue here
is what do we feel are the m nimal requirenments.

Cbvi ously, people will have their own view as to whet her
they want to involve their IRBin a | ead or subsidiary.

| mean, there are all kinds of views individual countries
m ght have, but the question is, what do we feel is the
m nimal requirements to assure the ethical conduct of the
trial.

One recommendation here is it has got to take
pl ace at least in the host country. That seens pretty
straightforward, and I don't think any of us would
di sagree with that. The question is what else we want to
put in as mniml requirenments.

Steve, then Alta.



© 00 ~N oo o B~ w N P

N NN N NN P R R R R R R R R,
gag A W N P O © 0o N oo 0o M W N O

41

MR. HOLTZMAN: Question of clarification.
think the paradigmin mnd here involves a U S. -based
investigator with a foreign collaborator. Are there
cases where, first off, there could be direct federal
fundi ng of investigators none of whomare in the United
States, all right? 1In which case, who is the rel evant
internal review body in the U S.that we are referencing?

And second, to the extent that we want this to reference
out side of federal funding, and as a suggestion, for
exanple, to the private sector, or (inaudible) FDA-
mandat ed again, is there necessarily a donmestic nexus for
this in the US.?

DR. SHAPIROC Alta?

PROF. CHARO | amgoing to take the case of the
publicly funded research first, because it is alittle
bit easier. | would say that the answer to how many | RBs
it takes to change a light bulb is two: one in the
country where the research will take place, and one here
in the United States, so that we have both | ocal
conditions, and interpretation of U S. regulations
adequately covered by respective bodi es.

Wth the private sector--

MR. HOLTZMAN: (I naudi bl e.)

DR. SHAPI RO. Touch your button, Steve.

MR. HOLTZMAN: --stay on the feds. So, is a
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direct funding where it is the investigators, there is no
| ocal investigator, no U.S. -based investigator.

PROF. CHARO  So what you are contenplating then
is that having determ ned that there is a collaborative
site in Rwmanda that we have cone to know is reliable and
wel | -staffed, and has all the capacity necessary, we
woul d fund researchers at the University of Rwanda
t hrough a federal grant, and have only the Rwandan
university's own | ocal review board go through it, just

as if you were funding research at the University of

W sconsi n.

PROF. CAPRON: That is not coll aborative
research. There is no collaborator fromthis country,
just noney fromthis country.

(Si mul t aneous di scussion.)

MR. HOLTZMAN: Assume | amreally dunmb for a
moment. | am asking a question of whether there are any
cases where the United States funds research, human

subj ects research, where there is no U S. -based

i nvestigator invol ved.

DR. SHAPI ROL The answer to that is yes.

MR. HOLTZMAN: So therefore, who is the rel evant
| RB, who is the U.S. IRB, that is involved? That is ny
guesti on.

PROF. CAPRON: VWhat would be the U S. IRB? |If
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there is no U S. collaborator, if it is just U S.
dollars, then it would-- But the sane is true today. |
nmean, if CDC-- Not CDC. |f the Cancer Institute gives
noney to the University of Wsconsin for research, the
Cancer Institute doesn't run an IRB on it, they expect
W sconsin to do it, and if it is the University of
Abadan, and they are not sending U S. investigators from
W sconsin over there, there is no reason for the
W sconsin IRB to be invol ved.

DR. SHAPIROC: | think there is sone--

(Si mul t aneous di scussi on.)

PROF. CAPRON: --someone who qualifies for
Cancer Center noney, but they happened to be based in
Africa.

DR. SHAPIRO | think if | could just ask Steve
if I get the point he is making. The second sentence
here is what Steve is focusing on, | believe, and
correctly so. That is, the way this is witten, it
assunes that there is a collaboration, and Steve is
correctly pointing out that that is not necessarily the
case. My understandi ng of the way things currently stand
is in the case that you pose, that takes place in the IRB
in the country where this is taking place. And so, you
are quite right to point to that, that we have to

accommmodat e t hat .
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MR. HOLTZMAN: Right. And so then, what Alta
gave was an in-principle argunent about why there had to
be donestic reviewin the U S. --
PROF. CHARO It was assum ng a former
col | aboration that was not present--

(Si mul t aneous di scussion.)

DR. SHAPIRO | agree. You have nade a good
poi nt here. | agree.
Ton? Excuse nme, Alta is next. You are on ny

list then, Tom

Did you make your point already? | can't
rememnber ?

PROF. CHARO. \Who knows?

DR. SHAPIRO Tom let's go.

(Si mul t aneous di scussion.)

DR. MJURRAY: You can follow on whatever | am
going to say, Alta.

| magi ne the headline: "American-- U S.
Conpany, Pharmaceutical X, Pays for Research for Its New,
Dangerous Drug in Country Y Somewhere in the Devel opi ng
Worl d". Conpany X' s spokesperson says, "W didn't have an
American investigator. W relied on |ocal people for the
wor k, and so therefore, all of the review and ot her
requi renments of this conm ssion report are irrelevant to

us.
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PROF. CAPRON: No, they are not. They would
have to be rel evant.

DR. MURRAY: | amjust telling you what the
spokesperson will say. | amnot saying that it is al
correct.

PROF. CAPRON: But the FDA--

(Si mul t aneous di scussi on.)

DR. MJURRAY: But there would be no U.S. IRB
review. Would the FDA require a U S. IRB review? |
don't think so.

PROF. CHARO  The FDA wouldn't require a U S.
|RB review. It would require that whatever review
process was used was one that met the FDA' s standards

which we, in an ideal world, know would incorporate al

of the brilliant recommendati ons that we have nade here.

DR. SHAPI RO And maybe sone of the ones that
aren't so brilliant.

DR. MJRRAY: So, that is how we would catch
them |If they wanted to nmarket it back in the U S. ?

DR. SHAPI RO That is right.

DR. MURRAY: |f they want to market it back in

the U.S., then we wouldn't have that--
(Si mul t aneous di scussi on.)
PROF. CAPRON: That is true today.
DR. SHAPI RO. True today. Still true.

45
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Ckay, any other comments? | still want to focus

Sure, Tonf?
DR. MURRAY: | was just struck by the phrase
whi ch woul d have--in the second |ine of the

recommendati on, that the review "nust be conducted by an
unbi ased, conpetent body in the country", and who could
di sagree with those words, that the review body should be
unbi ased and conpetent? A cynical person in another
country could say, well, you know, U S. commttees are
generally the creation of the institutions who are
getting the noney to do the research. Are they unbi ased?
So, it could be turned back agai nst us. And
secondly, | think if we were going to say this, we need
to somewhere in the report el aborate what we nmean by
unbi ased and conpetent, or else it will be taken as a
ki nd of arrogant claimby a country that may not be so
clean on its own regard.

DR. SHAPIRO | guess-- | amsorry. David?

DR. COX: This is on a different question, so

did you want-- Go ahead and nmke your point.
DR. SHAPIRO Ckay. | am wondering if the
Comm ssion has-- There is a kind of nulti-center trial

anal ogy in international collaborative research to the

multi-center trial issues that we have in this country
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regardi ng whet her or not there should be |ead | RBs, or
how many | RBs you need; does everyone have to have their
| RBs, and so on. That whole issue just plays out again
here. It is really in principle the sane issue.

Do any commi ssioners feel that issue itself, in
the context of international collaborative research, that
we need, or should, say sonething about that? Do we have
anything to say about it? |Is that something we shoul d
try to work on?

Davi d?

DR. COX: So, this had to do with ny point. MW
answer to that question is yes. And the part of this
recomendati on that says "researchers--", and | have made

this point in previous neetings of the Conm ssion,

"researchers should include in the protocol plans for
facilitating commnicati on anongst | RBs". How?
You know, | mean, | have been in that situation.
It is alnmost inpossible to do. So, that is putting--you
know, requesting researchers to do something w thout
giving a plan of how they are going to acconplish it.
So, it falls into exactly what you are saying, Harold,

which is that you want to facilitate all these different
things, but that it is not clear the process by which you
are going to do it at all. To ne, at |east.

DR. SHAPI RO Larry?
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DR. MIKE: Well, the Iast comment that Tom nmade
rai ses some issues for ne on this recomrendati on, because
if we ook at it in light of the discussion we had on 3,
4, 5, and 6, | believe, 3, 4, 5, and 6 | ook toward
assuring that the IRBs in the foreign country, the host
country, does neet this criteria of an unbi ased,
conpetent body, yet | assunme that we still conduct
research in countries where they may not have that, and
that there is a body there that reviews it, and there is
a body in the United States if it is a sponsor that does
it. This recomendation puts us in a dilemm then,
because how are we going to proceed with research in
t hose countries which have not net the test of our prior
recomendations, and still come out with ethical
research?

DR. SHAPIRO | presune we do it, the | ast
coupl e of years, through the Single Project Assurance
mechani sm which | believe could allow that to go ahead
if a particular location can convince us that they--

DR. MIKE: All | amsaying is that the way it
is currently witten, follow ng those other
reconmendati ons- -

DR. SHAPIROC: | understand

DR. MIKE: --would naturally follow that they

have nmet these, and so we are going to--
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(Si mul t aneous di scussion.)

DR. SHAPIRGC: | understand
Ber ni e?
DR. LO | think the issue we are running up

against is the different |levels of review we want to see
in place. On the one hand, we are saying countries
shoul d have policies that are equivalent to the U S.
policies, or adopt international standards, and that, |
take, is what 3,4, and 5 are about, certifying the
country's sort of ethical principles, so to speak. There
is a whole other issue of what is the IRB going to do in
a country that has good principles. 1|Is the IRB going to
apply themw th wi sdom and di scretion the way we woul d
hope an IRB in this country would? And here, | think we
have to say there is a real issue, that we may think the
princi pl es are good, but we have no evidence as to

whet her 1 RBs any place in the world, even in this
country, are really doing a good job working at those
princi pl es.

And so, you know, we are tal king about
certifying IRBs in this country sonehow, we don't know
how we are going to do it yet. G ven that skepticism
about how our own U S. IRBs work, it seenms to nme one
could have sim |l ar skepticismabout |IRBs in other

countries. And see, that, to ne, is where the rub is.
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Even if you know that the country's principles are good,
you have just certified the country. You haven't
certified the IRB in any way, and that is where, | think,
Tom s headline will cause troubles, because there are
going to be allegations raised that the |IRB was pretty
nai ve, and i nexperienced, and not very good at doing its
j ob protecting subjects.

Because of that concern, do you want to put on
an extra sort of over-the-shoul der second opinion | ook in
a foreign country, where you wouldn't necessarily do it
in this country unless there was sort of cause directed
at the institution?

DR. SHAPIRO Alta? Then we are going to have
to close this discussion.

PROF. CHARO Bernie, | think the difficulty you
raise is extrenely inportant. | think it also dovetails
with yesterday's conversation about what recognition of a
foreign country's policies really means, because the
notion of comty is that, once you have recogni zed t hat
governnment's authority, you have recognized their
authority not only with respect to their principles, but
with their ability to inmplenment those principles.

Now, in the United States, we put down certain
ki nds of procedural requirenments with regard to the IRB

operation so that there is that second | evel of
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protection, and those procedural rules include things
i ke adverse event reporting, and continuing review, and
then all the paper work requirenents that annoy people so
much, the m nutes, and the quorum votes, and all that
stuff. And we can certainly list those things that we
think are essential procedural safeguards that help to
ensure that policies are inmplenented nmost of the tinme in
a way that is acceptable, but |I don't think that we want
to be in the business of not only having to recogni ze a
foreign governnent's approach to human subj ects
protection, but also in individually certifying each
i ndi vidual researcher, because like | said, it is |ike
recogni zing New York State's ability to marry people, and
then having to individually interview all their judges.
| mean, you will never sinplify and streanline the system
if you are going to go that route. There has to be sone
degree of trust in the other governnent, and that is what
t he capacity-building recommendations are all about.

DR. SHAPIRO It really is an issue, and | don't
know that we will resolve that issue, but it is an
i nportant issue. W have to find some way of
hi ghlighting it, focusing on it, not letting it pass us
by, even though we may not be able to fully resolve it.

OCkay, we are going to have to end our discussion

on this particular topic now. Wiy don't we take a five
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or seven mnute break before the panel-- Yes, Eric?

DR. MESLIN: Since this is the last tine at this
neeting we are going to talk about the International
Report, | just wanted to give you the tinmetable and
homewor k assi gnments, lest we forget them |If you have
mar ked up, edited copies of the chapters, please hand
themto Alice or me or the staff before you | eave today.

I f you have them el sewhere, send them i nmmediately.

Secondly, we will be sending around the proposed
edits to the recommendations for 4 and 5 that we have
been di scussing the |ast couple of days. W wll try and
do that within the next 24 hours to you, and pl ease |et
us know if they meet your approval. And then, you wil|
see revisions to the text of 4 and 5, hopefully, within a
week or so, with the goal of getting these five chapters
and recomendations into the public comrent process

within, as Harold said, 10 days plus or mnus a few days.

| can't give the public who is here the exact
date that the public comment period will start. It wll,
hopefully, start, you know, on or about the 20, 21st,

22nd of Septenber, which is 10 days from now, but
understand that it may take another couple of days, but
our process will kick in 45 days of public comment as

soon as we are done.



© 00 ~N oo o B~ w N P

N NN N NN P R R R R R R R R,
gag A W N P O © 0o N oo 0o M W N O

53

And that is all.

DR. SHAPI RO Okay. Let's reassenble at 9:15.

(Wher eupon a brief recess was taken.)

DR. SHAPI RO. As soon as everyone is stoked up
with an adequate amount of caffeine, we will get
under way.

PROF. CHARO  No such thing.

DR. SHAPIRO It is probably not strong enough
for you, Alta, right?

We have two panels that we are going to hear
fromthis norning which are dealing with subjects which
are directly relevant to our Oversight Project, one
dealing with privacy/confidentiality, and the other
dealing with quality control, and with respect to the
first panel which we are going to turn to right now, you
have al so seen papers whi ch have been presented to us,
and we want to wel cone back Professor Sieber who has been
before this conm ssion before. It is marvelous to have
you here again. Thank you very much. And al so, of
course, Janlori Goldman, welcone. It is a great pleasure

to have you here this norning.

So, let's just launch directly into the panel.
We have schedul ed-- Again, we would like to keep this to
about an hour, so | will ask you to keep your
presentations in that context, since we do want to | eave
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pl enty of tinme for commi ssioner's questions that they may

have. And | think the way we will proceed is that we
will start with Professor Sieber, and then | would Iike
to go directly to Professor Goldman, and then we will go

fromthere, because | don't want to use up all our tine
on one of these things, which can happen.
So, Professor Sieber, please. Press the button.
Oh, you want also the overheads. They have to be
rel oaded, | am afraid, or sonething has to happen. | can

turn ny gl asses backwards. Maybe that will--

(Si mul t aneous di scussi on.)

PROF. SIEBER: They need to go in upside down
and backwar ds.

DR. SHAPI RO M students once pointed out to ne
that | could only m splace these slides so many different
ways, and | said that is true, providing | don't repeat

the sane m stake an infinite nunber of times.

PANEL 11: PRI VACY/ CONFI DENTI ALITY

PRESENTATI ON BY JOAN E. SIEBER, Ph.D

PROF. SI EBER: Okay, well, let nme begin, and
presumably nmy slides will catch up with me quickly.

Good norni ng, and thank you very nuch for
inviting nme. It nmay please you to know that | am not
going to summari ze the whol e paper. Rather, | am going

to summari ze the main problems and the recomended



© 00 ~N oo o B~ w N P

N NN N NN P R R R R R R R R,
gag A W N P O © 0o N oo 0o M W N O

55
solutions, and then, within the solutions which | won't
go into in detail are really all of the elements of the
paper.

As you know, my enphasis is on the need for
clarity and for education. | have tried ny
recomendati ons out on many | RB nmenbers, and all agree
t hat researchers and I RBs need nore education, not nore
regulations. And | would like to add that they have all
told me that they are so concerned that they feel
nm cromanaged, that commobn sense has gone out the w ndow,
because so frequently regulations do not really fit the

specific circunstance.

(Slide.)

The Common Rul e does not define-- Ah, good!
Progr ess!

DR. SHAPI RO  Caught up.

PROF. SIEBER: The Conmon Rul e does not define
privacy, although it has a section called "Definitions".
The | RB Gui debook, in Chapter 3, page 27, does a hal fway
good job. It defines privacy as having control over the
extent, timng, and circunstances of sharing oneself

physi cal ly, behaviorally, or intellectually.
But it is naive and ethnocentric in instructing.
"Deci de whether there is an invasion of privacy by

basi ng your decision on your own sense of propriety, and
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the circunstances of the study."” This advice is
sonetimes okay, but it is pretty amateurish. It presumes
nore sophistication than the IRB nay have. But this is
under st andabl e. Before Web-based education, the task of
conmuni cating in detail with researchers and | RBs about
judging privacy interests of others would have been

really daunting.

(Slide.)
Presunmabl y, everyone knows what privacy is. It
is a wrd we toss around a great deal. The existing regs

and gui debook offer no suggestions for hel ping a
researcher who seens insensitive to the particular
research popul ati ons' sense of privacy. There are tools
for learning what is private to others who are situated
differently fromoneself. |If a researcher's seat-of-the-
pants judgnment about invasion of privacy fails, the IRB
needs to require the use of relevant tools. |If the IRB
and the researcher |ack such tools, both subjects and the
research may be at risk. Even the researcher nmay be at
risk.

(Slide.)

VWhen a subj ect responds to something that he
percei ves as an invasion of privacy, there are various
things that he m ght do. W all have ways of protecting

our privacy. He could decline to answer, which we have
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told himhe can do. More likely, though, if he wants to
appear polite, he will lie, which provides great data, of
course. He may be evasive; he may quit the session; or
he may reveal nore than intended and then worry about it
a great deal

The researcher would do well to respect personal
privacy.

(Slide.)

But that is not easy. Let's |look at our own
sensitivities. What is private to you here today at the
Comm ssion differs fromwhat is private to you el sewhere
at another tine. It depends on where we are on an issue,

on our nood, on our recent past experience, and so forth.

These unpredictabl e and soneti nes ephener al
i ndi vi dual differences are handl ed through informed
consent. \here privacy is an issue, relevant attention
shoul d be given to the way informed consent is worded,
and nmore inportantly, how it is delivered. W all keep
sayi ng informed consent is not a consent form and you
bet it isn"t. It needs to be delivered with a real
under st andi ng that you nay be dealing with very personal
sensitivities, and there is nothing in the regs that
tal ks about your body | anguage, conprehensi on, and so

forth.
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(Slide.)

Apart from our own individual idiosyncratic
senses of privacy, there are nmpjor differences between
popul ati ons in what they consider private. And as it
says on the slide there, gender, ethnicity, age,
soci oeconom ¢ status, education, ability |evel, social
and verbal skill, health status, |egal status,
nationality, intelligence, many things relate to what we
consider to be our privacy interests.

There are many tools for finding out what these
interests are, but those tools are rarely used.

(Slide.)

Thus, researchers and I RBs often rely on their
own sense of propriety. And | really want to enphasi ze,
this sets an ethnocentric, capricious, and inconsistent
standard for respecting privacy.

(Slide.)

A useful definition of privacy in the regs is
one that is really quite general and sinple. It mght
be-- This would be in the definition part of the regs.
"Privacy refers to persons, and to their interest in
controlling the access of others to thenselves. For
exanmple, via infornmed consent.” This definition suggests
t he dynami ¢ and subjective nature of privacy interests.

The regs should refer readers to other sources for
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further elaboration on how subjects and researchers
regul at e access.

(Slide.)

Peopl e regul ate the access of others to
t hensel ves irrespective of whether a researcher is
sensitive to their privacy, but they don't always do it
in a way that protects thenselves, or that fosters valid
research. So, the researcher has a very inportant role
to play in providing and comrmuni cating the appropriate
respect and appropriate protections.

(Slide.)

As detailed in the paper, there are many ways to

| earn about and respect the privacy of subjects, and |
won't go into detail here. But they include, of course,
i nfformed consent, know edge of the subject's culture,
rapport, and sensitivity to the individual, having
research associates fromthe culture that you are
studyi ng who can be really good informants on cultura
determ ners of a sense of privacy, and extensive
consultation with appropriate professionals and peers of

t he subjects.

(Slide.)
Now, here is the real clincher. Mbst research
met hods courses do not teach this materi al . A critical

problemis that npst research nmethods courses and
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t ext books don't teach you how to understand privacy, or
to assure confidentiality. Many scientists still take
the "get data" approach that ignores the subjective
sensitivities of subjects, and so, of course, then, the
data they get isn't very good. Textbook publishers focus
on what professors want. The relevant literature that
researchers need in order to know how to protect privacy
and confidentiality happens to exist in rather out-of-
t he-way applied research journals, and a fewreally
excel l ent books, the very best of which currently is out
of print, and that is Boruch(?) and Cecil Assuring the
Confidentiality of Social Research Dat a.

(Slide.)

In short, the regs are no help, the IRB

Gui debook is naive, and research training is inadequate.

(Slide.)

But there are solutions in sight.

The Common Rul e al so does not define
confidentiality. | will be briefer here. The problens
are much the sanme as for privacy.

(Slide.)
The CGui debook assunmes, or hopes, that there is
| RB expertise concerning mechani sms of assuring

confidentiality. | have given a |lot of |IRB workshops,
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and | have never quite found that nmenber who knows a
great deal about this.

(Slide.)

The CGui debook does not even hint at the
mul titude of techniques for protecting confidentiality,
at their advantages and |limtations, how they are
appl i ed, or how sone of the nore sophisticated nethods
which are fairly arcane, just m ght cone in very handy.
One is left thinking that there is just a handful of
conmon sense techni ques when there is so nuch nore.

(Slide.)

The literature on these techniques is scattered
in applied research and applied statistics literature, so

the poor IRB chair, or staffer, who seeks to find these

literatures, interpret them and nmake them avail able to
the IRB and to researchers, just can't do it. They need
a | ot of help.

(Slide.)
There are other conplications. There are
continual changes in issues. Let nme just nention three.
El ectronic nedia rapidly change and chal | enge
confidentiality. Keeping pace with this is a big job,
and this isn't the kind of literature that the average
researcher or the average | RB nmenber readily reads or

under st ands.



© 00 ~N oo o B~ w N P

N NN N NN P R R R R R R R R,
gag A W N P O © 0o N oo 0o M W N O

62

Rel evant state and local laws are rarely tracked
or interpreted by nost |RBs.

Al so, increasingly, data sharing is being urged,
and data audits are occurring. These need to be planned
for in special ways, and each researcher shouldn't have
to reinvent procedures of planning for these.

(Slide.)

Let me give you a suggested definition of
confidentiality. "Confidentiality is an extension of the
concept of privacy. It refers to data, (that is,
identifiable data about a person), and to agreenents
about how data are to be handled in keeping with

subj ects' interest in controlling the access of others to
i nformati on about thensel ves."
As you will see, this definition is further

enhanced when we get to the informed consent requirenent

that | am going to recomend.

(Slide.)

The proposed definitions of privacy and
confidentiality bring with them a need for changes in

i nformed consent requirenents, and al so, a need for
educati onal resources that would be available in a user-
friendly formon the Internet, kept up to date, and
tailored to each institution by its IRB

(Slide.)
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| nformed consent is integral to privacy. Hence,
regardi ng privacy, the inforned consent el enent
concerning risks would be nmodified as follows. In CFR
46. 116 (2) in parentheses, "A description of any
reasonably foreseeable risks or disconforts to the
subject--", then we would add "including possibly
unwel cone seeking or presenting of information or
experiences; that is, possible invasions of privacy."”

(Slide.)

Regardi ng confidentiality, the consent statenent
woul d be changed to--just entirely changed. It should
direct the researcher nore exactly. Since anonymty is
hi ghly desirable where possible, it needs to be
specifically nentioned. The recomended new el ement
woul d read: "A statenent of whether and how data will be

rendered anonynous, or a statenment describing the

conditions of confidentiality of identifiable data, who

wi |l have access to such information, what safeguards
will prevent or reduce the |ikelihood of unauthorized
access, and what unavoi dable risks of disclosure may

exist."”

That definition doesn't let the person think
that confidentiality is just promsing you won't tell
ot her people. It inplies the nore sophisticated issues.

(Slide.)
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The educational resources would be on Web pages.
They would be formatted with the help menu, nuch |ike
the help nenu on your word processor, so that information
woul d be found via a table of contents, and an index.
There is a big Wb site and a little one. The
bi g page woul d be a user-friendly resource for everyone,
researchers, IRBs, and teachers of research nmethods who
wanted to turn it into curriculumfor their courses. It
woul d be user-friendly, and also, | really want to
enphasi ze nmy recommendati on that it be non-regul atory,

t hough the IRB could treat parts of it as requirenments at

their discretion. The rationale for this is that
institutions are irrationally--(well, not irrationally
given the penalties), are very fearful that they wll

i nadvertently do sonmething that will get their research
cl osed down by OHRP. They are notivated nore by fear of
violating a regulation than by a sense of ethics and
intelligent interpretation. They have a sense of ethics;
they are not allowed to use it. This nmust be avoi ded.

(Slide.)

The initial contents of the big Web page woul d
be all the topics included in ny paper, perhaps, would be
how to handl e inforned consent with links to rel evant
topi cs, how to develop a protocol with links to rel evant

topi cs, and any other topics deened appropriate.
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(Slide.)

Just to give you sone sense of what some of the
contents m ght ook |like, there would be guidelines for
"“et hical proofreadi ng" of case study material to prevent
harm assum ng that your cover is blown, that all of your
efforts to mask identity get seen through. How do you
limt any harn? Something |ike how to obtain a
certificate of confidentiality, and what that covers and
doesn't cover. Federal |aws governing school research;
tips on respecting privacy and ensuring confidentiality
in Internet research; uses and nethods of inter-file
i nkage; tips on handling mandated reporting issues.

Just as exanpl es of sonme topics.

(Slide.)

Very briefly, the devel opers of this docunent
woul d be experts, researchers from various disciplines,
and experienced IRB folks, with input fromthis
comm ssion, and OHRP. The work woul d be comm ssi oned,
overseen, and edited by a standing commttee of
speci alists and representatives of this comm ssion and
OHRP. There would be a Web master appointed to create
and maintain the Web. As it approaches conpletion, it
woul d be reviewed by I RBs and researchers who vol unt eer
to be involved.

This would be an iterative process. |ssues
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change, technol ogy changes, and inprovenents woul d be
suggested. The Web woul d al ways be a work in progress,
an evol vi ng docunent.

The little | RB Web page woul d instruct each | RB
how to tailor the big educational resource to their
institution by putting |ocal information on their own Wb
page, and linking it to the big Web. This would be
mandatory. While the big page would not be consi dered
regul atory, | would propose that IRBs be required to use
the big page, and to tailor it as suggested on the little
page.

(Slide.)

(Slide.)

The little Web page woul d provide guidelines on
how the I RB m ght appraise its need for |ocal expertise,
devel op workshops and materials for its clientele, select
and devel op new resources for its clientele, organize and
format the | ocal Web, and communicate with their
institution's Web master, and update the |ocal Web.

(Slide.)

The overall goal here is to provide the
resources, guidelines, and context for |IRBs, researchers,
and students to engage in rational, sophisticated
approaches to respecting privacy, and assuring

confidentiality.
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(Slide.)

And as befits professionals, wthout fear of
violating, or seeming to violate, federal regulations.

(Slide.)

Thank you.

DR. SHAPI RO. Thank you very, very much. W
will come back in a few nmonents with questions.

| would like nowto turn directly to Ms. Janlori
ol dman. Once again, welcome. W |ook forward to your
remar ks.

PRESENTATI ON BY JANLORI GOLDVAN, J.D

MS. GOLDMAN: Thank you. Thank you very nuch
for inviting me to be here this norning, and | want to
al so thank the commi ssion for comm ssioning a paper from
us. It forced us to sit down and do a rigorous study
whi ch we had nmeant to do for a while, and there is
nothing |like having a deadline to get you to do that.

| want to acknow edge Angel a Choy who is sitting
here to nmy right, who works at the Health Privacy
Project, and who is the co-author on the paper, and who
serves many different functions in our organization since
we are only about four fol ks, as a senior researcher, and
Web master, and field director. And when we have a
chance for sone give and take, she nay be able to answer

your questions better than | can.
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Before | get into talking a little bit about
what we did in our paper, | wanted to just talk a little
bit about the Health Privacy Project which | direct, and
which | created a nunber of years ago, and which is
housed at Georgetown University. The project is
essentially focused on trying to ensure that privacy is
protected in order to inprove the quality of care, and
access to care, and we have been involved in a nunmber of
studies that | ook at exactly what Dr. Sieber was talking
about, which is the inpact of not protecting privacy in
the health care environnment, what are the consequences.

And so, we have seen that there is a direct
inpact in terns of people being afraid to share openly
with their health care providers, that people are giving
i naccurate information in order to shield themselves. In
sone instances, they are obviously paying out-of - pocket
to avoid having a claimsubmtted, and in the worst case
scenarios, they are avoiding care altogether. | am sure
that many of you are already aware of this in terns of
anecdotal, but what we have tried to do is to create an
enpirical basis for understanding this so that we can
t hen use that in making sone policy decisions down the
road.

I n our paper, we essentially surveyed the | aw

related to research and confidentiality. W | ooked at
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policy and ethics, and we made a nunber of
recomendat i ons. | think that a number of things
t hat have al ready been said this nmorning are inportant
here, but | want to just el aborate that when we are
tal ki ng about confidentiality in research, there is very
little guidance in the Comopn Rule itself, and sone
gui dance in the OPRR Gui debook. But essentially, the
Common Rule was not witten with an eye toward addressing
confidentiality and privacy concerns. So, whatever is in
there, I think we are trying to read between the |ines,
we are trying to pull something out of it that doesn't
currently exist.

So, we not only have a | ack of guidance in the
regul ati ons, we al so have a | ack of expertise and
resources at the IRB level, and at the association |evel,
because there has been no incentive to develop it. So,
it is not necessarily that people are insensitive, or
that they are intending to do harm or that there have
been m stakes that are being pushed aside. It is that
there is no legal incentive even if there is an ethical
incentive to address confidentiality.

Now, in a clinical context we have seen that it
is addressed probably to a greater extent, to a nore
t horough extent. But in just participating in an

I nstitution of Medicine study that was chaired by Bernie
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Lo, in looking at confidentiality in health services
research where you don't necessarily and don't usually
have direct contact with individuals, and the use of the
information for research is secondary, confidentiality is
not addressed. It is not addressed by institutional
review boards; it is not addressed by researchers in any
ki nd of a conprehensive way. And it is certainly not
addressed, | think, sufficiently by those that are giving
the information out for health services research

So, | would argue that we do need regulations in
this area, not because | am necessarily a proponent of
t he heavy hand of government coming in and telling
researchers and institutional review boards what they
shoul d do, but because that is the necessary trigger to
begin to devel op the resources, the guides, the rules,
the training that has to happen in order to begin to
address confidentiality.

Now, because the Conmmon Rul e had not been
written, obviously, with an eye towards confidentiality,
and this has been an enmerging issue in the |ast few
years, the Congress and the Secretary of HHS is
attenmpting to craft a set of rules that will change the
way that institutional review boards address
confidentiality, and we do go into this in our paper, but

| want to spend just a few nonments on it.
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I n about three or four weeks, maybe five weeks,
dependi ng on who you talk to, the admnistration will be
issuing a set of health privacy regulations. They wl|
be the first ever nearly conprehensive privacy
regul ations to be issued at the national |level. And
whil e they do many things, they essentially will cover
heal th plans and health care providers as they use
identifiable information. And they will affect directly
researchers that are getting access to identifiable
information fromthose providers, and fromthose pl ans.
Researchers that are acting independently, and gathering
information in an i ndependent context, in other words,
not with a dual role as a health care provider, or not as
receiving the information fromwhat is being considered a
covered entity, would not be covered. But let's put that
aside for a nmonent, and just tal k about what changes may
occur, because | think they may-- M hope is, anyway,
that they will have a ripple effect in the research
conmuni ty.

VWhat the adm nistration is proposing inits
draft regulations is to do two things: one, to expand the
scope of coverage of the Common Rule; that it will no
| onger only apply to federally funded research, but wll
apply to all research, regardl ess of the source of

funding. And the second nmajor change is to add four
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additional criteria to the Conmmon Rule to specifically
address confidentiality. And while you could argue that
the existing criteria that are there that need to be
applied by the institutional review boards in the event
that informed consent is waived, and the four criteria
there are what need to be waived in order to justify
wai ving i nformed consent, the additional four criteria
are meant to address confidentiality specifically.

And | just want to quickly go over them because
| think that they are inmportant in trying to understand
what it is that the admnistration is trying to do here.

Now agai n, these are draft proposals, and we don't know
what the final wording will be. But to add to the
existing four criteria the four new criteria, the
proposal is that the IRB would | ook at: whether or not
the research could not practicably be conducted (and
again, that word "practicably" is consistent with it
bei ng used earlier in the Conmon Rule) w thout access to
and use of the protected health information (the |IRB
woul d have to assess that); the research is of sufficient
i nportance so as to outweigh the intrusion of the privacy
of the individual whose information is subject to the
di sclosure; there is an adequate plan to protect the
identifiers frominproper use and disclosure; and there

is an adequate plan to destroy the identifiers at the
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earliest opportunity consistent with the conduct of the
research, unless there is a health or research
justification for retaining the identifiers.

Now, | do not expect that if that is finalized,
that IRBs and IRB nenbers will | ook at those new criteria
and say "Ah! Here are sone new criteria. Let's go
t hrough and check themoff." There is going to have to
be, | would say, very substantial training, resources
devel oped. | am hoping that OPRR woul d take the lead in
that, but that the associations that work with
researchers, and work with IRBs, will be very involved in
devel opi ng a set of consistent resources and gui dance in
terns of howto apply the new criteria.

One of the other things that is interesting
about what the adm nistration is proposing is to allow,
particularly for non-federally funded research, to allow
sonething called a "privacy board" to essentially mrror
or replicate the institutional review board. There has
been sone resistance, as you m ght imgine, on the part
of the private sector to always having to go through the
formal I RB process, and so, there is something called a
"privacy board" which would be allowed to be devel oped by
that private sector research institution to review the
confidentiality concerns.

| think that there is a weakness there in that
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that entity would only be constructed to assess privacy
and confidentiality, and so, the other ethical issues,
and the other issues of protecting human subjects, would
not be addressed by that privacy board, and would fall by
the wayside. So, it would essentially create two
different systems of review. But that nmay be where we
are goi ng here.

The recommendati ons that we make in our paper in
ternms of how privacy and confidentiality can be better
addressed hit a nunber of points that have already been
made by other committees, conm ssions, by the
adm ni stration. Sonme of them are already enbodied in the
| OM report that was just released on health services
research and confidentiality, and by a report that we did
| ast year on best principles for health privacy. Thanks
to Bernie who chaired that, we were actually able to find
sone conmon ground anong some pretty diverse groups on
where to go in the confidentiality area as it relates to
research.

But essentially, our recomendations are focused
on having privacy and confidentiality be considered a
central elenment in the designing of a research protocol,
and in the initial review by an IRB, as well as the
ongoi ng review, that the issue should be front and

central along with a nunber of other ethical issues that
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are already being addressed, and it should be built into
t he proposal, and built in to the review

We, obviously, and | have said this a coupl e of
times, but | think it is critical to the success of
having confidentiality handled in the research context,
we need resources for training, for support for technical
assi stance. | am hoping that this would come, again,
from OPRR, that NIH would be directly involved, that the
associ ations would do this.

But | would recommend something a little bit
di fferent than what you heard earlier. | think that the
gui dance in this area, and the technical assistance,
needs to be uniform it needs to be consistent. | think
t hat one of the problenms that we could run into is
allowing institutions to develop their own unique type of
gui dance, and type of regulations in this area. W
really need some consistency and uniformty, and we need
to encourage individual nmenbers to devel op expertise in
these issues so that it is not just are you keeping the
records in a locked filing cabinet, but that someone has
sone expertise in talking about renoving identifiers.
What does it nean to create non-identifiable information?

That is not a sinple issue. It is not easy to devel op
expertise in that area, but there are resources avail able

t hat could gui de soneone in that process.
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| think the greatest benefit to having this

front and center is that the question will need to be
asked by researchers, by IRBs, by individuals |ooking to
participate in a research project: Do you need
identifiable data? W don't ask that question now.
There is no legal incentive (and again, | focus on that
because that is often the incentive that works) to ask do
we need identifiers for this particular project. And if
we don't, let's have themrenmoved before the informtion
is received. O if the resources aren't available on the
part of the disclosing entity, then once the information
is received, let's renove the identifiers that are not
needed for the project. You mnimze risk in that kind
of a situation, and you don't then have to worry about
how the information m ght be used |ater, once it is out

of your hands if, in fact, it is ever out of your hands.

One of the things that | think has been very
troubling for the public, and has certainly been
troubling for us in |ooking at this is that we don't
guestion the intentions of researchers or institutional
revi ew boards that are assessing confidentiality. |
bel i eve that people want to do the right thing in this
context, and that everybody has altruistic notives. But

what we have seen is that once information is gathered,
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and it is available in an easy to use form and
electronic form that it is organized, that the
researcher has done this stellar job in making the
i nformation usabl e across the database, or across the
file, it becones extrenely tenpting to use it in another
cont ext . And we have seen that with the
Fram ngham study, that those individuals that gave their
consent to participate in an ongoing research project are
now bei ng subj ected, and may be subjected, to having
their information used in a different context. And it is
an afterthought to suggest that we are going to go back
and get consent, and that we are going to try to renove
identifiers, but we are not really sure what that neans,
and that these issues have to be addressed at the outset,

and not after the fact once we have decided that this is

in some ways an irresistible tenptation, and we want to
be able to use the information for another purpose.

And so, that is really, | think, the | arger
piece that is mssing fromthis debate, is that we
haven't yet institutionalized a way of addressing privacy
and confidentiality up front. | am hopeful that once we

do have a set of enforceable rules, and that they are
applied across the board, and individuals don't worry is
this a privately funded project? is this a federally-

funded project? do the rules apply? do they not?, that
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they will have some assurance the information is going to
be held in a confidential way across the board, and they
won't have to worry about whether to be honest, they
won't have to worry about whether to share information
fully, or that it m ght be used to deny them i nsurance,
or enmploynment, sonmewhere down the road, that it m ght
become an irresistible tenptation, and that we can then
have better confidence in the integrity of the data.

Ri ght now, where people are |eaving information
out, where they are failing to participate, where they
are providing inaccurate information to researchers, we
don't know where that information is unreliable. W have
no way of measuring where people at the outset, either
with their doctor, or with their health plan, or with the
researcher, where people are afraid, and where they have
skewed data, or where they have just |left something out.

This way, we can encourage people to nuch nore fully
participate in their own care, to get better care at the
outset, and also, to provide better information down the
line for research and for public health.

Thank you.

DI SCUSSI ON W TH COVM SSI ONERS

DR. SHAPI RO. Thank you very rmuch. Thank you
both very much. | am sure there are a nunber of

guestions fromthe Comm ssioners. | have sonme questions,
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but let's go to conm ssioners first.

Al ta?

PROF. CHARO  Sone fine points, if | nmay. M.
ol dman, both you and Dr. Sieber have frequently used the
words "identifiable" or "anonynmous". Now, in the context
of our report on research with human bi ol ogi cal
mat erials, we struggled to cone to an agreenment about how
to use those terms, and we settled on an interpretation
which is the sane as the interpretation that NIH s forner
OPRR had recommended be used. And that was that
identifiable information is not only information that is
tagged with a name and an address that is obvious the
person using it. It could be tagged with any number of
obscuring identifier links, such as codes and such.

So, first, how are you using the word
“identifiable", so that we can then continue the
conversation all tal king about the same thing?

MS. GOLDMAN: It is an excellent question, and |
have struggled with it as well. Let nme tell you where |
amat on it.

We | ook at information on a continuum You are
not tal king about information which is either
identifiable, or non-identifiable, or anonynous.

I nformation is very identifiable. Maybe it has been a

little identifiable as you renove certain pieces of
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information, and on the far side of the spectrum on the
far side of the continuum you have anonynous
information, which is there is no way to then re-
identify. Anonynmous information for the nost part, |
think woul d be extrenely difficult to achieve, and maybe
not as useful, whereas identifiable information,
obviously, is the richest, nobst |ayered data.

The proposed health privacy regul ati ons actually
create a definition of identifiability, and say that any
information which is identifiable comes under the scope

of the regulations, and the way you determne if it is

identifiable is whether or not 19 different data el enents
are included. |If any of those elenents are included in
the record, the information is then consi dered

identifiable. And that includes both nane and address,
as well as, you know, Social Security nunber, zip code,
birth date, phone number, certain denographics data,
race, age--

PROF. CHARO Let nme give you a little quiz
then. So-- No, so, | mean, | just really want to
understand how it interacts with our report, if | nay,
with your perm ssion.

I n our report we said, okay, inmagine a
researcher has a piece of tissue that has nothing but a

code. It is just a series of random nunbers that have
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been assigned. But far away, in a | ocked safe, exists a
code- breaker. The researcher may not even know the nanme
of the person who is the code-breaker; there nay be three
internediaries. But there is a code-breaker, and so, in
t heory, with enough coll aboration, the code could be
broken so that the tissue could be matched to a specific
i ndi vidual. Wuld that be considered identifiable or not
under the proposed privacy rul es?

MS. GOLDMAN: | would say that it would be
consi dered non-identifiable under the proposed rul es,
because if the information as it sits in front of the
researcher is non-identifiable, the prospect that
sonewhere it could be re-identified is not enough (this
is, again, my opinion; it may not be the opinion of the

adm nistration) is not enough to render it identifiable.

However, if the information is then re-identified, it
then triggers the regulations. |f at sonme point,
sonebody does match it with information from anot her

pl ace, and it is then re-identified, it then triggers the
| aws.

PROF. CHARO So, it is non-identifiable so | ong
as it is not being used in certain ways, but-- So, the
information collected fromnme will be considered non-
identifiable because it is being collected with all these
codi ng routines, and then, 20 years from now when
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sonebody comes back and says, you know, we chose to re-
i nk everything because we decided there was a reason for
re-linking, it now has been transformed into identifiable
information. From ny perspective as the source of
information, the status of that information changes over
tinme.

MS. GOLDMAN: That is right. And there may be
prohi bitions, there should be prohibitions, on re-
linking. It is not just that there is the possibility of
doing it, and maybe it will happen. The idea of having a

federal scheme in place is to give guidance that this is
not appropriate, that the re-linking is not appropriate
by the researcher. |t nmay be appropriate in some
treatment context, just as an exanple. But this is an

i ssue that has to be determ ned early on, that we are not
saying it is non-identifiable today, but 20 years from
now maybe we will decide to re-link, that we need to make
t hese decisions early on, and to create sone prohibitions
and limts.

PROF. CHARO  Last question. At the tinme we did
the HBM report, it was my inmpression that not only OPRR
but NIH as a whol e had endorsed the version of
identifiable which we used in our report, which is
sonewhat nore solicitous of individual privacy. Has NH

changed its position, or was its position overrul ed by
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t he Depart nent?

DR. MESLIN:. | wonder if we could go and maybe
ask Julie Kaneshiro, who | believe is here from N H.
Julie, are you prepared to respond to that question from
Alta, and naybe just give an update on what the status
is? Just cone on up to the table, and take a seat at the
m crophone, and push your red button. Thank you.

MS. KANESHIRO: Hi. | would just say that the
NIH is currently considering the NBAC s report on human
bi ol ogi cal materials through a working group that is run
at the Departnent |level, so we are considering it in
col |l aboration with the nultiple agencies within the
Departnent, and are conming up with a formal response. So,
| would say that the activities of developing a final
rule on privacy, and also considering the Conm ssion's
report on biological materials is happening concurrently.

So, at this point, | would say that we have not reached
a conclusion about the issue of identifiability.

PROF. CHARO  But there was a prior position?
O was | m sinforned?

MS. KANESHI RO: There were comrents that we
submtted to you in response to your draft report which
did i ndeed, you are right, support the Conm ssion's
i nterpretation.

PROF. CHARO  Thanks. | just wanted to kind of
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get everything straight.
DR. SHAPI RO. Ckay, thank you. Thank you very

much.

Tonf?

DR. MJURRAY: This is also for Janlori Gol dman,
and hello also to Joan. Janlori, first of all, let me

commend you on trying to make an active and wi dely
under st ood principle that when there nust be identifiable
data in research, that it should be only as nmuch as is
necessary, and only for as long as is necessary. Those
are very inportant principles. Sone of us have tried to
honor them but they really need to be nade an active
part of the consciousness of researchers and | RBs.

But then, let me ask about the Fram ngham st udy,
because | started scratching ny head and wondering j ust
what you were asking us to do. As | understand the
Fram ngham dat abase, and ot her |arge, | ongitudinal
dat abases, the whole point of creating themis that we do
not know when we begin just what questions we wll want
to put to the data in the future. And one of the glories
of those databases is that they allow us to later on
frame questions that we didn't even inagi ne we woul d be
interested in asking.

So, what woul d you have us do then with the

peopl e who contribute to those databases in ternms of
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protecting their privacy adequately?

MS. GOLDMAN:  Well, | hope |I am not going out on
alim to suggest that my unease with what has happened
with the Fram ngham study is that it is going to be in
t he hands of the private sector, and that it is going to
be--that we will not necessarily have the sanme-- | don't
really know what the future is of it. But let nme say
that it puts it into question, and |I think that it raises
ethical issues, it raises sonme |egal issues, and | think
that it creates unease on the part of those initial
participants. Because while, yes, it is a rich database
t hat you want to be used over tine, so that as you ask
and answer certain questions it opens other doors and
makes that information avail able for other purposes,
there is a sense of trust that it will never be used in a
way that could harmindividuals, or that could be used to
deny them certain benefits, or to expose themin any
unwant ed way. But that has al ways been in sone ways a
matter of delicate trust, and not necessarily one of
legality. And so, as we are seeing nore and nore the
i nformation being sold, or nmade avail abl e for other
pur poses, it raises this issue of initial control. And
it is the second, and third, and fourth uses of the
information that were gathered for an initial purpose

t hat rai ses concerns on my part.
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DR. MURRAY: Just a brief followup. | think I
hear two different threads of potential objection here,
maybe three different threads. One is the privacy
i ssues, which is what we are putatively talking about
this morning, and | have never heard people--1 have never
heard sustai ned conpl ai nts about privacy concerns for
t he, you know, follow up uses of the databases, even
t hough they may have been uses not contenpl ated before.
So, | amnot sure that that is the central issue. It
seens to me the two other issues are, nunber one,
privatization of the database, marketing of the database,
that that is sonmething people-- And related to that, the
under st andi ng that people at least inplicitly may have
had when they agreed to participate in the study decades
ago, that it would be used for certain kinds of purposes
and not others. And the issue here is not personal
privacy, but sort of respect for the subjects' w shes in

terns of what uses night be made of the database, even if

privacy were totally protected. | think those are all on
the table right now. | just want to nake that clear.

DR. SHAPI RO. Ckay, | have quite a few
conm ssioners who-- | will recognize Professor Sieber in
a noment. So, | would ask conm ssioners and respondents
to choose their nmost inmportant question, and al so, make

it brief.
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Pr of essor Si eber.

PROF. SIEBER: | think it is inmportant that we
al so, however, figure out ways of honoring commtnment to
data sharing. | think that nost subjects are willing to
be subjects because they want to hel p science, not a
particul ar scientist. And | think also that the cost of
research, and the uses of research, is really hel ped
greatly by figuring out the best ways to organi ze data
shari ng.

|f we are concerned about privatization, we
nm ght then be concerned about some of the organizations
such as
Socionetrics that gets very worthwhile social and
behavi oral databases, cleans it, docunents it, and then
sells it to institutions for educational purposes. |
think we have to be very careful to protect those
i nterests.

DR. SHAPI RO. Thank you.

Al ex?

PROF. CAPRON: | would like to thank both of you
for one of the nost informative and conci se presentations

of a difficult issue we have had in our work as

conm ssi oners. | would like just to get your
hel p, Professor Sieber, on the definitions that you put
forward, because | think it is helpful to us to think
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about them as contributions that we could make in gaps in
the present federal regulations. And | just wanted, if
you could, to explain, on page 90, where you give a
definition of privacy, why you state that privacy refers
to, and here you underline it, "persons and to their
interests”, rather than saying "privacy refers to
persons' interest in controlling access”". And on page
91, if in your description of the addition to risks and
di sconforts, it would be adequate to say "incl uding
possi bly unwel cone attenpts to obtain private
information". Just those two questions to you about your
suggestions. Use your m crophone, please.

PROF. SI EBER: Thank you. M underlining of
"persons” is to indicate that this is not about data. It
is about people. And | think that to say that one has an
interest inplies sonething cognitive and active, and |
m ght not think about my interest in sonething, but | may
come froma subculture in which, after | reveal sone
information, others of ny kind would say, well, that was
real ly dangerous, or stupid, or you are very naive. And
so, | want to take it out of the exclusively cognitive
real m when we tal k about an interest. | don't think it
is strictly an active thing.

Now, Al ex, your second question was about--?

PROF. CAPRON: The second question-- You used
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t he phrase "including possibly unwel come seeking or
presenting of information or experiences, i.e., possible
i nvasi ons of privacy", and you seened to use the word
"invasion" of privacy in a situation in which you woul d
i ncl ude authorized access to that information, whereas |
think in ordinary | anguage, the word "invasi on" suggests
sone unwanted intrusion. And so, | was wondering whet her
the i dea woul d be conveyed by simplifying it, and sinply
saying, as | think your point is, that you can feel
stressed or disconforted by a possibly unwel cone attenpt
to obtain private information.

PROF. SIEBER: | |ike that.

PROF. CAPRON: Okay. Thank you.

DR. SHAPI RO. Okay. Thank you.

St eve?

MR. HOLTZMAN: This is a followup to Alta and
Tomto Ms. Goldman. First off, a quick clarification. |
t hought | heard you say that identifiable in the new
proposed regs, that there are a specification of 19
different criteria, the presence of which, any one of
whi ch, would constitute identifiable. One of those was
zZip codes. So that is this record said the foll ow ng
i nformation about ne, all this generic information, but
said 02139, that would nmake it identifiable?

MS. GOLDMAN:  Well, the way--
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MR. HOLTZMAN: | think that is what | heard you
say, but is that--7?

MS. GOLDMAN: The way the regulation is witten,
and | know that sounds--the way that you have posed it
makes it sound very far-fetched, but what has happened is
that the way that they have tried to wite it, and again,
it has come under quite a bit of criticism is to suggest
that if zip code is attached, and then you have a
di agnosi s, and you have a diagnosis and nmaybe an age, or
a di agnosi s and maybe an enpl oyer, there are
opportunities in certain areas to identify individuals.

And so, they are trying not to make a hard and fast rul e,

but to suggest that the presence of certain identifiers--

MR. HOLTZMAN: Okay.

MS. GOLDMAN: It is just the way census data--
It is a very simlar way that census data is handl ed.

MR. HOLTZMAN: So, but very specifically, |
t hought | heard you say that any one was sufficient, but
what | am hearing you saying is the reg is basically
saying | ook at these, and make a judgnment, or--7?

MS. GOLDMAN: The way it is witten as a
proposal, and | think we will see some changes, is that
t he presence of any one of those is sufficient to make it

identifiable, which nmeans that it is covered, which neans

that you then have to follow a set of rules in handling
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PROF. CHARO | amsorry, but I find this so
odd, because if there was a code that could actually be
broken and | ead you to the nane and address of the
person, that is not identifiable because that is a
prospective use, but if there is a zip code that sonebody
m ght possibly in the future try to correlate with
sonething else in order to be able to figure out the nane
and address of the person, that is identifiable, even
though it is not a current use. | amjust very puzzled

about the hierarchy of concern.

MS. GOLDMAN:  Well, and | think many people were
exerci sed about it, and so it probably will change.

DR. SHAPI RO. The anal ysis of these proposed
drafts we ought to stick away from You can ask specific
guestions, but we will wait and see what these things
| ook I'ike, and worry about it at that tine.

St eve, you had another follow up question?

MR. HOLTZMAN: Yes, | just want to make clear if
you think about sonmething |ike Fram ngham and t he whol e- -

| think there is a red herring introduced when there is
private sector involvenent. One of the things we are
concerned of in the private sector is for the nmpjority of
our research, we don't want to know the individual. W

are very, very happy to go through coded information.
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VWhat we do want to have is followup information with
respect to the condition that is being studied. This
Comm ssion-- That requires at |east a one-way code.
There has to be a | ogical connection, even if in our
hands we don't know, and coul dn't possibly but for
breaki ng a code, access the individual. Thi s
Comm ssi on took the position that that should have, as it
were, the ontol ogical and noral status of identifiable
information with everything that goes along with that in
terns of consents, et cetera. M understanding of where
t he proposed regs were goi ng were sayi ng sonet hi ng
different, that that would not be considered
identifiable, and hence, a | ot of the apparatus about
respect for autonony would not go into place. |Is that a
fair interpretation?

MS. GOLDMAN: My understandi ng of what the
proposal seeks to do is to say if a code exists sonewhere
else, if it is not within the control of the entity that
has the data, that that suggests that the entity that is
hol ding the data is not holding identifiable information,
that it may be re-linkable if they then hook up with the
di sclosing entity, for instance, or the trusted third
party that is holding the code, which is, | think, where
we are going to end up going in this area, because you

do, for certain purposes, want to be able to re-link, and
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t he suggestion here is not that you should never be able
to do it, but there are certain kinds of information that
woul d be outside the scope of the regulation, and certain
that would be within. And being within doesn't nmean you
are prohibited fromusing it. |t neans that you have to
foll ow certain ethical and procedural rules.

So, the idea that who is controlling the ability
tore-link, that is an inportant question. And at the
poi nt at which information would be re-linked, it would

then trigger a review and exam nation, the application of

t he rul es.

DR. SHAPI ROL Ckay. | have a nunber of
Comm ssioners on ny list, and if anyone asks questions
that are too long, | will hold you responsible for having
ot her conm ssioners |eft off conpletely when we adjourn

this session. So, Diane, you are next, and then Davi d,

then Larry.
DR. SCOTT-JONES: | am sure Harold didn't mean
to make that comment just before | started talking.

(Laughter.)

DR. SHAPI RO You are right about that.

DR. SCOTT-JONES: Okay. | have a question for
Joan.

Joan, you have been very hel pful in hel ping us

t hi nk about how the social and behavi oral sciences need
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guestion has to do with that, and it is also related to
what Al ex asked earlier about your definitions of
privacy. You made the point in your paper for us that
is inmportant to focus on education, and not just nore
regul ati on, and you poi nted out how the Common Rul e

defines private information, but not privacy itself, and

that it doesn't really define confidentiality, but nerely

i nterchanges that with privacy. | would like you to

say a little bit nore about how we in our report m ght
attend to the social and behavioral sciences, so that
what ever we reconmmend i s appropriate broadly for
research, and not remaining focused on bi omedi cal
research only. What are sonme specific steps that we
m ght take as we work on the report?

PROF. SIEBER: Well, one of the things that
cones to mind i mediately is that the i ssue of persona
privacy having to do with enmotional and social features
of one's life is so central to social and behavi oral
science, and |I think, incidentally, nost of what | have
said is relevant to a |lot of practice of bionmedical
sci ence, and certainly epidem ol ogy, which fits between

the two categori es.

| would like to take your question under greater

consi deration and get back to you. | don't think |I can
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gi ve you a good capsul e answer that | would be happy with
t onorr ow.

DR. SHAPIRO W th apol ogies for inposing upon
you, that would be extrenely hel pful to us as sonething
we are struggling with, and you have a | ot of experience
in this area and have thought about it carefully, so that
woul d be very, very helpful to us. | would appreciate it
if you could possibly take the tine.

PROF. SIEBER: Maybe we could take a little tinme

after this session and discuss the points that you have

in mnd. You have criteria that I m ght not think of.
Thank you.

DR. SHAPI RO. Thank you.

Davi d?

DR. COX: So, | have a question for Ms. Gol dnman,
and a straightforward one. As you m ght have gotten the

drift, a number of Comm ssioners may have a different
view of what identifiable is than what you are
presenting. So, in the spirit of not killing the
messenger, but finding out who they are actually
delivering the message from could you clarify precisely
t he body, and even the person who is naking this--

(Laughter.)

DR. SHAPI RO. \What coul d you possibly have in

m nd, Davi d?
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DR. COX: --mmking this particular suggestion--

(Si mul t aneous di scussion.)

PROF. CAPRON: Who may then becone a body if we
get our hands on him

DR. COX: --so that NBAC would be in a position
to maybe nake a comment to that body or individual?

MR. HOLTZMAN:  You can use one of 19 different
identifiers here.

(Laughter.)

MS. GOLDMAN: | amgoing to give you a serious
answer, but you won't like it, so you will continue ny
role as the nessenger that is getting shot.

VWhen the adm nistration proposed the health
privacy regul ations in Novenmber of '99, they opened up a
public comrent period, obviously, and my understanding is
that NIH and a number of others were involved, and that

we, obviously, submtted conmments. There were about
55,000 comrents that were received; about half of them
did conme from consuner groups. And one of the issues

t hat was highly contentious was this issue of when is
information identifiable. It took a |ot of heat. The
public comrent period closed on February 17th, so there
is no one that you can call or talk to who is going to
listen to you in any official capacity.

However, | think there are people who are
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continuing to struggle with this issue, and continuing to
try to wite sonething that is both privacy-protective,
and workable. | think that is the goal, to say in their

def ense, that is the goal, and hopefully, they wl|

achieve it. So, | think that it is a proposal that is in
flux. | can't speak to, you know, it any nore than that,
because | don't know. | amlike you are, on the outside

| ooking in, wondering what they are going to do.

Does that hel p? Sort of? Not really.

(Laughter.)

DR. SHAPI RO Larry?

DR. MIKE: | amsorry to end this on a nore
sobering note, but Dr. Sieber, you nentioned sonething
that is really not inportant in the greater schene of
things, but it pushed a very hot button on ne, and that
is about tal king about ethnic differences in the sense of
privacy, and you used an exanple, ethnic Japanese who
don't want to | ook you in the eye, and then you say,
"especially in Hawaii", as a treatnment of disrespect, but
you give no references, and | would say that if
researchers cane to Hawaii from California with that in
m nd, a whol e bunch of their research subjects like nme
woul d say, "Those are really weird researchers. Not one
of them would look ne in the eye. | amgetting the hell

out of this project!”
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(Laughter.)
DR. MIKE: So, | guess fromny side, you
i nadvertently made your point, but not in the way that

you i ntended.

PROF. SIEBER: Well, | think it is true. 1In
giving | RB workshops in Hawaii, | have often been told
that. However, it is a very good exanple of how

generalizations never work, and | think that for the
pur poses of the paper--

DR. MIKE: Gve ne the nanes of the people in
Hawai i - -

(Laughter.)

PROF. SIEBER: This is sonme group here! |
t hought you were kind of m|d-nmannered, intellectual
academ cs. Everyone is taking names!

PROF. CAPRON: We are known as the Bioethics
Enf orcers.

DR. SHAPIRO Larry, | think we will--

DR. MIKE: Zip codes won't work.

DR. SHAPIRO That is right. And you don't want
just a number, right?

Thank you very nuch.

| just want to-- W have to bring this session
to an end because we have anot her panel about to start.

First of all, | want to thank you both for very
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hel pful papers especially, and for your presentation, and
al so your presence here today. W are very grateful to
you. | want to pose a question. | don't want to
get a response now because we just sinmply don't have
time, but one industry that has collected very personal
and private information for a very long time is the
i nsurance industry. And they have very sophisticated
ways of sharing that data anongst each other, and they
have a whol e organi zati on which, as far as | know, has
done its best to protect the privacy of this information,
but I don't have any direct know edge, but that is ny
understanding. It seens to ne to be a very good case to
| ook at, and if on reflection either of you have any
observations, or any place you m ght send ne to | ook and
read about that, | would appreciate it, because a | ot of
the health data we are considering nowis really for the
first tinme being collected and used and so on. So, |
woul d appreciate that, any reference you m ght send ne
to, or any body you m ght send ne to, that would be very
hel pful .

PROF. CAPRON: M. Chairman, | don't think we
shoul d end this discussion wi thout noting for David Cox
and ot her menbers of the Comm ssion, that we did respond
during the public comrent peri od.

DR. SHAPI RO. Yes, we did.
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PROF. CAPRON: All right. Because it sounded as
t hough you t hought - -
DR. COX: No, no.
PROF. CAPRON: All right.
DR. SHAPI RO. So, once again, thank you very

nmuch. | f the conmi ssion is agreeable, | would
like to go just directly into the next panel. So, thank
you very nuch for being here today, and I will try to get

our next panel to join us imrediately.

We are running a few mnutes early right now, so
let's take a bit of a break, because sone of the panel
nmenbers are not yet here. Let's just take a five or ten
m nut e break

(Wher eupon a brief recess was taken.)

DR. SHAPI RO. Thank you very much. Qur final
panel today, as you know, deals with quality control,
assurances, site inspection, accreditation,
certification, licensure. | nean, those are all itens
that are up there in the air being tal ked about, and
whi ch we are going to have to be considering in one form
or anot her.

And first of all, I want to wel come back Dr.
Koski who was just here yesterday. Thank you again. |
t hink we have used up 39 percent of your total time on

the job in the first few days, and it will not continue
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in this manner is the only thing I can assure you. But
t hank you very nmuch for taking time again to be here
t oday.

We al so have Dr. Lepay is with us here, and of
course, M chael Hamm and you have seen sonme of the
mat eri als that he has provided us with before our neeting
t oday.

So, | will turn directly to the panel, and start
with Dr.-- | will just go across this way, and start
with Dr. Koski.

PANEL 111: QUALITY CONTROL: ASSURANCES, SITE | NSPECTI ONS,

ACCREDI TATI ON, CERTI FI CATI ON, AND LI CENSURE

PRESENTATI ON BY GREG KOSKI, M D., Ph.D

DR. KGOSKI: Thank you very nuch, Dr. Shapiro.

Thank you, Conmm ssioners. Nice to be back

Trying to catch ny breath. | amsorry to be a
mnute late. | got off at the wong Metro stop. | am
still learning Washington. And | am sure that is not the
only lesson that I will have to |earn.

Let me just, before | begin remarks let nme
acknow edge ny col |l eague, David Lepay, in his new role

seated here to ny right, because David and | are going to
be working very closely together on a I ot of things, and
| am sure he is going to be a good partner, and he is

going to be playing a very inportant role in the things
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that we all have to do. So, David, it will be nice to
work with you. Thank you.

| guess with respect to the question before us
on this broad topic of quality assurance, quality
i nprovenent, |icensure, certification, accreditation, and
so on, it may be useful to at |east give a few kind of
broad coments that sort of focus on nmy own perspective
on this.

| think that if we sinply ook at the activities
that go on in the world around us in al nmost any
specialized field of endeavor, no matter what it is,

there is generally an expectation that the practitioners

of that particular endeavor will nmeet a certain standard
for performance, and that they will have a certain
fundament al know edge base, tool set, if you will, for

perform ng those activities. And we see that in every
facet of our lives, whether it is in our schools, in our
drivers, as well as in our professions. So, it is
certainly an inportant part of the way we operate. And
in general, many of those licensing or certification
activities result fromthe fact that there is a certain
expectation from society that people will be perform ng
at a certain |evel of proficiency.

Now, we see this particularly in the

pr of essi ons, whether it is in the nedical profession, or
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| aw, or other professions. Certainly in nmedicine, since
the time of the Flexner Report, we have seen a radical
change where nedici ne has changed from what was an
apprentice systemto one that used rigorous curriculum
for education of the practitioners, as well as
certification, licensing, exanm nations. | think that it
is fair to say that probably none of us would know ngly,
willingly, send our children to an unlicensed medi cal
practitioner, because we know that if they are |icensed,
at least there is a higher probability that they will be
perform ng to the standard that is expected.

My own feeling is that clinical research
particularly all research involving human subjects, has
reached the point where it needs to undergo a simlar
transformation in that the apprentice systemthat has
generally been the operating nodel for much of the
clinical research that has been done is probably no
| onger up to neeting the chall enges before us, and that
it istim to recognize that we should have appropriate
st andards, requirenents, for education and training, as
wel | as performance. And that includes, | believe, not
only individual practitioners, but also the various
entities that are involved in one way or another, be they
| RB committees, or data safety nonitoring boards, or

institutions, corporate sponsors.
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As | nentioned in the nodel that | proposed in
my comments yesterday, this subject-focused coll aborative
nodel , each and every one of the parties engaged nust
know what their responsibilities are, they nust be

properly trained to execute those responsibilities, and

t here needs to be sone, | believe, objective nmeans to
assess and docunment that, in fact, they are prepared to
do that. So, | think that sort of covers the sort of

basic | ayout.

To go into a bit nore specific detail, it would
make sense to ne to have a uniform set of educational
requi renents, or expectations, standards, again, for all
of the individuals participating in clinical research.

Al t hough there are, as we nentioned yesterday, separate
regul atory authorities for the various agencies within
the federal governnment which to a very |arge extent
either fund or regul ate nost of the research that is done
with human subjects in this country, it seens to ne that
it should be possible through the acceptance of standards
at a high level by all of those agencies for there to be
i ndependent application of those within their own

regul atory framework, at |east as a starting point,
recogni zing that it may be necessary to nove further
toward rul es and regulations in the future, in order to

ensure that all of the agencies are able to nmeet their
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specific regulatory requirenents.

So, | believe that starting with individuals,
| ayi ng out clear and uniform standards for the training
and education is an inportant start. | see absolutely no
reason why an individual who is doing research under
corporate sponsorship that is regulated by the FDA should
have any less training, or any nore training, than anyone
who is doing research for another federally-funded
project. A clinical investigator who is working with
human subjects, in ny mnd, is pretty nmuch the sane
across the board, and those requirenents should be
uni form

| believe that OHRP in its new configuration is
well-suited to helping lead the effort to establish those
uni formrequirements, and we | ook forward to working with
t he other federal agencies, both within HHS and outside
of it in order to do that.

Wth respect to the entities, | believe that,
again, institutional review boards and data safety
noni tori ng boards should have specific standards that
they should work to. There already, as you are well
aware, is an effort ongoing with strong support from AAU,
AAMC, PRI M&R, and ot her organi zations to begin to
establ i sh standards for |RBS.

In the current world, it is entirely possible
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for a small start-up conmpany to find a group of five
qual i fied individuals and establish it as an IRB as | ong
as they neet the requirenents within federal regulations.

That may not be the standard that we want to apply. It
seens to nme that an IRB that is constituted for a short
period of tinme in order to approve a couple of studies
and then abandoned is not the way to go, so that having
standards that will apply, again, for all institutional
review boards is, | believe, a critical step forward.
Those standards woul d need to be established and
recogni zed by the entire country, and hopefully, we would
be able to even achieve international standards for
institutional review boards, since as was di scussed
yesterday, there is an increasing anount of research that
is done in the international domain. Applying those
st andards through a publicly accountabl e accreditation
process is an inportant step toward bringing all of the
IRBs up to a |l evel of function that we can be proud of
and confortable with. Clearly, we need to do that in
order to establish the trust that is so inportant for the
bi omedi cal research endeavor.

Finally, | believe that, you know, just as
i ndustries currently will proudly display their |1SO 9002
certification on the side of their buildings, it is

i nportant to recognize that there is a powerful notivator
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here for all industries and all institutions to adopt
t hese standards in all of the research that are perfornmed
at their institutions, or supported by their
institutions. It will actually facilitate the conduct of
research on all fronts by letting everyone know that it
is being done at the highest possible standard. And so,
there is value to, you know, industry as well as the
academ c institutions to nmaking appropriate assurances
that they are going to use accredited institutional
revi ew boards, and have work perfornmed by certified
menbers of the research team

There is a long way to go to bring all of this
about, but you have to start sonewhere, and | think that
this is probably a good tine and place to start.

DR. SHAPI RO. Thank you very much. | would |ike

to follow the practice we have set. W would like to

hear from each of the speakers before we go to questions.
So, Dr. Lepay, thank you very much for com ng.
| think, in addition to many ot her distingui shed aspects
of your career, your title is one of the |ongest we have
had to type down here, to ny recollection. But anyhow,
wel come- -
DR. LEPAY: Thank you very nuch.
(Si mul t aneous di scussi on.)
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DR. SHAPIRO. --in the FDA. Yes
PRESENTATI ON BY DAVID A. LEPAY, MD., Ph.D

DR. LEPAY: | want to thank Greg Koski, also,
for the introduction this norning. W certainly do | ook
forward to working together very closely, particularly
over the next several nonths where there is a lot to be
done.

(Slide.)

| am going to be very concrete today, because
the charge that was given to nme by the Comm ssion was to,
in fact, address FDA's inspection programfor IRBs as it
exists. This sounds like a fairly straightforward task,
even given the tinme constraint of about 10 m nutes to do
it, but in fact, it is not all that sinple a task,
especially when one of the goals, | would imgine, of the
Comm ssion is to conpare and contrast systens, and to
devel op some recommendations fromthe results of their
anal ysi s.

And | think what makes it difficult, in fact, is
that the clinical trial process is a very conplex one
with a | arge nunber of players, a |large nunber of shared
responsibilities between these players, and a very | arge
nunber of interactions that go on in inplenmenting these
responsibilities. And in fact, | think the best anal ogy

may be one of neuroanatony, and that is the one | wll
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propose here, nanely, that you have to initially get sone
ki nd of handl e on each of the individual conponents. You
have to |l earn each of the individual pathways, but it is
not, in fact, until you are at least famliar at sone
level with all of the pathways that you can begin to make
sone sense of the specifics of any one given pat hway.

And in fact, fromthat standpoint, | will say that the
whol e may be greater than the sumof its parts.

So, in fact, and in dealing with a few opening
perspectives here that we are going to project, | think
there are a couple of points that need to be raised right
fromthe start about FDA's--or about any oversight
system but FDA's in particular. First of all, we have
to avoid taking up I RBs as i ndependent of the other
parties that are involved in the clinical trial process.

Fundanental. W have to avoid from FDA' s standpoi nt,
the possibility of taking up on-site inspections
i ndependent of FDA's in-house review process. This is a
process that, in fact, is going on in real-tine, involves
several thousand people in Rockville |ooking at
protocols, receiving and anal yzing safety reports, and
following trials through all phases of drug devel opment.

A third point that | think is inportant to
address is we have to avoid taking up FDA i nspections

i ndependent of discussing a sponsor's responsibility in
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the FDA system for real-time nmonitoring and auditing. It
is often very sinple to say FDA is not out there
everywhere in real-time, but in fact, we have a system of
shared responsibilities in place that put some of that
burden on sponsors to be out there in real-tine.

We have to also avoid taking up U S. GCP
st andards and i npl enentati on wi thout considering the
interrelationship of U S. and international GCP standard-
setting, the various international regulatory cooperative

activities that have been going on for the past decade,

and the fact, indeed, that harnonization is leading to
i nprovenents in the clinical trial process globally.

And | think the fifth point | want to take just
as an opening perspective is that we have to avoid

| ooking at data quality and integrity as separate or

i solated from human subj ect protection. And this is a
very inportant point. W have to |look at data fromthe
st andpoint of what it is. Data that is generated froma
previous study is going to be used as the basis for

deci si on- maki ng about whet her a new study shoul d proceed,
whet her i ndeed, data has to be taken into account in the
process of initial review Data that is generated during
the course of a study is going to be inportant to analyze
in continuing review. So indeed, that is part of a

public protection.
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And finally, data that is submtted at the
conclusion of a study that is submtted for marketing
purposes is going to formthe basis for |abeling of that
product, the way it is going to be used in pronoting the
public health as well as a public protective neasure in
conveying risk. It is going to be used in the scientific
literature as a basis of influencing nmedical decision-
maki ng, and ultimately that data from any particul ar
product is going to be used as the basis for decision-
maki ng on the next set of clinical trials when you have
to deci de what control armyou are going to use, and how
you are going to appropriately use it.

So, | think it is very inportant to keep all of
these points in mnd, and not sinmply focus on one
particul ar el ement out of context. And that is where |
amreally going in these opening perspectives. Very
qui ckly, as we say here, the point being that good
clinical practice, that which we are trying to achieve in
FDA, is a system of shared responsibilities in which
there are defined responsibilities for each of the
partici pants.

(Slide.)

Addi tional points that |, hopefully, have nmade
is that each party involved in clinical research has

responsibility for human subject protection under FDA
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regul ati ons. Human subj ect protection is not solely the
| RB's responsibility; it is the responsibility of al
four parties, and this is witten into our regul ati ons.

Human subj ect protection is also, as |

menti oned, a component not just of on-site inspecting,
and we don't want to restrict ourselves to say FDA
oversight is only what we do on-site, or at an IRB. 1In
fact, the in-house review conponent is very critical to
human subj ect protection at FDA. And the integration of
review with inspection is also a fundanental tenet of how

we oper at e.

(Slide.)

Each party involved in FDA-regul ated research is
subject to inspection. It is not just the IRB. There
are progranms for all of these parties, and human subj ect

protection is addressed in inspection of each of the
i nvol ved parties.

(Slide.)

So, very quickly, I amgoing to go through in a
very few m nutes what the nuts and bolts of our
i nspection process is. Qur inspections are, in fact,
conducted according to protocol; SOPs are conpliance
prograns. They are available publicly. They are known
wi dely through industry, anong |IRBs. They know what we

are going to | ook at, what we are focusing on. CQur
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i nspections are typically pre-announced, but we do have
the authority to go in if conditions should warrant in
unannounced i nspections. And the way inspections are
devel oped, they are assigned by offices in Rockville at
headquarters in conjunction with our review division, and
are conducted by field investigators located in |ocations
across the United States close to the site of inspection.

(Slide.)

Qur inventory. W have about-- At the nonent,
the way we devel op our inventory of IRBs is based on
i nvestigator statenents. It is a requirenment of
investigators, at |east in drugs and biologics, to sign
an FDA form 1572 which includes basic information as well
as commitnents as to what that investigator is agreeing
to in taking on the responsibility for an FDA-regul at ed
study, and one of the pieces of information that is
required of investigators is identification of their |IRB

And fromthat information, we within drugs and bi ol ogics
have a database that currently contains 1573 I RBs that we
know are doi ng FDA-regul ated work.

VWhen we choose anong these to inspect, obviously
we have limted resources, and we have to be able to
prioritize. And our priorities as we have set themup in
our stratified schema is to |ook at the three areas that

are indicated here, first and forenpnst, that is, new
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| RBs, | RBs for which we may have information of problens,
ei ther through our review division or outside conplaints
t hat we have received, as well as if we have inspected
previously, we have cited deficiencies, we need to go
back sooner, of course, to confirmthat these
deficiencies were corrected.

(Slide.)

The inspections take typically two to five days,
conducted by a single individual, in work hours about 58.
And i ndeed, right fromthe start, the focus of our
i nspection programas it is stated in our conpliance
programfor IRBs is that the inspection is there to
provi de on-site information and gui dance to | RBs.
Cbvi ously, there is a conpliance process associated with
this. |If we do see serious problens, we have the ability
to inpose admi nistrative sanctions. But our inspection
program for IRBs is designed with the concept that |RBs
are allies in the process of assuring human subj ect
protection, and we are out there to be on-site to provide
i nformati on and gui dance.

(Slide.)

It is a process-oriented inspection, and this
has been discussed, | think, at various |evels both here
and within the Inspector General's office. But of

course, in designing an inspection program we have to be
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gui ded by our regulations. W are a regulatory unit, so
therefore, of course, we have to build into our
i nspecti ons what we are supposed to do, and | ook at by
regul ation. And indeed, this is how we have devel oped.

We do, in fact, choose current as well as recent
representative studies when we go on-site to IRBs. It is
not necessarily or, hopefully, not frequently done where
you are just going after a study that is three years
conpleted. The idea is to identify with the IRB the
current inventory, and to follow through, to track
t hrough how an | RB has handl ed the oversight of this
particul ar study, as well as the paperwork that is
associated with it. The inspection does include
interviews as well as exam nation of procedures and
records.

(Slide.)

So this is what is in the conpliance program
This is what is exam ned. Basically, very quickly,
| ooking at | RB nenbership, |ooking at the witten
procedures that are out there, follow ng through with
current protocols, initial and continuing review fromthe
st andpoi nt of authority, process, frequency of continuing
revi ew.

(Slide.)

Qur regul ations require docunentation. That is
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a reqgulatory authority. So, certainly, we have to be out
t here | ooking at docunentation and record-keeping. This
is a focus. W are |looking at a systens approach here.
We are |l ooking at how IRBs interact with the clinical
investigators, and with the institution. W also are out
there looking to see if they are properly using expedited
review, if they are properly using emergency review, and
t hat can be review for enmergency use, or under waivers of
i nformed consent for energency research. And we are out
there also acquiring representative infornmed consent
forms, | ooking, indeed, whether the infornmed consent
fornms meet the basic elenments of the regulation, and
al so, enquiring about the process by which consent is
bei ng obtained. And that is an inportant conponent of
what we do on interviews during inspections.

(Slide.)

The followup to an inspection. At the end of
the inspection, there is an exit interview, and at that
time, if there were any inspectional observations, and
observations have to large--at |east what is printed,
what we wite, has to be built on regul atory
requi renents. We may di scuss practices, we nay discuss
what we have seen that may be different from gui dance and
so forth, but ultinmately, we have to focus in on what we

have regul atory authority over. And fromthat exit
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interview, from any observations that are taken, those
are the observations of the investigator on-site.

He or she will develop these into a report

i ncludi ng exhi bits, docunentation of what was observed.

These will then be forwarded back to the assigning office
at headquarters where they will again be reeval uat ed.
There will be a final classification, and a cl ose-out

letter, as well as if there are any needs for initiation
of conpliance actions, that is when it will be taken
(Slide.)
| think we have gone through these at tines
before, but it is useful to rem nd. What are our
authorities as far as conpliance actions agai nst | RBs?
Wth | RBs, we are not necessarily--or we are not talking
about rejection of data. Most of our inspections are, in
fact, voluntary action inspections, and the corrections
are typically achieved quickly. The official actions
that we can take, however, include warning letters,
i nclude the wi thhol ding of approval of new studies,
i nclude the wi thhol ding of enrollnment of new subjects.
We can term nate ongoi ng studies, and we have the
authority, at least, to take both adm nistrative
procedures toward disqualifying an IRB, as well as
crimnal procedures where that m ght be necessary,

i ncluding injunction and prosecuti on.
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(Slide.)

It is a due process system The |IRB can
respond, as can any inspected party. They can respond to
FDA at any point during, after the inspection, and
i ndeed, those responses will be reviewed when they conme
back to us. If we have themat the tine that we are
maki ng our assessnent, all of that is taken into account
i n devel opi ng our regulatory comruni cation, and in
devel opi ng regul atory acti on.

We al so do exchange information, and certainly,
that flow has inproved greatly in the recent past between
oursel ves and OPRR, now OHRP, in the exchange of
regul atory conmmuni cati on, our close-out letters, and we
recei ve copies of OHRP' s regul atory comuni cati on.

(Slide.)

So, what are sonme of the limtations? W said
t hat we have an inventory of about 1573 |IRBs out there.
We have the resources, what we are given the resources to
do i s about 250 to 300 IRB inspections per year. O
t hese, from FDA' s perspective, about four to five percent
of these result in official action. The official action
is nmost typically a warning letter with corrections very
qui ckly put into place by the IRB. They respond very
fast to warning letters in just about every case. In

three cases in the past fiscal year, we had to inpose
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sanctions, and those sanctions were |limting new studies,
and limting enrollnment into new studies.

(Slide.)

The problens that we see when we have to take
actions, they are not isolated, single problens wth,
i ndeed, a piece of paper that wasn't flowing. |If you
| ook at these, of the 15 warning letters that were issued
bet ween January of '99 and March of 2000, you will see
there is tremendous overlap in problens. Fourteen of the
15 have problens with procedures; 13 of the 15 also had
problens with docunenting activities; 10 of the 15 had
problens with continuing review, nine of the 15, problens

with expedited review, seven of 15 with problenms in

i nformed consent and neeting the requirenents of informed
consent .

We don't take official action lightly. W are
| ooking, in fact-- W are trying to approach this from
an education and corrective stand. However, when you see

mul ti ple problenms as you do in these 15 cases, that is
where we go in with action, and that has typically been
our approach.

If | can have the next slide--

(Slide.)

It is not to say there are not a number of

areas, in fact, that do evoke voluntary action, and where
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we have to work to identify and educate correctable
process deficiencies. And many of these, again, deal
with docunentation, but they are fundanental. Eight
percent dealing with problens, even the performance of

continuing revi ew.

So, where does that take us? |If | can go to our
| ast slide.

(Slide.)

Cbviously, this is a dynam c process. | think

it is a mstake to | ook at any inspection program as
sinply a static process that goes unchanged, that does
not take into account energing problenms in clinical
research or energing technol ogies, and certainly, we have
to take those into account ourselves. And over the past
four years, in ny work in DSI, certainly we have tried to
| ook at ways that we can inprove the process within the
framewor k of our regul ations.

And for us, where we are going right now,
certainly we are focusing much nore on the infornmed
consent process versus the form We are very interested,
again, within the capacity that we can define it within
our regul ations, into enquiring about the qualifications
of those adm nistering informed consent. And
particularly, if those are not the physicians who are the

clinical investigators thensel ves.
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We are | ooking at subject recruitnment, and
subj ect recruitment in our eyes, in our regulation, is
t he begi nning of the infornmed consent process, and this
is, of course, an area that we need to reaffirmwth
| RBs, and we need to nove forward and put attention to.

As we | ook to how we can inprove |RB
performance, one of the key issues in |IRB performance is
access to information for subjects, and this is something
we are looking to increasingly enquire about. Are those
nunbers that are given real? |f sonebody dials a nunber,
a contact nunber, are they getting the contact they w sh?

Are they getting the information out of it that they
wi sh? These are things we can approach, and we are
novi ng toward.

About four weeks ago, of course, the Departnent
sponsored a workshop on conflict of interest. This is
still a very active coment period extending until the
end of Septenber. We expect that as those comments cone
in, as we have dial ogue across the Departnent, that wll
be a direction as well that we will be pursuing.

And finally, responsiveness to conplaints. And
when | say that, | am speaking of both responsiveness to
conplaints by IRBs, as well as by each of the processes
in regul ated research, including ourselves. This is

sonet hing we have to build into the system W talk
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about real-tine, we talk about real-time protection. One
of the best ways of assuring real-tinme protection is to
be responsive quickly to problems as they occur, and that
is certainly a focus right now of FDA's inspection
program

| thank you very much for the tine.

DR. SHAPI RO. Thank you. Thank you very nuch
for those very hel pful renmarks.

Let me now turn to M. Hamm for his remarks, and
then we will go to questions.

PRESENTATI ON BY MR. M CHAEL S. HAMM

MR. HAMM Okay. Thank you for inviting me to

address the Comm ssi on.

| am a consultant for certification and
accreditation organi zati ons, and organi zati ons interested
in devel opi ng these programs, so | am approaching this as
a |lay person fromyour point of view, but | can address
guestions regarding these organi zati ons and what they do,
how t hey operate.

| thought | would just give you a little
overview of the accreditation/certification world. The
first thing | always address with crowds that are
somewhat new to this are sone definitions, because the
term nol ogy has been somewhat of a probl em

CGenerally, | refer to accreditation as a process
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to evaluate an organi zation or a system whereas
certification is a process to evaluate the know edge,
skills, or abilities of individuals, and unfortunately,
for various reasons, sone organizations prefer to use one
of the terms just because they think it sounds better,
and there is a fair anount of confusion there, but that
is always an issue. | have to ask when someone says "W
accredit or certify", you always have to ask exactly what
t hey mean, because the term nology is used in various
settings in different fashions.

| guess the issue of why it is inportant to
governnment, when | hear of government approaches,
regul at ory approaches, | think of this as the club or
stick. Voluntary certification/accreditation are nore
the carrot side, although having said that, there is
shades of gray. | guess | would have to say as
accreditation/certification prograns evolve, in terns of
their relationships with governnent and ot her
st akehol ders, they also have a little stick, too, and
sonetinmes that stick is growing. So, there is a |lot of
overlap, and in fact, sone attorneys have even descri bed
sone of the nore powerful accreditation prograns in the
country, such as the Joint Conm ssion for the
Accreditation of Health Care Organi zations, as quasi -

regul at ory bodi es. And it is an interesting
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concept, because even though it is voluntary, frankly,
fromthe point of view-- | cone out of a hospital
background, and the reality of it is, in 2000, if you are
a tertiary care center involved in research and teaching,
accreditation is not voluntary; it is mandatory. So,
mean, that is sonme of the dynam c that we are dealing
wi t h.

But in terns of the things accreditation can do,
and | will start out with what | think is the nost
power ful inpact, both accreditation and certification
have the power to inmprove the performance of individuals
and organi zations, and that is the bottomline. That is
why | deal with organizations, sonetines |ooking at their
strategy or mission. | nean, that is really the essence
of it. And they can achieve this in kind of an
interesting fashion, not by forcing sonething, but by
letting the peer pressure, and building this philosophy
of self-improvenment, and that is really powerful. To me,
| like this rmuch better than regul atory approaches
because | have seen the whol e change that can take pl ace
in an industry when there is this philosophy of self-
i nprovenent, |like we would rather do it ourselves, set
the standards, and try to live with them than have
soneone el se inpose things.

| realize, of course, in every field there have
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to be requirenents, too, but certification and
accreditation can conpl enent regulation. In
accreditation in the field you are dealing with, federal
regul ati ons have to be a major conponent of it. So,
think the two fields are conmpl enentary, but the inportant
thing is the voluntary, private accreditation efforts
actually have that potential to sort of inprove through
changi ng the whol e m nd-set about inprovenent as a
responsibility coming initially fromthe organi zati on.

The other thing | would say is froma gover nment
poi nt of view, this saves nobney. These are very cost-
effective. To have another organization take on the role
of devel oping the standards, building support for them
measuring conpliance with them |If a federal agency were
to fulfill that requirement, it would be a whol e new
regulatory initiative. So, nmany agencies |look at this as
a way of, basically, extending the inpact of the
governnment through a private sector initiative.

And al so, the standards, as | nentioned, there
is interchange. The accrediting bodies can use
gover nnment standards; government agencies will be | ooking
at the accreditation standards, and certification
standards. So, there is an exchange of the information,
although this is a little bit dangerous at tines. |

guess one of the fears, occasionally sonetinmes a
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governnment agency will use an accreditation standard for
a purpose it wasn't intended for. | will give you one
exanpl e.

In another life, | was working with an

organi zation, the Accrediting Comm ssion for G aduate
Medi cal Education, ACGMVME. At one point, one of the
federal agencies decided that nmaybe they coul d use
accreditation systens to rank residency prograns, and
deci de who should be funded. WelIl, there is an exanple
of something that nmay have | ooked very nice in ternms of a
way to have sonebody get sone information that could help
achi eve anot her agenda, but | can tell you fromthe point
of view of an accrediting body, that was a kiss of death.
And of course, they backed off fromthat. That is the
danger, though, of m srepresenting sonetines what is the
pur pose, or the results.
And both certification and accrediting bodies

have to be very careful about how they represent what

t heir achi evenents nean, and how t hey are used.

Sonetines, for instance, a danger in certification is
peopl e equate certification with conpetence, an overal
definition of conpetence, and | am al ways war ni ng peopl e,
it is just one part of it. Conpetence is nore than
passi ng an exam showing a m nimal |evel of know edge,

skill, or ability. There is a lot nore to it. You have
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to be very careful, because sonetinmes enpl oyers or other
st akehol ders assunme, well, if someone is certified or
i censed, they have been bl essed. There is nothing nore
t hat you can expect. And that is wong.

And again, it goes back to that question of
aski ng the questions of the quality of the certification
program or accreditation program There are very good
prograns, and there are some very bad ones. Fortunately,
by and large, in certification and accreditation, nost of
t he organi zati ons, because of the very nature of this
busi ness, are interested in doing a good job. This is
not a field where a half-baked effort has any benefit.
Most of the organi zations, before they get into these
fields, realize they are naking a conmmtment to quality,
and they are comng up with, basically, the best prograns
they can. But it is not easy. Certification and
accreditation are expensive activities. They take a | ot
of time. And they are very controversial, too.

One of the interesting things is that the
sponsors of nost certification and accreditation
organi zations in the United States are non-profit
associ ati ons, professional associations, 501(c)3 and (c)6
organi zations. One thing that conmes as a little surprise
to these organi zati ons when they get in the accreditation

busi ness, all of a sudden they are in the discrimnation
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busi ness, and this comes as a little shock. \Whereas,
normal |y an association can be hel ping its nmenbers by
educating and training them giving themall sorts of
benefits, now, all of a sudden, you are saying, "You are
in, and you are not in". And that results in |awsuits,
| egal challenges, ill-wll.

So, as a result, nmany of the certification and
accreditation bodies |ook toward an adm ni stratively
i ndependent structure, sonetines separate fromthe
organi zation, and that is another sort of a good practice
in both certification and accreditation. But the dilemm
of that is that it costs extra noney, it is harder to put
t oget her, so many of the organizations have to start out
within an association very close to it, but hopefully,
nmovi ng toward an i ndependent structure which is
frequently nore acceptabl e by other stakehol der groups
such as governnent, the public, et cetera.

Just a couple of trends in
accreditation/certification you m ght be interested in.

The number of certification bodies is growing fairly

rapidly. | wote an introduction to a directory about
five years ago that |isted 1600 certification and
accreditation bodies. It is well over 2000 now, and

growing. Far nore certification than accreditation,

al t hough there is growth in accreditation, too.
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The quality of certification and accreditation
bodies is inproving. The staff, the structure, the
funding, | see definite inprovenents, although there are
not any national or international bodies that set a
m ni mum standard to be an accrediting or certification
body. So, literally, any organi zation can put together a
certification or accreditation program and sort of it is
| et the buyer beware. So, there is questions you al ways
have to ask as a third party, sort of |ooking at how
valid and reliable the process is.

Ot her trends. Governnment is increasingly
interested in both. | see sometines certification used
in bid specifications in the health care field. Health
care has enbraced both the certification and
accreditation. As | nentioned, Joint Comm ssion for
Accreditation of Health Care has a mpjor role in
establishing quality standards, not just for hospitals
now, but for a variety of health care organi zations.

They even have the concept of deenmed status which is
interesting, saying that if you neet the private,
voluntary accreditation standards, you are deened in
conpliance with Medicare conditions of participation.
So, this is a strong |link between governnent and a
private standard-setting initiative.

Anot her exanpl e where you have this link is in
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education. The U S. Departnment of Education, the
Secretary of Education sets standards for academ c and
educati onal accrediting bodies, and in fact, the reality
of it is, those standards are so powerful now, they drive
a |lot of the practices in academ c accreditation. It is
not an option, frankly, if you are accrediting
i nstitutions.

So, there is a lot of interest, and in fact,
there is even a national comm ssion | ooking into
standards for certification to be used in bid
specifications. | think it is primarily of interest to
t he Departnment of Defense, but | think that will also
probably affect other governnent agenci es.

So, those are sone of the things that are
happeni ng, and | think should be of interest.

Some of the concepts that | think are inportant

to keep in mnd, accrediting bodies are given a fair

amount of |eeway by the courts. They still can get in

| egal trouble. The greatest danger for accrediting
bodies is anti-trust, or restraint of trade issues. They
have to be very careful to make sure the standards really

don't have the inpact of discrimnating against a certain
class of provider, and frequently the challenge is in
size. The smaller organi zations are chall enged.

VWhen | worked for the American Hospital
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Associ ation, sonetines | used to deal with the Joint
Conmmi ssion for the Accreditation of Health Care
Organi zations, and ny test was, if that nine-bed hospital
in Jackman, Maine, can do it, | will feel confortable
with it. And that is a challenge. That is not easy to
do. And | will have to tell you, when you | ook at that
book of requirements for accrediting health care
organi zations, that is a constant source of tension. But
it is one of the biggest challenges. And you can al ways
go to court if you feel the inpact of the standards is
some form of discrimnation.

The other thing is marketing chall enges, and
this is somewhat of a dirty word in the standard-setting,
but the reality of it is new certification and
accreditation efforts have to sell thenselves, especially
if they are not mandated, and that is not easy, when you

think about it. Who gets excited about taking a test, or

bei ng tested? You renmenber the reactions you had about
tests. It is not sonething that people have a warm
fuzzy feeling in their heart about. It is generally
sonet hi ng you do because you feel it is inportant to your
career, your profession, an enployer encourages you. But
it is not easy to sell these things.

The same thing with accreditation. Applying for
accreditation is an expensive process. It is a mjor
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deci sion for an organi zation. They have to weigh the
pros and cons. So, marketing is a mjor issue.

Some of the ways that-- | don't have nuch tine
|l eft here, but I will just give you a few of the
benchmarks | use to evaluate certification/accreditation
prograns. Probably the nost inportant is the standards
t hemsel ves. Are the standards valid and reliable? Valid
meani ng, do they neasure what they are supposed to
nmeasure? Reliable meaning, can they do it consistently,
| ooking at different applicants and organi zati ons? So,

t hose are sort of the gold standards. And those things
are not easy to nmeasure, but any organization | ooking at
an accreditation or certification process needs to ask

t hat questi on.

The other thing, a trend in both, primarily
accreditation, but certification, too, is getting away
from |l ooking at the structure and process, and nore the
outcomes. Qutcones is sort of the major novenent in the
accreditation world. This is hard to do, but it is
sonet hi ng nost accrediting bodies are | ooking at, and the
i ssue being is sonebody may have all the pieces in place,
have nice sets of mnutes, conply with all the
regul ations, but if the outcone isn't what you want, they
really haven't achi eved the goal of the process.

For instance, in educational accreditation, (I
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have served on an educational accrediting body), when al
is said and done, you go out and talk to the students.

You know, you can | ook at papers, m nutes, accounting
records until they are com ng out your ears, but what is
it all about? You have got to go out there and just
nmeasure exactly what did it achieve. And sonetinmes it is
actually talking to the students, talking with the
patients, things like that. And putting the burden on

t he organi zation to say what was your objective, and how

did you neet it? Because sonetinmes the accrediting body
really can't decide that. It is going to differ fromone
setting to another.

But at any rate, those are a couple of the key
things. | think I will cut it off here. It is bad to be
conpeting with lunch, too, | guess.

DI SCUSSI ON W TH COWM SSI ONERS

DR. SHAPI RO Well, thank you very much, and

thank all of you for keeping your remarks exceptionally

coherent, but also, within our time frane.

Let me just begin by turning to Marjorie for a
second. She wanted to ask a specific question of Dr.
Koski, and then we will go to nmenbers of the Comm ssion.

DR. SPEERS: Dr. Koski, my question for you is,
could you, in just a few mnutes, tell us what is the

status of your office's revision of the current assurance
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process? W have heard that that process is being
revised, so we would like to know the status of it, and
it would be helpful for us if you could address it, both
in terms of donestic assurances, and international
assurances.

DR. KOSKI: Thank you, Marjorie. The assurance
process has had an enornous anount of effort put into it,
headed up primarily by Tom Puglisi and Cliff Scharke, and
basically, they are pretty much on the |aunching pad with

the sinplified assurance process that was recomended,

and our hope is-- | nmean, the original target was to be
able to roll it out yesterday. W nissed yesterday, but
the pressure is on to continue to get that, you know,

conpl eted as soon as possible, and right now | think the
target for that would probably be COctober 1.

So, that process is one that accepts the
recomendati ons that have been made to sinmply have a
singl e standard assurance. There are sone chall enges

with respect to inplenenting that for the single sites we

have called Single Project Assurances, but again, we wll
continue to work on that. But basically, that part is
ready to go.

And there is a Single International Assurance
al so. | have spoken with the team about actually rolling
t hose two together into a single process. W think that
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this may not be the time to do that quite yet, but
i ndeed, | think that yesterday there were citations of
sone of the international standards that have al ready
been established with the CIOMS, or the | CH GCP
gui delines, as well as others that are there. There is
even a set of international operational procedures and
gui delines for institutional review boards that | believe
were-- | saw the book waved around at the front table
yesterday. So that sinply, again, by recognizing those,
havi ng a standardi zed i nternational assurance should al so
be possible, and that will be rolled out concurrently
with the other. But for now, we will keep the-- Because
there are sone subtle differences between the
i nternational guidelines and those that we use in this
country, we will probably keep the two separate for now.

| hope | answered your question.

DR. SHAPI RO. Ckay. Thank you very much. Let's
go to questions from comm ssioners. Bernie, then Larry.

DR. LO I first want to thank all three of you
for very useful and concise, lucid coments.

| want to try and take sone points that M chae
Hamm rai sed, and ask Dr. Koski and Dr. Lepay how t hat
m ght play out. | nmean, it seenms to nme in any
accreditation or certification process, the choice of

st andards, or variables to look at, is key. And M. Hamm
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correctly pointed out that ultimtely we are interested
in outcomes, rather than structure or process. And as we
all know fromclinical quality inmprovenent initiatives,
it is much, nmuch easier to |l ook at structure and process,
and in many ways, that is the bedrock. If you don't have
a quorum you know, how can you do anything?

But as | think about the kinds of issues that
have raised the substantive concerns, the consent
process. Dr. Lepay nmentioned that. But it is not just
the qualifications of the people getting consent, it is--

You know, the formwas right, but what was said
contradicted the form or gave the wong inpression, or
sonehow at the end of it, when you talked to the
patients, studies show over and over again they don't
under st and what they just consented to.

And as | think about medicine, we have been
lucky that for many things we care about, there are
nmeasures that are easy to collect, that everyone agrees
are inportant. You know, post-op conplications and
nor bi dity, you know, we want to reduce those.

VWhere do we get standards that are valid,
reliable, ethically meaningful, and easy to collect, so
we are not sort of inposing a whole new set of data-
gathering activities that sort of aren't worth the cost

of collection? It seenms to nme, those are chall enges, and
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if you folks could give us your thoughts on that, it
woul d be hel pful.

DR. KOSKI: Well, I will just junp in. | wll
tell you that we are currently engaged, and have been
engaged in a process to deal specifically with the
chal | enge that you nenti on.

Est abl i shment of standards, as M. Hamm poi nt ed
out, is sonmething that nmust be done with sufficient input
fromsort of all of the stakeholders in the process, as
well as the experts, that what comes out of that process
is sonmething that is going to be universally recognized
as being both valid and reliable, so that they can be
appl i ed, essentially, by any, you know, body that chooses
to get into the accreditati on process. And we are
currently working on doing that, and | think that what we
are trying to do is to capture the value of the work that
has al ready been done to try and |eap-frog this process,

and nmove it forward as quickly as possi bl e.

Actually, I will be announcing specific details
of this soon, but | amnot at liberty to do that right
now. But clearly, this is a very, very high priority,

and | think I wish that | had said everything that M.
Hamm sai d, because it clearly, | think, lays out very
clearly what the challenges there need to be.

Wth respect to the quality issue, that is, you
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know, the Holy Grail. How do we really get there? Are
we sure that we are doi ng what we want to do? And there
are no easy answers to that. Again, as you pointed out,
soneti mes you have to go to the people who, you know, if
the goal is to protect human subjects, then you may have
to go to the human subjects and find out, okay, what is
the incidence of their actually understandi ng what they
got into. MWhat is the incidence of people actually being
harmed in research?

| actually met |ast week with John Ei senberg
from AHRQ. They are trying to devel op appropriate
nmet hods to validate quality of care, and so on. John
seenmed very enthusiastic about bringing the intellectual
resources of his organization to bear on this process as
well, to try and define the, you know, what quality woul d
be.

The process that we are nmoving forward with is
one that incorporates into it not only the establishnent
of standards that could be used for accreditation of
institutional review boards, but also, as a second part
of that effort, a definition, an analysis and definition,
of what appropriate outcone on quality measures woul d be,
so that when we | ook at what we have done two years from
now, we will be able to make an objective assessnent as

to whether or not we have acconplished our goals.
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DR. SHAPI RO. Thank you very much. Larry? Oh,
sorry--

DR. LEPAY: Again, this is an area of certainly
very active conversation in Dr. Koski's three official
days on the job, my 13 in trying to coordi nate sonme of
these efforts across FDA. We have had now two
conversations that have dealt very nmuch with this
particul ar subject, and clearly, it is very clear as we
di scussed it internally within FDA, that we have to find
a way to engage stakeholders in this discussion. And we
have to make sure that all stakehol ders are, indeed,
represented. We can't sinply just go to the IRBs, or to
their adm nistration. W have to nmake sure, in fact,
that the academ ¢ nedical centers and their
adm nistration is tied in, as well as a recognition that
nore than half of FDA-regul ated research is now perforned
out si de of the academ c nedical centers.

So, it is really getting this dial ogue going,
and then trying to, in fact, systematically sort through
t he recommendati ons that are given to us, and we are
certainly |l ooking at ways of soliciting those
reconmendat i ons.

DR. SHAPIRO. As | | ooked at some of the
over heads that you projected of what you did in

i nspections, and people you spoke to, | understand it was
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a summary; it wasn't nmeant to be fully detailed, and so |
just want to ask a question. Wuld any of those
i nspections ever speak to human subjects, people who are
actually participating? |Is that ever part of the effort?

DR. LEPAY: It is not a routine part of the
effort. | mean, typically, we have gone to speak with
subj ects when, in fact, the subjects thenselves have cone
to us with conplaints. W have gone in cases where we
have seen particular issues that, in fact, require our
resolution with individual subjects. | think, as was
di scussed yesterday, in fact, when we are talking about
| RBs, nost | RBs thenselves do not have contact with
subj ects. So consequently, going to an IRB, we do sit in
on neeting on occasion, but going to an IRB is not going
to be a source of contact with subjects, and being able
to pursue fromthat end.

DR. SHAPI RO. Thank you. Larry?

DR. KOSKI: If I may just add one quick comment.

DR. SHAPI RO. Yes?

DR. KOSKI: It may well be that establishing
si npl e nmechani sms for the public, for the subjects, to
actually get in touch with those people who are
responsi ble for the oversight, where we could even, for
i nstance, track the nunber of, you know, calls of

concern, or conplaints, or whatever, over a period of



© 00 ~N oo o B~ w N P

N NN N NN P R R R R R R R R,
gag A W N P O © 0o N oo 0o M W N O

141
time-- And one of the measures of effectiveness that you
could imagine was to see a decrease in the nunbers of
probl ens that are reported. You could even count news
stories in the nedia for that matter. But |
t hi nk |1 ooking at various indices that provide sone real
evi dence that at the point where protections are supposed
to be having their benefits are actually working, wll
serve us wel | .

DR. SHAPIRO. Larry. Sorry.
DR. MIKE: Listening to the discussion on

accreditation and certification, it seens to nme that (and

| know we can't get into it over here) is that it is not
just an add-on. It is going to change your whol e way
about how research is done, who is eligible. And say,

for exanple, you are certainly not going to be able to
cone out with a Single Project Assurance accreditation,
and things like that. So, it is going to change the
whol e way in which the research is going on, especially
as it seens to be decentralizing nore and nore.

But my specific question is for Dr. Lepay. You
mentioned that in your oversight of the research that is
undert aken, you |l ook at the researchers, you | ook at the
sponsors, you |l ook at the contracting research
organi zations, you | ook at the I RBs, and the human

subj ects, however adequately or inadequately, is
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addressed in all those issues.

Now, what we hear over and over again is that
the kind of routine exam nation of IRBs you do is exactly
i ke what OHRP does in the process side. Have you fol ks
ever exam ned the information that you get across the
project in these different areas? O alternatively, is
that information avail able and subject to analysis so
that you can give us a nobre systematic overvi ew about
here is the IRB, here is--well, actually what you find
out in these other areas? Where is the disjoint in
there? And where is the information that supports it?

It seems to me that your information is
sonet hing that can start to hel p address that question
wi t hout having to undertake a whol e, brand-new approach
to that. And | know there would be issues of
confidentiality, et cetera, but you can certainly do an
across the board group analysis of that, and it probably
woul d be hel pful to Dr. Koski's organization. But have
you done that? Any of those kinds of things, and try to
i nprove your exam nation of the IRB process in the FDA
oversi ght?

DR. LEPAY: Well, | think this is something we
are tal king about, certainly as we | ook into nore
scientific approaches to be able to get information from

our inspections. And indeed, you know, it has only been
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t he past few years where we have really started--two,
three years, because that was an interest of mne, into
even devel opi ng sone basic metrics. | think now we are
at a point where we need to refine what those netrics
m ght be, and how we can use them | nean, we have tried
to develop them from a standpoi nt of sponsors, what they
do in nonitoring, get sone basic information. But
certainly, these are areas we need to-- W need to | ook
at how the data that we have in-house can be better
utilized to, indeed, |ook at trends.

And in sone cases, | need to also nmention, when
we give figures here, we are tal king about netrics, and
not statistics, if you will. And I think one of the
approaches we need to |l ook at as well, and maybe we need
to target fromyear to year in different areas, if you
will, looking at what the status of that particul ar
entity, or what that particular area happens to be at
that time, do some nore focused statistical sanpling at
that point, and be able to use that data in a nore
meani ngf ul way.

DR. MIKE: But let me-- Don't you now- It
seens to ne that you would, logically, instead of doing
these site visits, and taking them as individual site
visits, and continuing to do what you do all the tine,

that you would | ook at what you have collected to change
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t he focus when you go on into future site visits directly
i nspecting-- You know, you shouldn't be | ooking,
concentrating, so much in this area now. So, if you have
done that, then you have al ready got the basis for
starting to take a | ook at the relationship between what
the IRB knows in an institution, and what has been goi ng
on.

DR. LEPAY: | think I would have to say we have
done that in areas broadly across the program W saw
probl ens over the past several years, going back when |
first started | ooking at netrics, in the infornmed consent
itself, in the informed consent process at the clinical
investigator's site, and we have directed a | ot of our
attention, as we train our own investigators, into
putting nmore focus in this particular area, and we have
actually seen, again, not netrics but statistics. W
have seen sone inprovenents there.

Ri ght now, we are having sone issues that are
com ng up about adverse event reporting, and neeting
FDA's requirenents as far as safety reporting is going.
We are getting that out at clinical investigator sites.
We are putting nore enphasis in the training of our
i nspectors in what we are requesting individually of our
inspectors to | ook at based on those particular metrics.

But again, you know, these are just | oose trends
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that we use as a basis to be able to guide where we are
next going. W also have started placing nore enphasis,
if you will, on what is happening in CROs, what is
happeni ng in nonitoring programs, because indeed, that
was not a focus of FDA's inspectional attention back
three, four years ago, and as we started | ooking at it,
approaching it first fromthe clinical investigator site,
we devel oped certain concerns, and there was a | ot of
public attention at that time to what sone of these
concerns mght be. And as a result, we have refocused
our programin that direction. W need to be able to do
nore of that. And some of that can come--

You know, again, we have to see ways of
| everagi ng our resources to be able to pull nore
information in, SO we can use our resources nore
appropriately, to direct themto what really needs to be
handl ed, and what needs to be inproved.

DR. SHAPI RO. Thank you. Yes, Dr. Koski?

DR. KOSKI: May | comment? Obviously, one of
the problens with any statistical approach, while it
hel ps to target areas of concern and all, is the fact
that in order to get the statistics, things have to
al ready have happened. And so, one of our challenges is
to find out, you know, how to get closer to where things

are really happeni ng.
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And | want to enphasize sonething that David
said, that the FDA has been very good at this, and
working with industry. There is a requirenent for
ongoi ng nonitoring by study monitors who come in and | ook
at studies while they are going on. And by and |arge,
t hat has focused on sort of the, again, the integrity of
the process. But there is a real opportunity for us to
work to incorporate nore protections for human subjects
in that part of it as well, so that if deficiencies are
noted in the first nonitoring visit, and there may be
multiple visits during a trial, we should be able to
utilize that information in a real-tinme feedback process,
to apply it to protection of human subjects, rather than
waiting until the study is done. And that is not
currently sonething that has happened.

Even at institutions where, you know, they know
that there is nonitoring going on, there is no
requi renment that information fromthose nonitoring visits
go back to the IRBs. And indeed, it should. |In fact,
the Association for Clinical Research Professionals,
ACRP, has inplenented a certification program for
research coordinators, and they are building into that
process, you know, increasing amounts of informtion
about the protection for human subjects, so that, indeed,

people |like the research coordinators at a site could
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play an effective role in protection of human subjects,
again, in real-time, as could data safety nonitoring
boards. And linking the adverse event reporting process
into all of this gets to new ways to take what we are
al ready doing, and applying it in a manner that is going
to inprove protections for human subjects.

This is one of the great opportunities that we
have, synergizing, using those things that we already
know are in place and working, and taking advantage of

themin new ways to nake the process better, and | think

we will see sonme progress in that area.

DR. SHAPI RO. Thank you. Al ex?

PROF. CAPRON: This is an enornmously exciting
time for the field of the protection of hunman

participants in research, and | think that, you know, it
is no secret that those on the Conm ssion, as well as off
t he Comm ssion, have been sonewhat frustrated with the
speed with which we have addressed one of our central
mandat es, which is this question of the oversight

provi ded by the federal governnment for research. But |
think as it is turning out, M. Chairmn, we have the
opportunity to conme at this critical juncture, and I am
enormously i npressed and pl eased to hear, both from Dr.
Koski and Dr. Lepay, the sense that the process is being

fundamental |y re-exam ned.
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| would urge staff to come back to us as soon as
possible with a set of prelinm nary recommendati ons that
we could, given the tinme it takes us to get through
recomendati ons and refine them that would address this
i ssue of accreditation. | think there is, from what |
have heard in the several years that we have been
t hi nki ng about this, and tal king about it, w despread
support on the Commi ssion. There is agreenent, | think,
on the objectives of an accreditation process for the
revi ew procedures that are used, |IRBs or otherw se,
| ooking first at risk reduction. That is the safety
i ssue, the protection of human subjects, both from
physi cal and non-physical risks. Second, quality

assurance and quality inprovenent. Third, a systemthat

provi des predictability. That is, after all, the very
i dea of the assurance systemitself, assurance that you
will follow federal regulations. Fourth, consistency.
That is to say, reliability across organizations. And

fifth, independence, the sense, as we were talking today
in our International Report, that there is a reason that
t hese determ nations have credibility.

| want to raise three problems with the whol e
panel, and ask how you think we can address them The
first is, achieving standards and processes that

appropriately combi ne substantive knowl edge about the
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field, (that is to say, the field of human subjects
research), and expertise in assessing the structures and
processes, and measuring outconmes. Those are two
separate things. And ny sense is, fromwhat | have seen
happeni ng, partly in response to, | think, a call from
the VA, is that sonme groups that have sonme know edge
about accounting, and measuring, and so forth, that is on
t he neasurenment and the process and outcone side, may be
wei ghing in, and other groups that have know edge about
human subj ects regul ation are weighing in, and do you
think it is going to be possible to marry those two?

The second problem or question, is how do we
sati sfy stakeholders with potentially conflicting, or at
the very least, different interests. On the one hand, we
need public accountability. But we also need, as several
of you have said, acceptance by the field, which by
itself is made up of researchers, the reviewers, the I RB
menbers, institutions, and sponsors of research. And
they may all have different interests.

Wthin the Joint Comm ssion, it has seenmed to ne
that, putting aside those of us who are public
conm ssioners there, that even within the organi zati on,
there is a good tension, because on the one hand you have
t he doctors who want standards to be hi gh because they

want to do the right thing for their patients, and on the
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ot her hand, you have the institutions who, of course,
want good reputations, but have to worry about how do we
pay for all this? How do we organize it in a way that is
feasi ble? And so, there is a natural tension, and the
joint aspect of the conm ssion represents that.
How do we achieve a simlar bal ance here? How

do we have the public's interest in high standards

mat ched with something that will have appeal to the
people who will really be paying the price, the custoners
as it were, who will have to pay for a process if it is a

process of private accountability?

And third, what about the problemthat Dr. Lepay
just addressed, which is the growi ng use of non-
institutional settings to conduct research? And again,
sone of this is research which may al ready be reached by
t he FDA, but our Conm ssion early on reached the
conclusion that we favored a system of federal oversight
t hat woul d reach non-federally-funded, and non- FDA-
revi ewed instances in which human subjects are used. And
how do you adopt an accreditation systemthat can reach
t hose non-institutional settings? Because as M. Hanm
sai d, when we speak about accreditation, we usually are
t hinking of institutions, as opposed to a certification
of individual investigators.

Those are three problenms that I hope we will
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address, and | would like any help we can get fromthe
panel. Specifically, | would also |ove to know from Dr
Lepay, since we heard a little bit nmore enthusiasm from
Dr. Koski, whether you think there is any possibility
that given the relatively small resources you have, (from
what you said, the ability to ook at an institution
probably once every six years, roughly, given the nunbers
you gave us), about using this kind of public/private
m xture that accreditation is, do you think there is any
possibility that part of your process would be a deened
status relationship with accredited IRBs? 1|s that in the
cards, do you think, for the FDA?

But | would like response on the three problens
and the objectives fromany of you, but that is a
specific question for Dr. Lepay.

DR. LEPAY: Yes, let ne start with the specific
guestion, because | am not sure | have good answers for
the first three.

| think very much we are | ooking for ways, as
any inspectional system would, or any regul atory agency
woul d, to be able to | everage resources. And ultimtely,
the way we have to do that is to | ook at approaches, to
ask the question is inspection the only way out there
that we can, in fact, achieve what we need to in this

process. And we al ready recogni ze that the answer to
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that is no. W recognize it even internally within FDA
in the way we col | aborate between our review process and
our inspectional process. W recognize it in the
col | aborations as they have cone increasingly to exist
bet ween ourself and other federal agencies in sharing
information. In fact, from our standpoint, we have
different |leveraging points in the clinical trial process
t han perhaps OPRR fornmerly had. W are not directed--

We are directed toward I RBs, but we are not specifically
directed toward institutions.

Qur basic |l everage point, or our npst
fundament al | everage point outside of the clinical
investigator, is the sponsor thenselves. The sponsor is
not--is typically a |leveraging point for federally-funded
research. So, in fact, there are ways in which we
al ready recogni ze that there is the ability to conpl enent
the kind of information we have, and we have to be able
to find ways of being able to share that information, and
to be able to | everage.

| think when we start talking about
accreditation, | think that this is something that can
nove forward within the FDA framework. That is not to
say that we have any anticipation that FDA would run an
accreditation program In fact, | think quite to the

contrary. | think it is the way that we have worked with
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ot her certification programs. W have worked with a
nunber of organi zations that were nentioned out here
t oday, and we have worked with them so far, in an
educational setting. And that is not to say we cannot
work with themin other capacities as well, recogni zing
at the nonment at |east, we don't want to endorse any
particul ar certification program But again, as we start
to tal k about nore wi dely accepted standards, that may
beconme | ess of an issue as tine goes by.

And | think that comes back to your first three
guestions, how do you achi eve that kind of
st andar di zati on, and how do you get that kind of
agreenment, and how do you identify the stakehol ders, and
getting themall to participate. And as | say, | think
it is an area-- O course, we are going to you as wel
totry to provide us with some guidance in that regard.

And we are discussing within and anong ourselves. |

can't say that | have any imediate silver bullet at this
point, but it is something we are tal king about very
actively. And hopefully, it is sonmething that we can

tal k about quickly.

DR. SHAPI RO. M. Hamt?

MR. HAMM  Just if | could comrent quickly on
several of those. There is not any short, quick answer,

but if |I could go through each of them
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On the standards. Good accreditation prograns
use consensus standards with input frombasically all the
st akehol ders, and that is not saying that one stakehol der
group is going to prevail, because it is a bal ance.
Cbviously, if it was just the federal standards, it turns
into a regulatory process. So, you have to bal ance.

But the good accreditation prograns, they are
consensus standards, and the standards, before they are
finalized, are passed around to every group, literally,
that has an interest in them And they are ongoing; it

is dynam c. They are never carved in stone. That is the
other thing that is a key. So, | nean, the potential is
there, but it takes a lot of time, a lot of effort. It
is not easy building good standards, but that should be
the goal, is to conme up with a standard that will address
t he perspective of the multiple stakehol ders.

Al so, stakehol der representation. Good
accreditation programs are not going to be governed by
just I RB nmenbers, or one segnent. |t should have
representation fromthe different parties that have an
interest. Again, with balance, an incredible bal ancing
act. |If you have got 12 seats on the board, you have got
to nake sure that no one group has the power to dom nate
it.

In terms of |ooking at entities other than
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institutions, here again, the accreditation world has a
t renendous opportunity, because sonetinmes the private
sector is nost interested in having this recognition. It
hel ps sell the effort with their stakehol ders. So,
accreditation is definitely flexible enough to | ook at
various settings, including the private sector. And
just--1 thought of an exanple of the FDA process of
perhaps a | ook every six years. An accreditation program
inthis field could set any tinme period they want, three
years, five years.

The other thing accreditati on prograns do
generally is have an annual report. Even though you may
be accredited for a three to five year period, and
usual ly that annual report is hunting for the incidents,

or anything that requires sonme i medi ate attention. So,

| think it would be very conplenentary to the regul atory
process by having anot her peer group have a nechanismin
pl ace where they can go in if there is evidence that
sonething is out of line, and take action.

So, the accreditation process is flexible enough
to, | think, address your needs, but it takes tinme to

devel op them The standards are, as when groups start

out, | hear people say, well, can we have a set of
standards in a year? And the answer has to be, well, it
depends. |If you have been working on it for maybe a
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decade, and you have already got a |ot of interest, you
can do it. But generally, to start out building these
fromscratch takes quite a bit of tinme, and especially

the outcones. This is the hardest thing in nmost fields.

And sonetines, one strategy that | encourage in
outconmes is to put a little bit of burden on the
appl i cant organi zation. For instance, | use the academc
nodel . Sonme universities, their strategy may be
targeting people in certain fields, and in a geographic
area. |If that is one of their outcones, they should
decl are that, and they should be nmeasured by that. And
sone of the process may be educating the human research
protection prograns to set sone of their own outcones,
and be held accountable for them That nay be one of the
nost i nportant inpacts of the accreditation process.

DR. SHAPIRO Dr. Koski, you will have the | ast
remar k, because we are going to have to--

DR. KOSKI: Yes, | know that our time is up, but
| want to thank again M. Hamm for maki ng his comments.

| will say, although | am just new on the job, |
have actually been working as a consultant with OHRP
since its inception back in June, and al nost all of ny
efforts during that time, and apart from doing the

necessary hand- hol di ng or shaki ng, has been to work on
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this issue of comng up with accreditation standards. |
can tell you that we have been actively involved in
di scussi ons, okay, with you know, an organi zation that
woul d be recogni zed as being inpartial and of sufficient
stature to bring this process together. And | think,
clearly, all of the stars are aligned right now, okay?
This is probably the one opportunity that we are |ikely
to have, and we nust take advantage of it.

But yesterday, after nmy comments, | was
approached by representatives fromthe biotechnol ogy
i ndustry, fromthe pharnmaceutical industry, as well as
fromthe patient protection advocacy groups, all of them
saying sort of "Let's go". And | think that represents
t he enornous energy that is really behind this right now.

There is work that has been done for nore than
al nost two years now already out there that can help to
| eap-frog this effort toward accreditati on standards for
institutional review boards. There nust be a |evel
pl aying field. There nust be buy-in, and | think by
sinply having the different parties engage in the
process, as M. Hanm pointed out, is certainly the way to
get there.

So, this is a high priority, fast-track
initiative that we nust nove on, and | think that this

has been an extrenely val uabl e di scussion for hel ping us
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get there.

DR. SHAPIRO. Well, let me thank all three of
you for being here today. W very nuch appreciate your
presence, and your contributions to us. Sadly, we have
to adjourn. So, thank you very much. Thank you,
Conm ssi oners.

DR. MESLIN: One brief announcenent before we
| eave. Just for the public who is aware, the Conmmi ssion
next nmeets in Salt Lake City in October.

And | woul dn't want conmm ssioners to | eave
wi t hout bei ng made aware that today is the | ast
Comm ssi on neeting of one of our nobst cherished staff.
Stu Kimis going to be noving on to a position in the
private sector at a law firm and |I know the
Comm ssi oners, and certainly all the staff, have been
very grateful for Stu's contribution. He |eaves on the
6th of October, but | wanted to | et Conm ssioners and the
public know how much we appreciated his work.

(Appl ause.)

DR. SHAPI RO. Thank you. Good.

(Wher eupon, at 12:07 p.m, the nmeeting was

adj ourned.)



