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PROCEE

DI NGS

OPENI NG REMARKS

PROF. CAPRON: | have been asked by the audio

staff to tell you that if you speak into the

nm crophone and it does not (i

ve you any sound it is

because they have noved things around and you shoul d

sinply wait a nonment and he will adjust it. | nean

go on tal king but your voice

he will find out if there is

anticipate problenms but if there is one he is aware

that it may occur.

wi |l come up |ouder an

a problem so we do not

| want to wel cone our new conm SSi oner,

Wl liam O daker, and ask if he would engage in the

process of self-introduction

for us with a few

hi ghl i ghts and his involvenent with the field, and

glad we are to finally be at

full strength again.

DR. OLDAKER: Thank you.

| am Bill O daker.

My involvenment in the

d

how

field originates with ny founding a conpany along with

several other people about three years ago call ed

Neur ost em Bi ophar maceuti cal s,

whi ch hol ds a patent

on
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i solating neurostemcells. | becane interested as we
have gone through this area and the whol e issue of
bi oethics and realized its inportance, and the nunber
of unanswered questions conpared to the very few
answers questions in the whol e area.

| ama |lawyer by training. | have practiced
law in Washington, D.C., for over 30 years. | have
hel d a nunber of different governnent posts, none in
the areas related to this but at one tinme General
Counsel of Federal Election Conm ssion and prior to
that | was a civil rights [awer for a nunber of
years.

| currently have a law firmin Washi ngton
that as a practice has a base in ethics although it is
nmore government ethics than it is bioethics and | al so
represent a nunmber of candi dates on el ection | aw and
ot her issues. W also have a litigation section that
does general corporate litigation and we do a nunber
of other things that people do in Washington, which is
represent corporations, trade associ ations and uni ons

who have issues in Washi ngton.
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But | look forward to this. | amaquite
exci ted about the appointnent and I will |isten today
and try and learn as we go on. Thank you so mnuch.

PROF. CAPRON: Welcone. | am sure that
t hroughout the day there will be opportunities for us
all to come and introduce ourselves and, as | say, we
are very delighted to have you with us.

| have the sense if you had joined the
conm ssion a little earlier you would have i mmedi ately
probably had to recuse yourself because we have spent
all this tinme so you are joining us now as we have
just conpleted the stemcell report. It is perfect
timng.

Qur Executive Director, Eric Meslin, has a
brief report for us.

EXECUTI VE DI RECTOR' S REPORT

DR. MESLIN. Welcone, everyone, to the
neeting. As you can see from Professor Capron's
appearance to ny right, Dr. Shapiro is delayed this
norni ng and has asked Alex to chair the norning's

sessi on. Harold will be here around lunch tinme or
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shortly thereafter.

You have at your table folders a nunber of
things that staff has added sort of at the last m nute
but hopefully you will be able to put it into the
appropriate spots in your briefing book. Perhaps the
nost inportant is the revised agenda which is also
avai l able to the public outside the room

The agenda has been changed in a coupl e of
ways, hopefully not dramatically. W were originally
pl anni ng on havi ng background di scussi ons on two of
our background papers today. One from Lori Andrews
and the other from Mark Sagoff. Lori will be here
today. Mark will be here tonorrow norning and the
agenda reflects that.

In addition, we are fortunate that tonorrow
nmorning we will be visited by Dr. Neal Lane, the
Director of the Ofice of Science and Technol ogy
Policy fromthe White House, and there are sone ot her
materials in your table folder there. A nmeno from ne
which will be inserted in your briefing books at Tab

4A, as in apple, and once we discuss it tonorrow
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obvi ousl

t he publ

we have

neeting

y we will make those docunents availa

icC.

ble to

The only other thing | would nmention is that

confirmed for the nost part the next

dates for the comm ssion. That, too,

your table folder.

Decenber

sever al

is in

We will next be neeting on the 2nd and 3rd of

and we are still trying to find whic

preferable hotel, either here in the Washi ngt

area or

in the Baltinore area.

h is the

on, D.C.

We had planned on neeting in Baltinore but

due to sonme circunstances beyond our control,

including all the hotel roons being taken up

Bal ti nor

not want

chance t

for that

nore on

certainl

them - -

e, Wwe are neeting in this |ocation an
to deny our coll eague, Carol G eider
o have a local neeting, particularly
nmeeting if she is here for that neet
that later. Perhaps from Carol but n
y fromne.
Il will not go over all of the dates.

the | ocati ons have been sel ected but

I n

d we do
, the
per haps
I ng but

ot

Sonme of

t he
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actual hotel space has not been finalized. You wll

al so see that June the 5th and 6th has |ocation to be
determ ned. Some comm ssioners have already expressed
an interest in it being in their honmetown and we will
say nore about that when the tinme cones.

Finally, with respect to dates, we wll get
you the remaining dates for this current year and,
hopefully, be able to schedule all the way through to
2001 so that we have both on our schedule, that is to
say your schedule as well as our |ogistics
contractors, dates so you can plan well in advance and
know what you are doing.

The only thing I would say, and I amglad to
say at this point, is that we have had a nunber of
staff changes and | hope the comm ssioners as they
both introduce thenselves to M. O daker will also
have a chance to neet sonme of our new and returning
staff. They include Jodi Crank, who has graciously
returned to be ny assistance; Andrea Kal foglou, a
research analyst with us, who will be working on the

reproductive technol ogi es report.
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PROF. CAPRON: Andrea, wave your hand.
DR. MESLIN: You wll neet Andrea.
Many of you have net Stu Kim before. Many of

you have net Kerry Jo Lee before. And if there is

anyone el se that I have nmi ssed in the audience -- | do
not think I have -- you will get a chance to neet
t hem

So | amvery delighted that some new staff
have joined us and | think the conm ssion will see a
reinvigorated and a robust staff working on our
projects. That is nmy report for the nonent.

PROF. CAPRON: Very pl eased.

| cannot tell you how disappointed | amthat
we are not neeting in Alta's hometown in January.

(Laughter.)

PROF. CHARO  That can be rearranged.

(Laughter.)

PROF. CAPRON: Just for ne.

We will have a brief report now fromAlice
Page and we will be returning to some of the topics

that Alice has on her own behalf and in working wth
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Ruth Macklin on the International Project after our
di scussion with the Panel on Informed Consent.
Alice?

ETHI CAL | SSUES | N | NTERNATI ONAL RESEARCH

OVERVI EW OF WORK TO DATE

MS. PAGE: Good norning.

Ruth is in Geneva and regrettably could not
be here so | amgoing to provide an overview of the
work on the International Project to date.

If you have taken a | ook at the docunents
t hat we have inserted in your briefing books you can
see that we have been quite busy at work on the
I nternational Project since our |ast neeting.

There are four itenms that | want to raise
with you at sone point but | amgoing to only at this
tal k about two of them sinply because they are
i nformati onal and do not require a lot of discussion
on your part.

The first thing has to do with a conparative
| egal analysis that is a piece of the International

Project that is sonething that has just gotten
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underway and this analysis will be conparing the
et hi cal principles and guidelines that are found in
various international docunents, including the

Decl aration of Helsinki, the CIOMS Guidelines
pertaining to both epidem ol ogi cal studies and

bi omedi cal research invol ving human subjects, the | CH
Har noni zed Tripartheid Guideline, and in particul ar

t he Guideline for Good Clinical Practice, the U.S.
Code of Federal Regul ations for both HHS and the FDA

We are going to be |ooking at two docunents
t hat the Council of Europe has produced, the MRC
I nterim Gui deli nes, the Canadian Tri-Council Policy
Statenent, and the French | aw on the protection of
persons on whom nmedi cal experinments are perfornmed.

We were | ooking at the possibility of doing
sone conparisons with other docunents as well and if
we decide to select other docunents we will let you
know.

Now t he purpose of the analysis is sinply to
answer sonme questions about the differences between

the ethical principles and standards that are
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contained in the U S. federal regulations and the
gui del ines and the |laws of other countries, and these
various international docunments that | have mentioned.

We are also hoping that the analysis is going
to answer questions about differences in procedures
that are laid out in these docunents and other itens
such as obligations to subjects follow ng conpletion
of clinical trials and the conpensati on of subjects
whi ch are contained in various docunents.

Stu Kimis working hard on this analysis is
and it is initially being prepared in the formof a
chart. We hope to have sonething for you to | ook at
with regard to this piece of the project prior to the
meeting on chapter five, which has to do with
enhanci ng i nternational collaborative research, and |
think that meeting will probably occur in February,
which is where the material fits in substantively.

The other itemthat | want to inform you
about is our Decenber neeting. W are well on our way
maki ng preparations for that nmeeting and | want to

gi ve you a heads up as to what you can expect. |
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think it is going to be a very exciting neeting. It
is going to focus on chapter three of our outline,
which has to do with the risk/benefit analysis. There
is going to be lots of testinony fromdifferent people
about sone very controversial and difficult issues.
It is going to be divided really into three parts.

First of all, we have commitnents to testify
about risk/benefit analysis from Robert Levine, from
Chris Whelan, and |I think we have got either Peter
Lurie or Sid Wil fe fromPublic Citizen Iined up.

| do not think that anyone of that group
needs any introduction except perhaps Chris Wel an.
He is a physician and an epi dem ol ogi st from Case
Western University. He has done extensive research in
Africa and in Uganda, in particular, and he is going
to tal k about ethical issues he has encountered as a
researcher in designing clinical trials through two
cases studies, both of which, | believe, have to do
with TB and HIV i nfected persons.

One of the case studies was a pl acebo

controlled study. It ignited a |lot of controversy and
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was witten up in the New Engl and Journal of Medicine

a couple of years ago. The other is an ongoing study
and it was conmmenced on the heels of the controversy
surroundi ng that first study.

There is one additional individual who has
been invited to round out that portion of the
testinmony. The invitation has been extended but we
have not heard back from that person

We are also putting together an expert panel
to talk to you about clinical trial design
met hodol ogy. Gary Chase, who is a biostatistician
fromthe Henry Ford Health Systemin Detroit and from
whom we were introduced by a contact at the Fogarty
I nternational Center has greatly -- has been a great
help in assisting us in developing this panel. He is
going to be a nenber of the panel.

And in addition to himwe have a conm t ment
to testify from Steven Lagakos, who directs the Center
for Biostatistics in AIDS Research at the Harvard
School of Public Health, which as nmany of you know is

the center which designed and anal yzed nost of the
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federally funded clinical trials in HV and AIDS. He
was involved in the ACTG 0076 trials.

My understanding is that both Ruth Macklin
and Bernie Lo know Dr. Lagakos.

We have several other individuals fromthe
FDA, from NI AID, and various academ c institutions,
all of whom have expressed an interest in
participating, and we are just trying to finalize
t hose details.

We also have a little bit out of substantive
sequence. Dave LePay comng to talk to you fromthe
FDA. He is the FDA representative to the
| nt ernati onal Conference on Harnoni zation and he is
going to conme and talk to us about the good clinical
practi ces guideline.

Finally with regard to this neeting, we do
anticipate preparing a set of findings and
recommendations relative to risk/benefit analysis for
your consideration. This is a nuch nore difficult
topic than informed consent and we expect that the

recommendati ons that we make will not be as extensive
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as the ones you have seen today sinply because we need
to have the benefit of the expert testinony before our
work can be done but what we will plan to do is |ay

out for you the controversies and options relative to
all of the areas that we think need to be addressed in

the findings and recommendati ons prior to that

nmeeting.

PROF. CAPRON: Thank you.

Al ta?

PROF. CHARO  Just by way of a note of
information, | recall, at what m ght have been the

Novenmber or Decenber '96 neetings when were still
meeting at NIH, a really excellent presentation on
protocol design with a special enphasis on why one
needs pl acebo control trials even when testing -- even
when doi ng conpari sons of already approved drugs.

It mght be helpful to try to pull out from
the transcripts a sunmary of that and perhaps even --
| am enbarrassed to say | do not renenber who nade the
present ation.

DR. MACKLIN: | believe his nanme began with a
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T

DR. CHI LDRESS: Bob Tenpl e.

(Laughter.)

PROF. CHARO. We are thankful to this person
even though we cannot renenber his nane.

DR. CASSELL: No, it is Bob Tenple.

PROF. CAPRON: Bob Tenple is the nane.

PROF. CHARO  Thank you. | could not -- if
we could get perhaps a kind of refresh -- refresh our
menories on Tenple's presentation that would be
hel pf ul .

PROF. CAPRON: Yes, Larry?

DR. MIKE: Just a coment, Al ex.

The di scussions seemto be heavily focused
towards AIDS and | wonder whether that is going to be
represented -- are we going to have information on
what is the range of international research that is
conducted so we have sone focused perspective?

DR. PAGE: W are very aware of that issue
and we are trying to bring in as diverse, you know,

i ndi viduals as we can. For exanple, | nmean Chris



10

11

12

13

14

15

16

17

18

19

20

21

16

Whel an, his enphasis is on TB but it happens to be
that there -- there just are a | ot of people that are
infected with AIDS who contract TB and so | nmean it is
the thing that sort of ignited the whole controversy
and we cannot stay away fromit but we are also trying
very hard not to just focus exclusively on that.

PROF. CAPRON: Rhetaugh, did you have your
hand up?

DR. DUMAS: No.

PROF. CAPRON:  Okay.

Yes, Bernie and then Jim

DR. LO That sounds |ike a wonderful agenda
for next tine.

| was wondering if there is any possibility
that we could try and get sone testinony from people
from devel opi ng countries, how they assess risks and
benefits? It is obviously a crucial issue and | think
-- you know, I know it is hard to sort of schedul e
those things but I think some of the criticisns that
Public Citizen made in the handout we got under one of

our tabs, | think, really is on point here that we
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woul d be wise to sort of hear directly from people who
live in the country where this research is going to be
done and who face the problens.

DR. PAGE: That is sonmething we have
considered and we are trying to work on bringing sone
of those people here to testify to you. | amnot sure
when it will happen but we are working on it.

PROF. CAPRON: | want us to cone back to the
bi gger issue that |ies behind that after we have had a
chance to hear from our panel.

Ji P

DR. CHI LDRESS: Since | will not be here this
afternoon I wanted to make one point about an el enent
of tone and this conmes up in a couple of different
pl aces here, "and where ethics is not and should not
be a barrier to the research enterprise.” Now | agree
with that and the way it is nmeant here but | think
actually that is subject to considerable
m sunderstanding. That is to say ethics does and
should set a barrier to certain research enterprises

if they are poorly designed and so forth. That point
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is made here but | just worry about the bl anket
statement "ethics is not and should not be a barrier
to the research enterprise” and then the discussion of
-- in the informed consent area of the way in which
well, if informed consent requirenents are a barrier
to research then we need renedies to get around those
barri ers.

| worry about that kind of tone but | agree
with the point that is being made. We need ethics in
the very beginning, et cetera, et cetera. But | think
that we could find a different way to state the point.

DR. PAGE: Ckay. We will do that. W
actually rewote that in response to sonething that a
researcher told us, that ethics was a barrier to
research so that is how that came up

PROF. CAPRON: Well, 1 think that as we began
the enterprise, | think, there was a sense that
m sunder st andi ngs about ethical objectives or
requi renments ought not to be a barrier and that if
there were different ways of achieving the same

results one of the questions was do the present U. S.
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regul ati ons permt use of alternative nmethods to
achieve a result, what is the equival ence of the
result when different methods are used and so forth,
and that tone, | think, is appropriate but I would
certainly agree Jimthat we do not want to sort of say
that the major objective is getting ethics out of the
way so that the research can go forward.

| am sure others will have ideas about
potential speakers, avenues to pursue and the |like on
the two topics that Alice has already described and |
encourage you during the neeting or by tel ephone or e-
mail to be in touch with Alice and Eric about those
poi nts.

And now it is our opportunity to hear from
our panelists if they are both here.

Wel come to you both.

The bi ographical information about Sam Avrett
and Sana Loue are in the materials. They both have
not only substantial academ c background in the topics
that they will be talking to us about but a great deal

of practical experience.
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Taki ng nothing away from M. Avrett, | was
particularly intimdated reading Sana's CV since she,
havi ng al ready beconme a master's in education and a
| awyer, then took a master's and doctorate in public
health, and is now on her way to beconi ng a nedi cal
ant hr opol ogi st, and so we are obviously hearing from
soneone who speaks froma great many fiel ds of
backgr ound.

W will start with Sam and then Sana.

PANEL ON | NFORMED CONSENT

MR. AVRETT: Great.

Alice asked nme to tal k about the inportance
of community consultation as a supplenent to
i ndi vidual informed consent so what | would like to do
is just say who I am and then why we need community
consul tation, what conmunity consultation is in ny
m nd and some of the successes and chall enges that |
see.

The perspective fromwhich | speak, | have
been an advocate and educator on H'V for nearly ten

years now. | amalso a person at risk for HV. | am
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HI V uni nfected. M partner of the past seven years is
HI V positive so | am a consunmer of prevention and | am
al so a demander of research. | am desperately
interested in AIDS research to provide new tools to
keep nmy partner alive and | am desperately interested
in research to provide vaccines to keep ne H'V

uni nfected and that is why |I have becone an HIV

vacci ne research advocat e.

| amnot a trial participant right now | am
a menber of a community that is vulnerable sinply
because of -- in many states in this country | can get
arrested for fooling around with the wong person at
the wrong tinme but | nust say that | am not
representative of all vul nerable communities and I do
reiterate what was said here. |f you are going to be
tal ki ng about comrunity consul tati on and i nfornmed
consent with international clinical trials there is a
guestion to be raised about who are you tal king to,
who are research participants from poorer countries,

and from vul nerabl e popul ati ons.

Community consultation -- | guess that it al
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boils down to when you have got people studying people
you need communi cati on between the people who are
studyi ng and the people who are being studied or it
wll not work. And that to ny mind is the roots of
Nur enmberg and Hel sinki and the Bel nont report.

You need conmuni cation with peopl e being
studi ed. You also need comuni cation with | ocal
citizen opinion | eaders, gatekeepers and advocates who
m ght have useful perspectives on the design and
conduct of research

In AIDS research there has been useful
community consultation, with people with AIDS and HV,
with comunity | eaders, with public health officials
and community docs here in this country.

| think of the two reasons why you need
community consultation as, one, we are trying to do
ethical trials in an unethical world. You need a
col | aborative process because even the nost perfectly
desi gned research trial is being inplenmented in an
i nperfect undesigned world and especially in

international trials clinical trials are recruiting
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vul nerabl e popul ations in a range of global health
priorities and situations.

Clinical trials increasingly, and in the case
of preventive HIV vaccine trials, are recruiting
peopl e who are vul nerabl e because of poverty, because
of illegal or stigmatized activities such as drug use
or honmobsexual sex, and vul nerabl e because of power
dynam cs affecting their autononous deci sion making,
sone wonen in many parts of the world, mlitary,
students and governnment enpl oyees even.

We al so -- the second reason is we need
community consultation to supplement individua
i nfornmed consent because al though | believe that
i ndi vidual informed consent is always possible we are
soci al gregarious animls and know edge, attitudes and
beliefs are always fornmed in a social context. If we
want the individual to have sufficient know edge and
conprehension for that person to provide fully
i nfornmed consent then know edge nust be enhanced by a
robust community educati on and community debate.

The local -- in this country there is a
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network of vaccine trials, trial sites, called H VNET
and the community educators of those trial sites with
the community advi sory boards put together a set of
best practices for community consultation and what
they essentially said was in best practices for
clinical research sites you need to do a bunch of
t hi ngs.

You need to first and i mediately set up
| ocal community advisory boards, national comunity
advi sory boards and international comrunity advisory
boar ds.

You need sone sort of infrastructure for open
di al ogue between the researchers and the peopl e being
studi ed and community | eaders.

You need to denonstrate solid plans for
protection of research participants and comruni cate
t hose.

You need to provide full and honest
i nformati on about your research plans as early as
possible. Do not invite community to the table after

t he research plans are already set.
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Treat this as a true collaboration. Again do
not invite people in after the fact, as an after
t hought or as an adjunct to the research. Bring
people in as soon as you know that you want to do
research in the community to discuss what the goals
are, what the potential benefits are, and what the
ri sks are.

Engage in a significant conmunity education
effort. In New York, where | amfrom we have three
trial -- vaccine trial sites right now and one
community educator, who is full time trying to run
around doing comunity forunms and generating sone
awar eness, and articles and nedi a.

And be capabl e of engaging at a national
| evel on debates and issues as they arise.
Otentimes, | think the researchers do not have the
capability of responding to things in the nedia
i medi at el y and engagi ng in that dial ogue.

There have been |ots of successes fromthe
Al DS advocacy experience. | think that we have had

sone really good success in figuring out good
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i npl ementation of trials but it has required a | ot of
ongoi ng consul tati on.

Public citizens have had a hard won voice on
the relevance of research plans and trial design to
hel p research needs. Early on there was community
i nput on inadequate focus on opportunistic infection
research and AI DS, inadequate focus on wonmen and Al DS
research, and nore recently a voice on whether U S.
Governnent funds should be spent on gpl20 efficacy
trials.

Communi ties have had a voice here in the
United States in discussing the feasibility,
acceptability and rel evance of preventive HIV vaccine
trials.

Public citizens in the United States have had
a role in vaccine trials in their inplenmentation and
identifying unforeseen risks of trial inplenmentation
such as social discrimnation against participants and
advising on trial design such as recruitnment criteria
and advocating on selection of research subjects and

i nclusion. There has been a good ampbunt of advocacy
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to try to include wonen in preventive vaccine trials
in this country.

| think one of the greatest challenges is
that we need nore | ocal comunity advocates for the
community side of the consultation and this is
particularly true internationally. Research cannot be
about pharmaceutical priorities and on market
priorities. It cannot be about hypothesis driven
science priorities purely. It cannot even be driven
purely by gl obal war on disease priorities.

It has got to be driven, | think, by |oca
public health needs and | ocal public health
priorities, and you need to have the |l ocal voice to be
able to express that.

So | guess that | think all of our goals --
the goal of all of us is to get good clinical trials.
For any ethics panel it is difficult to dictate
absol utes and dictate absolutes across every country,
every trial and for every person.

If we want to be lowering risks and

maxi m zi ng benefits through informed consent and
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conmmunity consultation then we have got to realize
that |owering risk cannot be framed in absolutes. It
is a continuumor, in the phrase that |I hate, a
slippery slope and the best test that we can do is
enpower people so that they can stand steadily and
know edgeably on that slippery slope and negotiate it,
both as individuals and as teans of researchers who
are engaging in research in individual countries.

And to that question about ethics as barrier
| think that we cannot let risk and the avoi dance of
risk paralyze research. Again it is a continuum

And | guess that -- yes. To repeat, we have
got to work to enmpower people and teans of people to
be able to negotiate that continuum of risk and
continue to work for maxim zing the benefits of trial
and mnim zing the risks.

That is it.

PROF. CAPRON: Thank you.

We will have questions for M. Avrett after
we hear from Dr. Loue.

We have an article which she co-aut hored
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three years ago in the Journal of Law Medicine and

Et hi cs anong the things that we have | ooked at and |
think part of what she will be tal king about is that
background from the Ugandan experience.

DR. LOUE: Good norning and thank you for
inviting ne to testify. It is a pleasure to be here.

| am going to focus ny remarks on Uganda's
application of international principles governing
i nformed consent to the Ugandan cont ext.

In July 1997 the representatives of the
Nat i onal Consensus Conference on Bioethics and Heal th
Research in Uganda voted unani mously to adopt what is

now titled the Guidelines for the Conduct of Health

Research I nvol ving Human Subjects in Uganda. | wll
be referring to that as the guidelines. Thi s
really -- this will give you an update of where things

are now fromthe tine of the article that was referred
to.

This particular consensus conference included
representatives froma w de range of governmental and

nongover nnent al agencies, including the Mnistry of
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Health, the Mnistry of Defense, the Mnistry of
Education, the Attorney Ceneral's Ofice, the Uganda
Nati onal Council of Science and Technol ogy, the

Nati onal Drug Authority, the National Cancer

I nstitute, MKerere University, which is one of the
two medi cal schools in the country, various nmedica
associ ations, including religious based nedi cal
associ ati ons such as the Islam c Medical Association
and the Protestant Medical Association, nursing and
phar maci st organi zations, various churches, |egal
service agencies, human rights organi zations, and
medi a personnel. The public was also invited to

participate in the national conference.

The vote to adopt these guidelines, which was

unani nous, really represented the cul mnation of a

t hree-year exam nation of Uganda's practices and

policies regarding research involving human subj ects.
The new y adopt ed gui delines made significant

procedural and substantive changes to the process of

bi oethical review in Uganda and I will be focusing on

the ones that pertain specifically to infornmed
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consent .

To some extent | will be reading because | do
not want to confuse the provisions that | amreferring
to.

Previ ous ethical review of research proposals
have required the informed consent of individuals but
had really failed to enunciate the basic el enents by
whi ch to judge the adequacy of any particul ar proposal
or any particul ar research undert aki ng.

The guidelines mrror to a significant degree
t he provisions enunciated in the then-existing,
because we are tal king about 1997, U.S. regul ati ons
and gui delines one through four of Science Human
Subj ects in paragraphs one, 10 through 13, 26 and 47
of Science Epidem ol ogy, and the Nurenberg Code.

The gui delines include, for exanple, a
prohi bition agai nst excul patory | anguage and mandat ed
description of the risks and benefits of the research,
and statenents that research is to be conducted, that
participation is voluntary, and that the participant

may wthdraw at any time without a | oss of benefits to
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whi ch he or she would be entitled.

However, the guidelines depart from paragraph
five of Science Epidem ol ogy by specifically
prohi biting an investigator fromrelying on the
perm ssion of a conmmunity | eader for the participation
of community nenmbers in research

In all situations other than those
specifically excepted, such as mnor children who are
unabl e to give consent, the investigator must obtain
the individual's consent to participate in the
research.

The devel opment and adoption of this
requi rement of individual consent essentially
necessitated the re-exam nation of various aspects of
Ugandan customary |aws. Unli ke many Western cultures,
Ugandan traditional practice really demanded the
subordi nati on of an individual's w shes such as an
adult son or a wife to those of a specified famly
| eader such as the father or the husband. And
subordi nati on of an individual's w shes could be

further extended to those of the community or the
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tribe.

DR. CASSELL: Could you slow down a little
bit?

DR. LOUE: Sure. Thank you.

The rejection of a | eader's pernission as an
adequate basis for an individual's participation in
research really stems from Uganda's own recognition of
its past history and its experience with tyranny,
torture and the elimnation of targeted groups.

Per haps what is nost well-known to people in the
United States are the historical eras of Idi Am n and
Obot e.

The gui delines attenmpt, however, to defer to
sone extent to Uganda's customary traditions and | aws
by including a provision that allows potenti al
participants sufficient and adequate time to confer
wi th anyone el se of their own choosing in order to
di scuss the particul ar paraneters of the research and
to mnimze the possibility that they may be subjected
to undue influence or coercion.

The gui delines also reject a requirenment of



10

11

12

13

14

15

16

17

18

19

20

21

34

written informed consent and again this stens from
Uganda' s past experience of torture and persecution of
i ndi vidual s who are found to be associated with
particul ar entities or particular enterprises and
reflects the sensitivity to individual's reluctance to
necessarily sign a piece of paper that attaches their
name to an enterprise.

The gui delines set forth additional
protections for six classes of individuals: Pregnant
wonmen, children, prisoners, the nentally ill and
behavi oral |y di sordered, soldiers and refugees.

In general, the provisions are consistent
with the Nurenberg Code, with various provisions of
t he Hel si nki Decl aration, as anmended, of guidelines
five, six and seven of Science Human Subjects
pertaining to research involving children, the
mentally ill and behaviorally disordered, and
prisoners, as well as regulations adopted by the U. S.
Departnment of Health and Human Servi ces.

However, there are several differences from

the U.S. provisions that | think are noteworthy.
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Now until very recently United States
regul ations restricted the ability of pregnant wonen
to participate in clinical research. The guidelines
prohi bit pregnant wonen from participating in research
only where the clinical research is not designed to
nmeet the needs of the nother. The fetus 1is to be
placed at a risk to the -- at a mnimumrisk to the
extent that it is necessary to neet those needs.

The provision potentially permts the health
needs of the nother to override any potential risks to
the fetus in balancing them

The requirement of the father's consent to
t he woman's participation which would have been
requi red under Ugandan traditional |aw and is prem sed
on a recognition of joint parental consent for the
health of the fetus is elimnated in situations where
the clinical research is designed to benefit the
not her and neet the needs of the nother.

The Consensus Conference's decision to adopt
this position reflected an awareness of wonen's soci al

vul nerability and their vulnerability to di sease
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transm ssion as a result of numerous traditional
practices in Ugandan society, which includes pol ygany,
wi fe inheritance, and the acceptance of nmale
infidelity but not the acceptance of female
infidelity.

After an exam nation of policies and
regul ati ons and procedures in the United Kingdom
Australia and the United States specifically, the new
gui del i nes di stingui shed between consent and assent in
the context of children's participation.

Assent requiring a | ower |evel of
under st andi ng must be obtained fromthe child in all
cases as a condition of his or her participation in
research in addition to the perm ssion of the parent
or guardi an where the parent or guardi an can be
identified and | ocated and they have not abandoned the
child. This requirement of assent again constitutes
quite a departure from Ugandan tradition, which
normal Iy woul d not have considered the voice of the
child in making these decisions and the child would

have been subjected to the conplete authority of the
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mal e parent or guardian over his children.

Li ke the United States, Uganda provides for
the participation in research of children who are
wards. Unlike the United States, the guidelines
permt research involving such children to be
conducted only where it is specifically related to the
children's status as wards and there are additional
significant differences that exist now between the two
country's provisions.

First, the United States provision is limted
to children who are wards of the state or any other
agency, institution or entity. |In contrast, Uganda's
provi si on enconpasses as well children who have no
identifiable parent or guardian or have been abandoned
by their parent or guardi an.

As currently witten, the Ugandan provision
would permt a child to participate in research prior
to the assunmption of responsibility for the child by a
guardi an, institution, agency or governmental entity.
It is not clear that U S. regulations would all ow

this.



10

11

12

13

14

15

16

17

18

19

20

21

38

The Ugandan provision fails to provide
gui dance, though, as to which individuals or entities
are responsi ble for working with the child to render
that decision in view of the child' s inability to
consent .

United States regulations permt the
participation of children who are wards in research
i nvol ving greater than minimal risk with no prospect
of benefit to the individual participates as well in
research that would not otherw se be approvable but is
expected to yield findings critical to the
under st andi ng of disease or its prevention. Now in
t hese circunstances the U S. regul ati ons provide
addi ti onal safeguards, including the appointnment of an
advocate for each child who is a ward in order to
provi de a perspective in addition to that of a parent
or guardi an and that advocate is required to act in
the best interest of the child.

In contrast, Uganda's guidelines explicitly
prohi bit the participation of orphans and street

children in research involving greater than m ni mal
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ri sk regardl ess of any benefit that may be derived
fromthe research. This prohibition stemmed from a
concern for the grow ng nunmbers of children who had
been orphaned or abandoned as a result of HV

i nfection.

The gui delines also provide additional
saf equards for the protection of prisoners and | wll
not detail those here. They are very simlar to those
in the United States.

An awar eness of the need for provisions the
protection of the nentally ill arose fromthe
observati on of increasing nunbers of individuals who
were suffering fromH 'V related denentia and pursuant
to Ugandan tradition these individuals would have
ot herwi se been deened able to consent to participation
in research by virtue of their age and their famly
status so these protections really represent sonething
new.

They al so enconpass persons who are
behaviorally disordered due to the inability to

di stingui sh between those who may be behaviorally
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di sordered and those who are nentally ill because of
di agnostic difficulties.

Research involving the nentally ill or
behaviorally disordered is consequently prohibited
absent the informed consent of the prospective
participant to the extent that they are able to
provi de consent and the perm ssion of an inconpetent
i ndi vidual "s guardi an, conservator or other authorized
individual. This requirenment then prohibits the
participation of inconpetent individuals who do not

have a guardi an or a conservator.

And additionally the consent of a guardian or

a conservator or other authorized person nust be
supported by evidence of |egal authority to nmake that
decision for the individual. Again this is new under
Ugandan | aw. That was not previously required.
Research involving nentally ill or
behaviorally disordered individuals is prohibited if
the research can be carried out with individuals who
are in possession of their full mental capabilities,is

not relevant to the health needs of those with nental



10

11

12

13

14

15

16

17

18

19

20

21

41

or behavioral disorders, involves nore than m ni mal
risk or is potentially no nore advantageous to the
i ndi vidual than currently existing interventions.

The new y devel oped gui deli nes enconpass --
provi de additional protections for two cl asses of
i ndi vidual s that are not enconpassed by United States
regul ations. The first pertains to soldiers and the
desire to protect soldiers stemmed, in part, from
concerns for potential abuse by Ugandan | eaders and
t hese concerns again cone froma history of fears that
were inprinted by the Idi amn and Obote regi nes.

In addition, these concerns canme from nmenbers
of the Consensus Conference's experience or their
actual know edge of the involuntary participation of
soldiers in research that had been conducted by the
United States. Most notably the LSD experinments of
the 1960's and the radiation experinments during the
Col d War era.

So the guidelines were framed to apply to al
mlitary personnel regardless of rank and the

requi renments for approval of the protocol are simlar
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for those for research involving prisoners. The
institutional review conmttee, which is a new
phenonmenon under these guidelines and is simlar to
the United States Institutional Review Boards, nust

i nclude at | east one enlisted soldier where the
proposal being involved involves soldiers and may not
ot herwi se include individuals currently associ at ed
with soldiers in the mlitary.

Unlike the U. S. regul ations, Uganda's
gui del i nes specifically enunerate refugees as a cl ass
of individuals marrying additional protections. This
stens from Uganda's direct experience with refugee
popul ati ons seeking refuge frompolitical turmoil and
genoci de in Rwanda and what was Zaire.

Research invol ving refugees may not be
approved unl ess the research question is answerable
only with the participation of refugees. The research
is relevant to the health needs of refugees and wil
benefit refugees as a class and no nore than m ni mal
risk is involved.

At | east one nmenber of the | RC nust be a
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representative of a human rights organization that has
as its primary focus the protection of refugees and
ref ugee popul ati ons.

The guidelines, as | said before, were
formul ated foll owing review and consi derati on of the
principles in the Nurenmberg Code, the Hel sinki
Decl aration, and the laws of the United States,
Australia and the United Kingdom

At this point it is anticipated that there
w |l be an annual or biannual review of the guidelines
to reevaluate their soundness in what is now a
continuously changing context and to further devel op
and elucidate the ethical principles that Uganda
w shes to apply.

Thank you.

PROF. CAPRON: Thank you very nuch.

Just by way of information, have you had
further direct contact with the inplenentation of
t hese guidelines?

DR. LOUE: Yes, | have. | amworking --

actually Chris Whel an's nanme was nentioned before. He
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is the principal investigator of a training grant that
Case Western Reserve University has with Uganda and
one conponent of that training grant is this bioethics
conponent which is the one that | have been primarily
responsible for. At this tinme we are working on

devel oping a presentation that can be introduced to
researchers in Uganda, in part, through educationa
sessions and, in part, through the nedia that wl|
bot h explain the guidelines and the need to conformto
individuals as well as train the media to help us do
that, and to dissem nate information regarding the
guidelines to participants in research

PROF. CAPRON: And is the basic
infrastructure in terms of these IRC s in place at the
medi cal schools yet?

DR. LOUE: No. And that is one of the basic
problenms, is that unlike the United States, for
instance, there is no greater infrastructure that
really has oversight authority and enforcenent
authority and that is true both at the institutional

level with the IRC' s and at the national |evel.
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At this point in time there is still
significant controversy, for instance, between the
Nati onal Drug Authority, the Uganda National Council
of Science and Technol ogy, and the Mnistry of Justice
as to exactly who should assune responsibility for
t hat oversight function.

On the institutional level it still remains a
problemin ternms of providing adequate training to
i ndi viduals. The notion of an unbi ased, uninvested
review commttee is still something that is quite new
t o Uganda.

So, no, those structures are not in place.

PROF. CAPRON:. Thank you.

Questi ons?

Al ta?

PROF. CHARGC | think this kind of follows on
t he kinds of things that Alex was asking. It is just
nore information if | may.

| am going to presume that the guidelines
t hat you have descri bed woul d be enforced both for

publicly financed research and privately financed.
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There is not the distinction that is made in the U S

DR. LOUE: Right.

PROF. CHARO  Here the only enforcenment
mechani smwe really have is the withdrawal of funding
eligibility in the context of regulatory violations.
What ki nds of enforcenent mechani sns have been
proposed for these guidelines? Wat would happen to
sonmebody if he or she did not follow these guidelines
in the course of doing research?

DR. LOUE: There have been a nunber of
potenti al consequences that have been witten into the
gui delines. One includes the prohibition of ever
conducting any research in Uganda. One includes the
term nation of a specific research project. Another
is the tenporary suspension of a research project
pendi ng further investigation and where the Ugandan
Governnment is actually providing funding or support,
the term nation of that funding or support.

| think to a |large degree the franmers of the
gui deli nes contenpl ated that the media would act as an

enforcenment nechanismin the sense that it would be



10

11

12

13

14

15

16

17

18

19

20

21

a7

t hrough the nedia that violations would really cone to
the attention of both whatever enforcenent authority
is actually put into place and the attenti on of
research participants.

Unlike, the United States, for instance,
conmmuni cation in Uganda can still be somewhat
difficult. Many people do not have tel ephones,
transportation infrastructure is no where conparable
to what we have in the United States so that the nedia
really can serve an inportant function that is
beneficial -- it may be beneficial in the United
States but is really critical in Uganda.

PROF. CHARO. The second part of the question
has to do with the mechani sns for identifying problens
that mght result in a need for an enforcenent
measur e.

In the absence of consent forns that have
been signed, which provide a docunentary trail that
can be used for audit and oversight, what other
mechani sms have been proposed in the guidelines to

al l ow people after a research trial to go back and ask
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was everything done appropriately?

DR. LOUE: | think this is a problem area
that really requires further nodification in the
gui del ines. The guidelines do specify, for instance,
that if sonmeone does not want to sign their name, they
can sign an X. The problemthen, as you suggested, is
that if someone wants to do a post-audit of the
i nvestigation and nmake sure that everything was done
according to the guidelines it becones very difficult
to know who actually participated in the study.

Again | think the framers of the guidelines
are hopeful that the nedia will play a critical role
in helping to informresearch participates of their
rights in participating in research and the nmechani snms
that will be put into place for themto file
conplaints directly.

PROF. CHARO Do you think this is realistic,
the reliance on publicity as the main form of
enf orcement ?

DR. LOUE: | think at the present tinme given

t he absence of adequate funding it becones the nost
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critical conmponent. | do not think it can be the only
conponent and | think a great deal of trust is being
put -- placed on investigators' integrity and | think
to some extent even the representatives of the
Consensus Conference were unconfortable with this

gi ven Uganda's past history.

Agai n absent sufficient funding to devel op an
adequate infrastructure it really does beconme al nost
the nost critical conponent.

PROF. CHARO:  Thanks very nuch.

PROF. CAPRON: Bernie?

DR. LO First of all, thank you both for
your presentations. | want to carry on the tradition
of asking a double barrel ed question to get the nost
out of nmy speaking opportunity.

The first question really has to do with the
role of public representatives, and it is really
addressed to both of you. How feasible is it in
devel opi ng countries to have the kind of activismthat
Sam was tal ki ng about in the AIDS comrunity in the

us.?



10

11

12

13

14

15

16

17

18

19

20

21

50

Dr. Loue, you tal ked about the conposition of
this comm ssion and it was striking to nme that nost of
t he people were officials, public | eaders, and | do
not know how feasible it is to sort of get down to the
| evel of people who are actually going to be subjects
of studies. So comments on that would be
useful .

And, secondly, in sonme of the other materials
we have received on informed consent in research in
devel opi ng countries there were concerns raised that
sonme of the things we take for granted as being part
of a consent process in the U S. really are
antithetical to the way nedicine and society work in
some countries so that the notion of telling a person
t hey have a grave diagnosis in order to allow themto
give informed consent for research is standard here
and yet in countries where you do not tell people they
have cancer, do you then change the rul es because it
is now a research project?

And anot her objection or concern raised was

that to tell people that -- to tell potential subjects
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that the choice of therapy in a random zed trial wl
be determ ned by chance and the doctors do not know
what is best sort of undercuts the -- in sone
situations a social kind of agreenment that the doctor
al ways knows what is right and so do we include -- do
we insist on including those provisions as part of the
information that nust be disclosed so that people can
gi ve consent or do we sonehow nodify what we woul d do
taking into account sort of the traditional practice
of medicine in that cul ture?

| thought it was interesting in your
presentation how it sounds |like this discussion of
research ethics has really hel ped change the way
Ugandan | aw t hi nks about power rel ationships and the
rights of individuals and so forth.

So if you could address those two issues it
woul d be terrific.

DR. LOUE: Sure. | would agree with you.
think that this discussion really has changed in nmany
ways the way many peopl e are applying Ugandan | aw and

t hi nki ng about Ugandan law. | think that has al so
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been fuel ed by a number of changes, for instance, that
were effectuated by Uganda's new constitution, which
specifically recognizes the rights of wonen and
m norities, which heretofore had not been recogni zed.
In terms of comunity advisory groups or
activismthe way that we know it in the United States,
| think it is quite difficult, for instance, for
sonething like that to take hold in Uganda and that is
really for a number of reasons. | have had students,
for instance, from Uganda who when they are in the
United States they are focused on their research and
when | have said to them "Well, what will you do when
you go back to Uganda when you have finished your
doctoral training," and they have said to ne, "I wll
try to figure out where | amgetting clean water
from" So | think we have no real understanding of
t he i npedi nents that people face on a daily basis.
Many of the people who participate in trials
in research may have to travel extraordinary distances
to get there and they spend all day there and then

travel back. People who go for care in hospitals very
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often if their famlies do not come with them and
provide themw th neals in the hospitals they are not
going to eat in the hospitals. It is very clear. So
to ask that people who are eking out a mninmal |iving
who have significant transportation difficulties,
financial difficulties, who in addition to caring for
their owm famlies may have assuned responsibility for
ni eces or nephews or grandchildren, relatives who have
di ed or who have beconme very ill thenselves with
either H'V and/or tuberculosis, | think is not really
very realistic.

| do not rule out the possibility that it may
happen but | think under current circunstances with
t he exception of perhaps people living in Kanpal a,
which is the mpjor city, it would be very difficult,
for instance, for people who are in a nearby suburb of
Kanpala or a village of Kanpala to not only travel in
to participate in research but to also serve on
advi sory boards or assune an activist role.

One of the other barriers that | think we do

not think of when we speak of Uganda because the
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official language is English is that the majority of
peopl e who do not have formal education do not speak
English and they do not read English and they do not
write English. Uganda has a very high illiteracy rate
and that is particularly true anong femal es.

Until very recently famlies were required to
pay for public schooling for individuals and when the
children reached university age if they were accepted
into a university, at that point it becane free
education. What has been the practice is that when
the famly has to choose who will be educated the
practice has been to choose the oldest male child so
that the mpjority of younger children in famlies and
certainly the majority of wonen are uneducated and
woul d be -- they would find it extrenely difficult to
assunme that kind of role in addition to the other
rol es.

In terms, for instance, sonme of the nedical
practices that attend participation in trials, | think
for me a telling experience was when | was visiting

with one of the | eading OB/ GYN practitioners in Uganda
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and a wonman had cone in for a pelvic exam and
noticed that he did not performa pap snmear and |
said, "Why are you not doing a pap snear?" And he

| ooked at ne as if | were absolutely out of nmy m nd
and said, "First of all, we cannot afford to do pap
smears. And, second of all, what good is it going to
do if | discover she has cancer? There is nothing |
can do for her so why am | going to tell her that and
have her know -- have her worry about when she is
going to die? She knows that sone day she will die
i ke the rest of us."

And | thought that that remark was really
quite telling and | think it does illustrate what you
are saying, that things that we take for granted as
part of sort of ordinary nedical care in the United
States are really seen as extraordinary in Uganda.

This has really posed, | think, a difficult
chal l enge for representatives of the National
Consensus Conference to deal with in the context of
clinical trials. There is clearly recognition that

when an individual agrees to participate in a clinical
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trial that regardless of how we m ght perceive it,
Ugandans perceive it as being coercive. There is no
choice. There is no other possibility for obtaining a
hi gher standard of medical care. \hether you are
gi ven pl acebo and whet her you are given experi nental
treatnent, the care that will go along with that for
the condition under study is far superior to anything
t hat Ugandans will be able to obtain within their
medi cal system unl ess they are one of the very
privileged and nonied few.

Trying to balance that then with creating a
situation to mnimze the risk that individuals wl
be expl oited because of those circunstances | think
has posed great difficulties. Wat the National
Consensus Conference has devised have been a nunber of
provisions to attenpt to address this problem

First the guidelines specifically permt
pl acebo controlled trials under specific conditions.
One is that -- the condition of clinical equipoise,
which | think nost of us are famliar with. The

second is that the placebo group is to obtain the
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standard of care that is recogni zed as the | ocal
standard of care. You can imagine the kind of debate
that went on at the Consensus Conference trying to
deci de whether this was to be the best practice that
exi sted anywhere globally or whether this was to be

| ocal practice and the consensus finally was that it
was to be | ocal practice again because of the coercive
i nfl uences.

In an attenpt to bal ance that, though, what
t he Consensus Conference al so devised as part of the
gui del i nes was essentially a three-part requirenent
for any investigator comng in to do clinical trials.
One is that the investigator nust provide nedical care
to the research participants during the course of the
study for the condition that is under study.

In addition there nust be a foll owup period
of care, which the exact tinme of that period is going
to be dependent on the particul ar di sease under study,
the particular treatnent, and the particul ar
conditions at the time of the trial, and this was

because there was a sense that participants in trials
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were feeling abandonnent.

Again this goes back to your comment, |
think. 1In the United States we have the possibility
of negotiating with our health care providers. 1In
Uganda what the health care provider tells you is
really seen as unquestionable authority. The provider
knows best. You accede to the wi shes of the provider
and then when that provider is no |onger there and
treatment ends at the end of a trial the patient is
left with a sense of abandonnent.

The second requirenent is that an
i nvestigator nmust use their best efforts to make the
treatment if it is found to be successful available to
the community followi ng the close of the trial and
this was not nade mandatory.

There was recognition, for instance, that
i nvestigators may not be able to do this, that there
may be financial constraints. There was al so
recognition that this if it were nmade mandatory, it
woul d essentially require a benefit for participants

in devel oping countries that is not now guaranteed to
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even participants in devel oped countries.

So, for instance, if a drug is found to be
successful in a trial in the United States there is no
guarantee that that drug will then be made part of the
formulary for the AIDS Drug Assistance Program  So
there was recognition of that.

The third requirenment is that the
i nvestigator nust provide proof of insurance and nust
provide participants with information relating to any
damages that will be available as a result of any
injury or death arising out of participation in a
clinical trial. This, I think, is really quite a
departure fromwhat is now required under U S.
regul ati ons where we sinply require that the
partici pant be informed.

Uganda now requires that there be such a
provision in place, that there be an insurance policy
to cover any injuries or deaths arising out of that
trial prior to the initiation of the trial and that
the partici pants be nade aware of that conpensati on.

DR. LO If I could just follow that up?
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PROF. CAPRON: Bernie, yes, a quick foll ow
up. | have now Steve, Diane, Eric, Larry and Trish on
the list and now Alta.

DR. LO That was really wonderful. There is
one part of my question | wanted you to address that
had to do with what do you actually have to disclose
in the consent process. One of our other papers in
the briefing book tal ked about an adjuvant therapy
trial for breast cancer in Vietnam and the argunent
was you do not tell people there they have cancer so
t hat should not be in your consent form You do not
tell people the doctor is not sure what the best
treatnment is so you should not put that in the consent
form

I n your Ugandan gui delines do you have to
di scl ose the diagnosis, do you have to disclose the
fact of equi poise?

DR. LOUE: You do have to disclose the fact
of equi poise. You do not have to disclose the
di agnosi s but you have to offer the diagnosis to the

i ndi vi dual .
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PROF. CAPRON: Okay. Steve?

MR. HOLTZMAN: No.

PROF. CAPRON: Steve passes.

Di ane?

DR. SCOTT-JONES: | have a question about the
research that is done in Uganda. What percentage of
research done there involves collaboration or ties
with United States researchers or researchers from
Engl and or ot her devel oped countries? Wat | woul d
like to know is how isolated is the Ugandan research
community fromthe international research community?
| would like to know to what extent is research done
i n Uganda?

DR. LOUE: | cannot answer the question
unfortunately with specific statistics and | apol ogi ze
for that. | would say that | think that the Uganda
prof essi onal research comunity is very well connected
to other nmenmbers of the international research
community. There is significant research being done
in collaboration with the United States, with Engl and,

with quite a nunber of the Scandi navian countries, |
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believe with Germany. | think with the Netherl ands as
well so | think there is a -- | think there are very
good |inkages with resources there.

In addition, | think that as a result of
t hose linkages within -- | have been going to Uganda
now for five years and even within the five years |
think you can see an increasing sophistication in
terms of the know edge of the international principles
and gui delines and increasingly conpl ex di scussions
arising out of discussions of the Ugandan context and
how t hese principles apply in the Ugandan context.

VWhet her the majority of research is being
done with international funds is unclear and | should
probably describe a little bit nore about what happens
with research in Uganda.

My conversations, for instance, with
individuals fromthe Mnistry of Justice and with the
Uganda Nati onal Council of Science and Technol ogy,
have i ndicated that they actually have many fewer
difficulties with researchers comng in from outside

of Uganda than they do with Ugandan researchers
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t hensel ves and the reasons for that are nmany.

Uganda | aw specifically recogni zes what we
woul d call traditional nmedicine. Wat has happened in
the context of the HV epidemc is that individuals
who are traditional practitioners as well as sone
i ndividuals with nedical degrees are now marketing the
products which they claimcure AIDS as a result of
tests that they have conduct ed.

Up until now, and currently, the "trials" of
t hese products have not conme under the jurisdiction of
either the Mnistry of Justice, the National Counci
on Science and Technol ogy or the National Drug
Aut hority. They have been specifically exenmpted from
gover nance under Ugandan |aw and this was a hotly
contested i ssue at the Consensus Conference.

The ultimate decision is that these trials
whi ch many believe constitute the majority of
"research” in Uganda should conme under the
jurisdiction of whatever agency assunes jurisdiction
for the enforcenent of the guidelines. Clearly the

traditional practitioners are unhappy with this. The
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tradi tional pharmacists are unhappy with this.

Some believe that that really -- that these
particul ar types of trials really constitute a |arge
proportion of the research that is conducted in Uganda
but no one really knows to what extent that is true or
not true. | think everyone at the conference had
heard the litany of horror stories that had come out
of individuals availing thenmsel ves of these kinds of
pr oducts.

There are studies that are conducted in
Uganda by Ugandan researchers outside of this
traditional context, for instance through the nedica
school s, that although they traditionally have not
been subject to the paraneters that are enunciated in
t he gui delines conformto a nuch greater degree, for
i nstance, to the Nurenmberg Code and the Hel sink
Decl aration than the traditional research.

PROF. CAPRON: Sam do you have anything to
add to that?

MR. AVRETT: Al | was going to say is

responding to the previous question and foll ow ng up
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with the coment about increasing sophistication of
t he di al ogue about research in Uganda, | would say in
t he previous question about what is the chance of an
active community voice in Uganda and other countries,
| would say there is a very good chance and, in fact,
it is already happening.

And that ny -- fromwatching fromthe United
States on the progress of a Phase |I HIV vaccine tri al
in Uganda, the media has been very active in talking
about those trials. The AIDS Service Organization in
Uganda has | eaders who have been very engaged. And
that there has been a voice frompoliticians, from
community activists that has focused attention, and
fromthe nedia that has focused attenti on and shaped
public opinions, and that in recent debates
internationally about UNAIDS guidelines for vaccine
trials, the perinatal short-course AZT and so forth,
the activists fromBrazil, from Thailand, from
el sewhere have not been silent at all so I would not
di scount the voice.

DR. LOUE: If | could respond. | think we
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may be defining activism sonmewhat differently in the
sense that | have real questions, for instance, about
the extent to which a journalist who generally in
Uganda has significantly better education than sonmeone
living in a village or the extent to which soneone who
pl ays a | eadership role in one of the nongovernnent al
organi zations can truly represent the thoughts and
experiences of individuals fromthe outlying vill ages
who nay be traveling to participate in trials.

So when | speak of activismand how difficult
it is | amreally referring, | think, to people who
clearly know that they have whatever disease or
condition is under study who are not part of this
smal | er educated cadre in Uganda and who quite
honestly will never be part of that snmall educated
cadre.

| truly do not know the extent to which
individuals in those positions can represent -- can
claimto represent and enbody the voice of these other
i ndi vi dual s.

MR. AVRETT: | agree with that.
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PROF. CAPRON: Eric Cassell?

DR. CASSELL: | found this -- | found both
your presentations and your article very, very
hel pful .

| mean, one of the things that we are

supposed to -- we are protecting human subjects and it

is inmportant for us to remenber what we are protecting

-- what we are trying to protect. W are trying to
protect fromharmin research. W are not trying to
protect their rights. Although in the United States
often it conmes down to protecting rights as though
that automatically assured protection from harm
because it allowed a person to express their own
desire.

In the United States prior to the present
era, that is through the late -- through the early
'60s the protection fromharmwas primarily the
obligation of physicians to their patients and the
| arge wel | -devel oped ethics -- we now call etiquette
but ethics at that time was devoted to that. That

t hen becane paternalismand you all know about that.
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But the m nute we nove towards enphasi zi ng
t he autonony of persons who cannot really exercise
t heir autonony, at the sane tine we allow physicians
to get off the hook. After all, they are not
responsi bl e anynore as nuch as they were before. So |
aminterested in what the ethos of physicians in
relationship to patients is in Uganda and -- of

course, they are educated and so forth, and | think

you know what | amtal ki ng about.
DR. LOUE: Yes. | think that is a great
question. In Uganda generally physicians demand or

they command a great deal of authority. Wen a
patient goes for a clinical examnation -- even
outside of the research context it is assuned that the
physi ci an knows what he or she is doing, that whatever
recommendati ons the physician makes are going to be --
are the best recommendations and that they are in the
patient's best interest.

| think it my be nmore difficult. | think we
in the United States sonetinmes have difficulty in a

research context separating the clinical function from
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the research function. | think that nay be true to an
even greater degree in the Ugandan context where when
soneone goes to see someone with a white coat they are
a doctor. The fact that this is research and not
clinical care -- even though it may be explained to
the best of anybody's ability to explain it and even

t hough i ndividuals may signify that they understand --
| do not know that there is always real understanding
of that or remenbrance of that.

Sonme individuals, for instance, have
suggested that participants need to be rem nded on a
periodic basis that this is research, that this is not
their new doctor. That has not been incorporated in
the guidelines but it was certainly an issue that cane
up for discussion.

One of the difficulties that was di scussed in
the context of the Consensus Conference was the
obligation of the researcher vis-a-vis the participant
in the context of research when autonony is defined or
when it is attenpted to be applied in the Ugandan

context you are still talking about a popul ati on where
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t he overwhel m ng proportion is illiterate in any
| anguage where many people do not have tel evision,
where there is no tel ephone, where there is m ninal
access to transportation. So that saying an
i ndi vidual has the freedomto nake their own decision
and the know edge to be able to do it signifies
sonet hing very different than when you say that in a
devel oped country with the exception perhaps of
certain ancillary communities.

The question that arose in the context of the
Consensus Conference then is should there be a greater
burden placed on the investigator to justify the
research than there m ght be, for instance, on a
research proposing to conduct research in a devel oped
country. And it really becane a question of how do
you simul taneously maxi m ze autonony and beneficence
in a Ugandan context w thout becom ng paternalistic
and essentially conpletely overriding autonony but it
clearly takes on a different meaning in the Ugandan
context given the relationship between care providers

and patients and given the Ugandan context itself.
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| do not know that that has been answered.
The guidelines attenpt to begin to answer it but I
think that is going to be an issue that continues to
be explored into the future.

DR. CASSELL: Can | just foll owup just
briefly?

PROF. CAPRON: Briefly.

DR. CASSELL: You see | am struck agai n.
Even Western nedicine has inported into Uganda
al though it has been quite sone tine and with that
cane an ethos that was appropriate to Western nedici ne
on the way in. 1Is the traditional relationship
bet ween the heal er or the caregiver or whatever you
wi sh in Uganda such that it m ght be dependent upon to
protect the patient? To say that the person is a
researcher has not changed their obligation to protect
the patient that they are treating. |Is that
traditionally there?

Renmenber our job is to try and figure out how
do you nove over protection of human subjects into

international context and so --
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DR. LOUE: | would agree that that is there,
that there is the assunption clearly that if a person

is a physician their obligation is to protect the

patient fromharm | -- whether they are a researcher
or not. | think the real problemthat has arisen in

t he Ugandan context -- and it arose because of the HV
epidemic -- is that again you have nedi cal doctors who

are marketing cures for AIDS that clearly are not
cures. Because of their education, because of their
position, because of their respect that they command
peopl e have bought into these clainms and have sold
their property, have |ost everything relying on these
cures, and obviously they are not curing them so that
-- | nmean, people are cogni zant of the position -- of
the traditional relationship but they are also
cogni zant that these kinds of things are happeni ng and
it isreally an attenpt to try and find a bal ance.

DR. CASSELL: Thank you very nmuch.

PROF. CAPRON: Larry?

DR. MIKE: Yes. | wanted to ask M. Avrett

a question that Alex had initiated but first | really
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need -- | think I need a conment on Dr. Loue's
presentation. | think it is very useful for us in
terms of the kinds of recomendations that we can make
in terms of inproving the international situation and
| was pleased to hear you describe what were really
chal l enges to the political and social nornms in Uganda
with the kinds of changes but | was totally

di sappoi nted in your answer about comunity

i nvol venent .

Your answer was, "Well, journalists do not
represent them" Well, the people in outlying
villages do not really know what to do. There is no
organi zation. You could have said that about the
United States thirty and forty years ago. You could
have said that doctors were in control, patients had
no say.

So | was wondering what M. Avrett thought
about this froma community perspective listening to
this discussion that has been going on because to ne
it seens to ne that what you have just described is

t he beginning of a | ong process and I woul d have
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expected your answer to have been what is the next
stage that we find ways in which we get community

i nvol ved rather than saying, well, that is why | am
sort of disappointed. |In some parts the status quo is
successfully chall enged. \Whether they get inplenmented
or not is a different question and yet in sone of the
ot her areas you accept the status quo so -- but | am
really nore interested in M. Avrett's perspective.

MR. AVRETT: In the United States with HV
vaccine trials there are sites that recruit wonen at
high risk in the South Bronx and active i.v. drug
users in North Phil adel phia and Chi cago, and you coul d
say that because of poverty or for whatever reason
that the ability to provide informed consent or the

ability to be activists and have input into the trials

is limted. However, | think that is not the case and
t here has been -- there have been very active
community -- there is a very active community advi sory

board in the South Bronx vaccine trial site.
Those participants are able to understand the

ri sks and benefits of those trials. There has been
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sone very good work to assess the |evel of
conprehension and information that those wonen have
about the trials and the notivations that they have
for joining the trials. And those wonmen have provided
very good insights about the appropriate |anguage of
the i nfornmed consent, about the design of the

associ ated service referrals and all of that.

| wonder with Ugandan -- | have a question
about the Ugandan situation, which is has there been a
concerted effort in nonitoring the informed consent to
| ook beyond the signed forns or any kind of paper
trail to assess in -- to assess the |evel of
conprehensi on that trial participants have?

DR. LOUE: | think it is fair to say that --
well, at least to the best of nmy know edge there has
been no attenpt and ability to nonitor inforned
consent to date so there is no infrastructure in
Uganda, for instance, |like the FDA or |ike DHHS that
has authority to cone in and say |let me audit your
records and see that you have foll owed i nforned

consent procedures. | mean, | think it is inportant
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to recognize that until three years ago Uganda had no
i nformed consent procedures that were formally adopted
apart from what was expected of Uganda in conjunction
with foreign sponsored research so this is really
qui te new.

It is not a question, | think, of necessarily
accepting the status quo but | think it is inportant
to understand what the status quo is and how new this
really is in the Ugandan cont ext.

PROF. CAPRON: Okay. We have two nore
questions before our break. Trish and then Alta.

PROF. BACKLAR: | want to thank you both very
much for your very interesting and usef ul
presentations and the material that you submtted to
us.

| want to go back to sonething that Diane
brought up at the last neeting, and you were not here
so | amgoing to restate it, all the conversation
appears to have been today about research that was of
interest to the subjects. | amreally quite concerned

about what this would nean if this research was not of
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interest to the subjects because | was -- one of the
things that | noticed to start off, Dr. Loue, is that
| was interested that you said, of course, that

subj ects perceive entering this research as no choi ce.
In effect, it is their only avenue to care.

An in this country we are very interested in
t he therapeutic m sconception and it seens to ne that
in Uganda, as you describe it, this is not a
nm sconception so that it does not exist. This is the
only way to care and, therefore, it is not a
t herapeutic m sconception. You are going to get
health care by being in research and you will not get
it otherw se.

VWhat does this nean, though, when the
research i s not addressing sonething that you need?
That is point one.

Point two: Both of you discussed the
conmmunity voice and | think Dr. Loue picked up on a
concern | had when M. Avrett was discussing things.
He was tal ki ng about a voice -- an educated voice and

| still amnot certain at all -- | amtrying to get ny
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guestion -- of how one really would access the voice
of the subject who is being used in research which is

really of no interest to them

One other thing -- | amsorry -- by the way
also in terms of the power of the physician. | do not
think -- I think that the physician even in this

country today represents a very powerful force. Most
of us know that when we have rel atives or we,
ourselves, are ill, when we are changed into the role
of patient or sonmeone we | ove becones a patient, we do
not feel that we have nmuch voi ce.

DR. LOUE: To whom are you --

PROF. BACKLAR: To both of you actually.

DR. LOUE: Ckay. In ternms of what if
research were addressing sonething that the patient or
the subject did not need and the concept of clinical
care, | think individuals -- | should clarify
sonet hing. Individuals in Uganda can al ways get care
outside of a trial but |I think it is generally
believed that the care within a trial is going to be

vastly superior.
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PROF. BACKLAR: So there is a therapeutic
m sconception?

DR. LOUE: For instance, soneone can go to
the |l ocal hospital for treatnment of a condition
Let's assune the person has H V. They can go to the
| ocal hospital. What will happen at the hospital is

that they will be given synptomatic treatnment. They

wi Il not be given antiretrovirals. They will not be
given protease inhibitors. |If they have pneunpnia
maybe they will be able to get the proper antibiotics.

Soneti nmes the drugs that are needed are not avail abl e.
The country has sinply run out of the drug supply.
This is true even within the National Tubercul osis
Program So, theoretically, someone can get care
outside of a trial but the quality of that care is
going to be vastly different and I think that that is
what the know edge is.

In terms of howto truly access the voice of
t he research participant, my greatest concern in being
able to do that in Uganda is how to overcone the daily

| ogistical barriers to be able to have that happen.
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| do not dispute that -- | nean, clearly, for
i nstance, communities have advisory boards. In
Cl evel and, for instance, the H 'V Pl anning Council has
as a nunmber of nmenbers wonmen who were injection drug
users who are not -- who have very little, if any,
formal educati on who have been able to at |east
periodically stop using drugs and have becone active
voices in the community.

| think what | see as being one of the
greatest differences between the U. S. context and the
Ugandan context is that sonmeone in that situation in
the United States, however difficult it may be to
access support systens and rehabilitation, and | am
not in any way inplying that that is necessarily easy
because | think in many communities it is not, those
systens still exist.

There are support systens in place. There is
Narcoti cs Anonymous. There is Alcoholics Anonynous.
There are social services. There are governnmenta
safety nets that will provide nedical care to people,

for instance, through Medicaid. Those systens,
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not hi ng conparable to that exists in Uganda,
absol utely not hing.

So there is an AIDS organi zati on named TASO
which | think has done extraordinary work given its
limted resources but the reality is that for someone
who is HV infected they have to overconme before they
ever get to the point of activism they have to
overconme where do | get the water for the day, where
do I find nmy noney to feed nyself and ny famly.

How do | get the 26 mles frommy village to
the hospital to get any kind of care? And we are not
tal king about do | take a bus or do | take a subway.
We are tal king about do | rent a ride on a child's
bi cycl e handl ebars or do | walk or do | take the | ocal
formof transportation, a netatu, after | walk for 10
mles to get to the netatu.

| do not know how to overcome these
| ogistical barriers. 1 think certainly if they could
be overcone there would be the interest in having a
greater voice and in participating but I sinmply do not

know where you would even start and as | nentioned the
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whol e concept of having formal guidelines is itself
quite new to Uganda.

So to tal k about activism-- the other thing
| think that is very different in the Ugandan cont ext
that we may not fully understand and | certainly do
not pretend to understand it is the |egacy that has
been left by years of repression and torture under |di
Am n and QObot e.

Al nrost everyone that you talk to has had sone
famly menber who was killed or tortured under one of
t hose two regi nes. People renenber when soneone was
an activist in years past that that had severe
political repercussions so that there is still -- and
we see this, for instance, even in the process of
signing a witten informed consent. People do not
want their nanme attached to nmovenents.

There is also significant tribal and
religious diversity in Uganda. Many of the educated
class in Uganda belong to the Baganda Tri be, which is
the | argest tribe in Uganda, and this was

traditionally the privileged tribe under the British
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Colonial rule so that when we tal k about educated and
noneducated we are al so tal king about a tribal
di stinction.

We are also tal king about a distinction in
who owns the political power and all of this, | think,
has inplications for who is willing to becone invol ved
as an activist and this again is in addition to the
| ayers of logistical barriers.

So, although, I do not -- | am not saying
that it cannot happen, | amsaying | sinply do not
know how to help it happen given the Ugandan cont ext
and given that | cannot begin to conprehend the kind
of legacy that has been left fromthose kinds of
regi mes which -- where we have had not hi ng conpar abl e
in this country.

In terms of the power of the physician, I
mean | would have to agree with you the physician
really w elds extraordi nary power and again | think we
have to recognize that there is a -- when we talk
about physicians vis-a-vis patients or vis-a-vis

research participants we are also tal king about
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econom ¢ and class and tribal differences as well.

MR. AVRETT: But | would ask the question
differently in response because you are saying what if
the research is not inportant or what if you cannot
access the voice of the participant but | would say
both of those underline informed consent.

| mean, surely if the local -- if the
researcher is doing research, that research hopefully
is conpelling and it is inmportant at sone |level and
that it is asking sone conpelling scientific question.
And the basis of informed consent in ny mnd is the
researcher is challenged to be able to explain that in
a way -- to explain the conpellingness and the
i nportance of the research to the participant so that
t hey understand it.

Whet her it is locally inportant or not, at
sonme point it has to be conpelling and the researcher
needs to explain why they think it is inportant.

And the participant, |I think, has to understand that
and conversely as difficult as it is for a participant

to get a trial site and to understand the concepts of
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research, at some |evel the participant has to

know ngly and willingly be able to agree to
participate and the researcher has to be able to hear
that fromthe participant. | think that just
underlies the --

PROF. CAPRON: Alta?

PROF. CHARO  First, again thank you. This
has been very, very, very hel pful.

A | ot of what has been di scussed focuses on
the idea that access to a research trial is a net
benefit in the end and specifically and npst
controversially it is a net benefit because of care
you get independent of the actual research
interventions. | know you appreciate the difficulties
that are inherent in this notion.

| mean, it really gets us right back to that
old notion of charity hospital patients who have the
choice of opting into research if they want charity
care or going wthout care.

But putting aside the kind of long tradition

we have had di scussing the sanme problemin the U S,
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if that is, in fact, the kind of analysis of risk and
benefit that is being brought to bear in the Ugandan
context, why is it then that orphans and street
children are specifically excluded as research

subj ects, which | believe you said very early on

It would seemto ne that that is exactly the
popul ati on that has the | east access to even the npst
m ni mal care because as you said, and as | have
observed nyself in other hospitals in other parts of
Africa, without famly support access to hospitals is
pointless. It lacks food and it often | acks drugs or
even sheets.

And so wouldn't they be the first people
rather than the | ast people that should be enrolled as
research subjects if one genuinely believes this is an
opportunity and not exploitation?

DR. LOUE: | think that that was really an
attempt to try to find a balance between the benefits
that m ght cone fromresearch and the perception that
is also coercive if you have no other choice and the

possibility of exploitation.
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There was great concern that because the
popul ati on we are speaking of are children to begin
with and are street children and orphans so that there
is an additional |ayer of trauma that is added in that
context that they would potentially be subject to
phenonenal exploitation.

There were a nunber of nenbers of the
Nat i onal Consensus Conference, for instance, that were
aware of the trials that went on at W I | owbrook and
t hey wanted very nmuch to prohibit that kind of thing
from ever happening in Uganda.

So | think that the idea was that any
research that is done with street children and orphans
can be no greater -- can involve no greater than
m ni mal risk.

PROF. CHARO. But | -- if I just -- 1 just
really want to understand this because it feels to ne
like there is a kind of cognitive di ssonance here.

In other settings with adults who are
i npoveri shed and have no access to better than m nim

care the systemtrusts the integrity of the researcher
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because the researcher is also a physician who really
is thinking nore as a physician and, therefore, is
putting the patient's interest first even though the
patient is actually a subject in a research trial and
as a matter of individual decision naking this
i ndi vi dual ought to be given an opportunity to say of
all the bad deals available this is the best bad deal,
all right.

So we trust the integrity of the
i nvestigators and the kind of notion of personal
protection of your best interest in that situation but
not where the need is the nost desperate as if the
integrity vani shes under these circunstances or is it
that there is just -- is it that these people, in
fact, are not cared about as nmuch so that you can
ignore their need to get access to care for a trial?
| mean, it just -- it is sonething that just does not
feel like the people are being consistent.

DR. LOUE: | understand what you are saying
but I would not say that people do not care about this

popul ation. That was really not the sense at all that
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| got fromthe discussion at the Consensus Conference.
I f anything, | think there was nore a sense of we have
to protect these children no matter what. So it may
reflect a heightened concern where adults, for

i nstance, would have a greater voice to be able to say
sonething is --

MR. CHARO. | am sorry, Alex.

But just protect them from what since the
whol e point is that the trials are a good thing?

DR. LOUE: But any harm that may arise from
the trials.

PROF. CAPRON: It sounds as though Dr. Charo
is |aboring under the therapeutic m sconcepti on.

PROF. CHARO  No, but that is the whol e point
of being able to enroll people there, is the assertion
that the trials are therapeutic in the end.

DR. LOUE: But there is --

PROF. CAPRON: No, as | have understood it --
| would like it if we could get this clarified. As |
have understood it, it is the quality of concomtant

medi cal attention that is going to be higher.
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PROF. CHARO.  Yes.

PROF. CAPRON: The trials may have all the
usual problens and, indeed, with the strong statenent
of a requirement of equipoise the sense that you may
be well off being in the trial or you may be poorly
off -- poorly served being in the trial but the lure
is the lure of having the nmedical attention.

PROF. CHARO. It is nore than a lure

PROF. CAPRON: As was true in WI | owbrook, as
is true for prisoners in the United States --

PROF. CHARO  Right.

PROF. CAPRON: -- and it -- what | have found
so fascinating, if | may say so, by this is that the
Ugandan Consensus Conference participants were so
aware of problenms and pitfalls that we had di scovered
here. We went into all of this with the background of
t he FDA saying that, | believe, only with one
institution have they been able to establish that
their -- the prevailing standards in whatever country
it is are equivalent to our's and, therefore, they can

get sone of this deened status and yet it seens -- not
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in terns of inplenentation maybe but in terns of

anal ysis and principle the Ugandans have i ncor porated
into their own process our m stakes as well as our
"successes. "

PROF. CHARO  Alex, you really did m sstate
what | was sayi ng.

PROF. CAPRON: Okay.

PROF. CHARO: | apol ogize. But | was -- but
the point that | am taking honme here is that an awf ul
| ot of the justification here is not that the research
interventions are therapeutic and that is not what |
was suggesting, that the overall experience of
participating in a trial, being exposed to the
research intervention and the concomtant care is on
bal ance overall beneficial to the individual as
conpared to other options.

PROF. CAPRON: \When the individual can make
t hat judgnent and yet with a child that individual is
not able to nmake that judgnent.

PROF. CHARO  That is not the point.

PROF. CAPRON: Is that the gist of your
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answer ?

DR. LOUE: |If | could interject sonething. |
woul d have to agree with what you are saying and |
think that that was the thinking. For instance, that
is the reason that there was such a strong voice that
when researchers conme in to do a trial they nust now
have proof of insurance to cover injuries or damages
because there is the recognition that although there
may be the concomitant care there is still the
possibility that someone may die or the possibility
t hat someone nmay be injured.

PROF. CHARO. M point is not to try to prove
t hese kids should be put in the trials. M point is
totry to explore the reality of whether or not this
notion that the concomtant care being beneficial
offsets a variety of other concerns about people's
enrollment is valid and | find it highly problematic
and very rem ni scent of the pre-New Deal Era in which
t he idea that people could get extra pay, which was in
their short-terminterest, if they took on hazardous

enpl oynment was tol erated as maki ng the best of a bad
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deal agai nst background conditions in which you had no
ot her options for high paying jobs.

And we have been through a very interesting
debate in the U S. that has not yet been resolved. W
still debate m nimum wage and the Supreme Court first
uphel d and then struck down notions of a fundanent al
right to make the best of a bad deal when they
consi dered the Lochner case.

So | just -- | find this whole notion of the
concom tant benefit being pertinent to the equation
extrenmely troubling but at a mnimum | would | ove to
see it being used consistently across all popul ations.
That is the only point.

PROF. CAPRON: Okay. The senator from
Massachusetts would like to yield back the tinme that
he yi el ded before.

MR. HOLTZMAN: Thank you, M. Chairman.

But with a different question. For those of
you who are famliar with the literature in this
di scussion of the therapeutic m sconception and

putting aside the concom tant benefit, if it is
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obj ectively the case -- say | have HHV and | amin an

environnment in which | amgoing to get no care and

will die, all right, or if I amrefractory to al
known therapies for a certain cancer, am| | aboring
under a therapeutic m sconception if | go into a trial

with an experinmental drug in the hope of being cured
when it is objectively the case the alternative is to

di e?

PROF. CAPRON: | think that if we are getting

to some of the issues that we are getting to, we
shoul d have that as our -- one of the topics for our
di scussion after the break and I want to find out if
there is before that break, which is now 20 m nutes
past its time, any further questions specifically
where we need answers from our two experts today.

Arturo, who has not had a question, a brief
one, and then, Bernie, a brief one.

DR. BRITO Just a brief coment on this
conversation here between Alta and our guest. One of
the things that concerned ne with reading your

article, while very informative and it really -- one
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of the things that struck me nost is the pluralism

t hat exists in Uganda, nuch |ike our own country, and
| was struck by that. But yet the national -- this
national commttee that was set up seened to ne to
have a very Western influence in its thinking and it
did not by any neans necessarily reflect the culture
of the Ugandan people, is what -- except for the
witten informed consent issue. Ckay.

And when | am hearing this discussion | think
it is areflection of the Western influence on this
conmm ssion and how this conm ssion truly -- does not
truly represent all the Ugandan people or nost of the
Ugandan peopl e.

And where that |leads nme to for both of you
actually is how do we go about selecting appropriate
community | eaders or representatives when -- wthout
i nposi ng our own val ues on people that are nost
vul nerable in research?

It is just sonmething that, you know, wth al
the reading and this is my biggest concern is because

| am not sure this conmm ssion was a nati onal
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conm ssion the way they were selected and the way t hat
they go on to nake recomendati ons about who shoul d
represent local communities. | am not sure they can
see it fromthe other end, fromthe people that are
nost vul nerabl e and not be influenced by Western

t hi nki ng.

Il will just -- and | know that you hinted at
some of this -- but, for instance, in the South Bronx,
the decision to include mnority wonen in there cane
about because of a lot of criticismearlier on about
not including mnority wonen so it is sonething that
has taken ten or fifteen years to come about in HV
trials and both trials and al so now cli nical
i ntervention.

PROF. CAPRON: Any comments fromthe panel
about that? You were both noddi ng your heads as he
was speaking. | gather you have agreenent with the
gi st.

DR. LOUE: | think in ternms of being
i nfluenced by Western thinking that is certainly true.

Uganda's primary -- at least to the best of ny
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know edge -- primary exposure, for instance, to
principles of bioethics has been as a result of the
HI V epi dem ¢ and various other diseases in Uganda that
have really triggered foreign sponsored research

To that extent Uganda has had to consi der
i ssues involving bioethics if only because it was
demanded by the foreign sponsors of that research
whi ch necessarily introduces a Western el enent.

| do not think the fact that that has
happened necessarily neans that Uganda is not al so
taking into account its own context.

So, for instance, when you | ook at the
Nati onal Consensus Conference a nunber of the
participants in that conference represented religious
groups that, for instance, the -- that represented
traditional African religions, represented the Islamc
society. There were a nunber of pharmacists who --
not who were trained in Western pharmacy but who are
tradi tional pharmacists under Ugandan | aw so that
there was that perspective introduced.

| would agree that it is still problematic
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that there has been no voice in the process that would
be conparable, for instance, to the voice of an
injection drug user fromthe South Bronx. That has
not happened i n Uganda and how to nmake that happen |
am not sure.

But in terns of, | think, reflecting
di fferent perspectives even within Ugandan culture on
maybe a macro basis, | think the organizers of the
conference worked incredibly hard to try and have
those different segnments represented. So | nean there
were wonmen. There were nen. There were people from
various tribes. There were people fromvarious
religions, fromvarious professional disciplines, from
traditional society, fromnore Western oriented
society. | think everyone thought that it was
i mportant to include human rights organization
representatives who had direct experience with people
who had been tortured.

DR. BRITG  Thank you.

MR. AVRETT: | would just answer that by

saying it is -- in -- the -- in the question of how
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you get a pluralism of representation and how do you
sel ect people froma lot of different perspectives,
that is a very -- it is a good question. | think
peopl e present thenselves and they self-select and

t hey come up and present their own issues and their
responsibility is to provide as many opportunities for
people to present their issues, whether it is the

i nformed consent process or just a |long-term presence
in the community -- comunity foruns, CAF's, and so
forth.

And in AIDS activismin the United States it
has obvi ously been a cacophonous fractious bunch of
activists who have cone up froma lot of different
angl es to express needs and issues about research but
that is the deal and, hopefully, you get a |large
nunmber of perspectives comng up and deal with themin
a whol e bunch of different structures.

PROF. CAPRON: Bernie and Di ane have each
asked our |eave for a brief question with brief
responses.

Ber ni e?
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DR. LO Dr. Loue, you have had a number of
questions that are sort of |ooking at the flaws in
what you have been able to do and sort of pointing out
t hat based on what we would like to see in this
country, which we have taken a long time to get to and
sone that just have not gotten to sort of, gee, how
cone you have not done it already.

Il would like to ask the reverse questi on,
which is | would be really happy if nmobst of the
countries in the world had sonme process in place like
your's, which is a first step, admttedly inperfect,
admttedly not the final answer, but how many ot her
countries |ike Uganda where research is being done are
actually doing sonmething on a national level to try
and address the issues the way your conm ssion did.

Is this a totally atypical experience or do you know
of other countries that are trying to do sonething
i ke that where -- that we could also | ook at?

DR. LOUE: | would have to say that ny

know edge in this area is quite inperfect and I am

actually in the process of trying to |l ook at processes
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in other countries. M understanding is that several
ot her African nations have been starting this process,
although it is not clear to me how far al ong they have
gotten.

Romania -- | do quite a bit of work in
Romania -- is actually in the process now of | ooking
at the establishment of bioethical guidelines.
Romania, | amsure as all of you know, has a | ong
hi story of repression under Cherchesku and bi oethics
and genetics and a nunmber of other scientific
endeavors were conpletely elimnated during that
regine so they are nowin a process of trying to
formul ate gui delines, although they are nowhere near
as far al ong as Uganda is.

PROF. CAPRON: Any comments, Sanf?

Okay.

Di ane?

DR. SCOTT-JONES: | have a question about
what advice the two of you would give us regarding
what exactly we are conparing when we nake

i nternational conparisons and | am thinking especially
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of the role of poverty within a society, a |ack of
education and ethnic divisiveness within a society.
VWhen | read your paragraphs about the Ugandan cul tural
context, sone of the sentences struck nme as being
remarkably simlar to the United States of Anerica.

For exanmple, famlies requiring two or three
i ncome producing activities to survive econom cally.
Members of a research comm ttee conposed primarily of
menbers of one ethnic background and the majority of
research participants of another ethnic background.
Those things are true here in the United States and |
t hi nk when we are undertaking these international
conparisons we are holding up a view of a segnent of
the United States of Anerica and we are turning our
eyes away from segnents of the United States
popul ation that are in dire straits as well.

| am wondering whether you could help us in
how we should frane these international conparisons so
we do not forget about our own dire poverty and ethnic
di vi si veness here.

MR. AVRETT: Well, | am not sure that | have
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a really good answer to that but | do agree that you
can tal k about vulnerability of populations in a way
that crosses different -- | think crosses different
communities and different countries. And

vul nerability because of poverty, vulnerability
because of power structures, vulnerability because of
stigmatization, and | think that is one way of getting
at the commnality of what is happening in the United
States and internationally.

PROF. CAPRON: | want to thank you both for
your participation. You clearly stinmulated a great
deal of thinking in the comm ssion and your work will,
| hope, reverberate for the good in our final reports
on this.

| want to tell people in the public that if
you have not yet signed up and wish to speak at the
11: 30 schedul ed public comment period, | encourage you
to sign up at the desk

W will now take a 15 m nute break and
convene again at 11:00.

(Wher eupon, a brief break was taken.)
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PROF. CAPRON: So as not to have to interrupt
conmm ssioner's discussion we will go to public comrent
now and then Alice Page will present the additional
material she mentioned and we wi Il have di scussion of
it.

Eric will introduce the people on the |ist
who have signed up to testify.

PUBLI C COMVENT

DR. MESLIN:. Two people have signed up and we
are grateful that you are able to start just a couple
of mnutes early so that it does not disrupt the
comm ssion's worKk.

The first person is Dr. Adnan Hyder. For the
record, Dr. Hyder is also a consultant to NBAC s
| nternational Project, who has been nentioned to
comm ssi oners before. He is from Johns Hopkins
Uni versity but my understanding is that Dr. Hyder here
is speaking not in his capacity as a consultant to
NBAC but as an international researcher.

Just to remnd you, Dr. Hyder, it is a five-

m nute presentation. Thank you.
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DR. HYDER: Thank you very nuch. M nane is
Adnan Hyder. | come from Pakistan. | am a physician.
| am a public health researcher. | have been invol ved
in public health programs, both in terns of health
care delivery and research for about ten years. | am
currently based on Johns Hopkins University. It is a
great pleasure to be here and thank you very nmuch for
the opportunity.

My comments reflect sone of ny thinking after
listening to the norning discussions which have been
very stinulating, indeed, and I would |like to make
four short comments.

The first one refers to the context of
research. | think that the ethics of research need to
be | ooked at within the culture of research that
exists in countries and the culture of research is
often nonexistent in the formal Western way that it is
recogni zed in many countries.

If there is an attenpt to change that culture
or influence that culture then culture change requires

two things. One, an ownership and, therefore that
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needs to be recognized. It requires ownership of the
| ocal people, of the nationals within that country.
And, secondly, time so that it cannot occur in one
year maybe or six nonths but may require a | onger
process. And | think that these two conditions need
to be recognized in any discussion that is occurring
with respect to changing the culture wi thin which
ethical research is conducted.

My second comrent refers to investnments on
research because after all research is driven by and
often paid for by investnents in research, both by
private and public sectors.

A comment nade earlier on today said that
| ocal health priorities need to drive research. Well,
that is an ideal but, |adies and gentlenen, may | tell
you that of the $60 billion dollars spent on research
annually in the world |l ess than 10 percent, |ess than
10 percent, can be judged to be of eventual benefit to
devel opi ng countries so that 90 percent of research
will take a long time before it becomes translated

into benefits received by devel oping countries and
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that is inportant as well to consider in some of our
di scussi ons.

My third comment refers to testinonies from
people in the devel oping world. | have trenmendous
respect for our colleagues fromthe devel oped world,
my own col | eagues here working in other countries, but
| think that we can represent ourselves. | think we
have a voice, we need to be heard, and | think we are
able to reflect our views and, therefore, | would urge
the comm ssion to create opportunities for researchers
fromthese countries to conme here and testify before
you as well.

My fourth comment refers to this notion of
conmmunity participation, comunity activism because |
think that there is no poverty of activismin our
countries. Rather there is an activismof poverty and
this activismof poverty has changed governnents and
created revolutions. Why can't it deal with ethics of
research? So | do take disdain at the thought that
there is no activismin uneducated or illiterate

people. | have worked with people in the Hi mal ayan
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mount ai ns and vill age organi zations, and wonmen's
organi zations, and community organi zations, or

organi zations that have changed the face of those
communities. Not we, including nyself, the educated
elite, the five percent, coming in and teaching them
sonet hi ng.

The question is exactly what was placed on
the table, how do you nobilize then? But not nobilize
themas in transporting your ideas on them but
nmobi | i zing them as in hel ping themthinking through
their problenms so that they cone up with their
solutions and there is a difference. And | think
t heori es of devel opment and work in primary health
care over the past 20 years will give you sonme insight
into how to do this in a better environnent.

Lastly, again thanking the comm ssion,
would like to say that this area that the comm ssion
has taken up is of critical inmportance, and |I think it
is very inportant that the conm ssion should see this
as a need for the entire global comunity and not just

as a need of the commi ssion itself. You do not want
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ethics in countries because NBAC says it should do so.
You want ethics in countries because it is valued and
judged to be appropriate for the work that is done.

Thank you very nuch.

PROF. CAPRON: Thank you, Adnan

Ms. Pol and?

Are there any questions for Dr. Hyder?

Ms. Pol and?

MS. POLAND: Good norning. M nane is Susan
Pol and. | have been working with the Kennedy
I nstitute of Ethics at Georgetown University since
1979. Some of you have seen ne here before and may
have read sonme things | have witten about nati onal
bi oet hics conm ssions in other countries.

| am comenting on things | have heard today
about | ooking for grassroots input at an international
level into this comm ssion's work and | hope | have
sonet hing of a solution when you realize the problem
that we have over with the National Reference Center
for Bioethics Literature and the International -- the

I nformation Retrieval Project, which you would know as
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Bi oet hi cs Li ne.

Bioethics Line by its initial grant is
restricted to English | anguage articles only and over
the years -- | have been working with themfrom"'79 --
we have changed our input nethods from keypunch
machi nes, |1 MB mai nframes, POL programm ng | anguage,
and dial -up nodens to where we are now on | nternet
Grateful (sic) Med throughout the web and everything
else. So both NLM and we are trying to nake an
outreach to people globally through 800 nunbers and
everything el se but our clay, if you consider us
potters and people making artifacts, our clay renmins
t he sanme, English | anguage docunents.

Unfortunately, that has been a limtation
when we serve you. That has been a limtation to
anyone t hroughout the whole earth gathering
information off Bioethics Line and it nay be a
progranm ng | anguage thing but we are now restricted
by our grant.

It would be -- personally | have an Israeli

Suprene Court decision, which is wonderful, even
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t hough they have all the regional reporters fromthe
U.S., they took a decision on a Tay Sachs child,

| ooked at paternalism and | ooked at autonomy, and came
out for paternalism and if you know anythi ng about
Israel it is a religious based state for their |aw.

It is very different.

VWhen | was over there this sumrer | found
out, indeed, none of their court decisions are
published in English. You have to get them
translated. W do not have funds for translation.
However, under your Executive Order under Section 6C
NBAC i s authorized to devel op reports and ot her
materials. The expertise present with augnenting that
the Secretary of HHS may contract for services of
nongover nnental consultants to prepare other materials
for consideration by NBAC. Also you nay go to the
heads of executive departnments and agenci es such as
the CIA the Voice of Anmerica, Library of Congress and
all the foreign research reading roons, to the extent
permtted by | aw provide NBAC with such information as

may be required for purposes of carrying out
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functions.

The library is not necessarily an
international institution although we have many peopl e
come fromaround the world to do research here. Cur
| anguages are limted to our own abilities in
basically nodern European | anguages, Spanish, Italian,
French, and |ikew se.

What | am asking you is to consider either
fundi ng or contacting an infrastructure where you have
this Executive Order where you can devel op peopl e that
can translate or even if you just develop a bunch of
docunments that do get translated into English, pass
themon to us, and we will make sure that the
international comunity gets access to them

You are in a position where you can hang out
a shingle on the web in other |anguages, having worked
with Diversity in Arlington County, it is very
inportant to try to reach people in a | anguage they
under stand and you provide the translation because
t hey do not necessarily have it.

As you see with Loue you have people that are
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wor ki ng at basic levels that are never going to get to
the part of the research, they are just |ooking for --
as the Central European woman says, "I want to make
sure ny third child has the same genetic di sease
because | have not got the resources to prepare two
different meals for these kids that have this

di gestive problem™ It is kind of the reverse of what
we t hink of genetic counseling but that is where they
are at in some countries.

And that is basically all | have to say is if
| can help you develop that infrastructure or anything
t hat woul d be great.

Thank you.

PROF. CAPRON: Any comments?

Pr of essor Charo?

PROF. CHARO  Well, actually it was a comment
-- it was a question for the previous speaker but |
ki nd of got lost in the rush.

PROF. CAPRON: Okay.

PROF. CHARO Is it permtted?

PROF. CAPRON: Dr. Hyder, would you like to
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cone back? Professor Charo has a question and there
may be others as well.

PROF. CHARO  Sorry about that, Al ex.

PROF. CAPRON: No, no, that is quite al
right.

PROF. CHARO  Sorry. It took a second to
kind of get it all processed.

| wanted to ask you to expand a little bit on
your, | think, concerns about the role of this
comm ssion in the exportation of certain kinds of
ethical norals. M understanding of our role here is
to deci de what kinds of standards nust be applied to
research in other countries in order to permt funding
-- federally funded U S. researchers to participate.
It was not to actually dictate what the rules have to
be in those countries but I do appreciate the fact
that the functional effect could be virtually
identical. That is this can export our standards
because of the need to do this kind of collaborative
research.

The exportation of standards through a kind
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of do it our way or we will not play with you
mentality is typical in the economc arena in which
trade rules are structured so that countries may not
play with us unless they abide by our patent | aws,
abi de by our antitrust laws, a variety of kinds of
concer ns.

But in those settings one of the critiques
-- one of the criticisnms of our position is that those
are rules that have been set up to protect our own
interests and that we are then forcing other countries
to play on -- play by our rules to continue protecting
our own interests.

Whereas here the kind of de facto, although
not de jure, exportation of our ethical standards is
not for the benefit of our own econom c interests at
all, in fact it mght be to the detrinment of our own
econom c interests, does that affect the strength of
your criticismabout the role of this comm ssion in
exporting these standards or is it still so profoundly
troubling that regardless of the kind of underlying

nmotivation or effects we should be wary of it?
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DR. HYDER: | think the source of the trouble
lies in the process that is undertaken rather than the
eventual outcone. | think the outcome is also
i mportant but the process is clearly very, very
i nportant. This whole issue about universality of
sone of the principles and sone of the rul es and
regulations -- | think the -- if the process is that
here is a particular nodel that needs to be studi ed,
needs to be absorbed by representatives of national
communities that are doing research on subjects and so
on, and then processed into -- with alternatives
avail able so that that is not the only nodel avail able
to such communities then that may result in a fornmat
where there is an intrinsic thought process and
ownership of that process comng up with rules and
regul ati ons that they define to be their's rather than
a nodi fication of those that were delivered to them

It is a participatory approach. It will take
time. It is often called idealistic but it has been
done in other sectors. And the concern is that

al t hough the mandate of the conm ssion and the mandate
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of this particular project is very clear, however in
the process of doing this work, in the process of

| ooking at testinmonies fromdifferent investigators
who have been involved in international research, what
you find is that there are those transportation

wi t hout the process occurring all the tinme so that if
on the request of certain investigators or certain
fundi ng agencies IRB's are created, a certain de facto
process occurs, consents are given, and the next tine
new i nvestigators froma different fundi ng agency
conmes, unless he or she demands the particul ar
formation there is no permanence in those. There is
no sustainability in those efforts.

And | think if this process is | ooked upon
fromthe viewpoint of how can it be sustained and it
is not just a response to one country, one funding
source, one organization then I think there is nore
hope than it being stinulated as a unil ateral
exerci se.

| think for the purposes of the comm ssion

and the mandate of the conm ssion it is clearly
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i nportant. You need to namke sure that U S.
researchers abide by certain ethical rules and
regul ati ons when they go out and do research. | think
that is very clear. It is the flip side that | am
nore concerned about. And you are right, the process
wll occur. | nmean, it triggers -- it triggers a set
of activities.

PROF. CAPRON: If | mght followup on that.
| should note that we have only begun to dig into the
background for this report and today we are dealing
supposedly primarily with the consent issues. There
is no way of cabineting those issues. They spill over
and certainly the point you are exploring with Dr
Charo and that both of our w tnesses tal ked about
today is sonething that we will also be getting to
when we tal k about chapter five of the report where we
are tal king nore about sonme of the structural things.

Your comment -- your response just now seemned
to me to go 180 degrees away from sonmething that | had
taken fromthe earlier -- and let me -- which is --

but I think it is also equally valid.
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It seemed to me that part of the di sagreenent
we were hearing between M. Avrett and Dr. Loue was
bet ween t he enphasis that she was naking on the
difficulty of having an IRB that has representatives
of a community where the IRB would be, in effect,
meeting at the medi cal school which m ght be
| ogistically inaccessible to nany people who woul d be
research participants and, therefore, their voice
could not conme in. And he was talking about the ways
in which you could have community advi sory boards and
the like which supposedly woul d not have to go
anywhere. They could neet in the comunity.

And the question then cones up of how do you
link the advice fromthe comunity and how does it
shape the research so that you are not as concerned by
the fact that there is not a community nmenber from
that community on the IRB and your remark, as | say,
by focusing back on the IRB says, "Yes, but don't you
want to have sone pernmanent, sonme ongoi ng structure of
an |RB so that you do not have to reinvent it every

time a new research project cones in. | think these
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are issues that we will have to address.

| did not hear quite as nuch conflict between
our two earlier speakers as sone people were hearing
because it seened to nme that they were tal king about
slightly different things and the feasibility or
difficulty would vary about whether you are talking
about an in place community group or an IRB with a
community representation and that there may be
di fferent avenues to the same endpoint.

Are there other questions either for M.
Hyder or Ms. Pol and now?

| should al so conment vis-a-vis her remarks -
- thank you very nmuch -- her remarks that | think we
will be hearing some reports later on, not at this
meeting, but |ater about efforts that are underway to
promote the |inkage, and | forget the conputer term
for the way this is done but where one can junp from
one source to another and that there are -- for
exanple, with the French National Consultative
Bi oethics Committee, sone resources in French which

may be avail able so that soneone either at our web
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site or at the Kennedy Institute library web site
coul d have access to French | anguage or there may be
ot her resources that are avail able where you can, if
not get themdirectly, get themindirectly by that
ki nd of hyperlinking.

So | hope that we wll also have it --
hear nore about that at a later tine,

Wth that the public coment period then is
over. We have no further indication that there are
peopl e who wanted to sign up to speak and | turn now
to Alice Page, who will bring up the other two topics
that are ones which we need to di scussion and perhaps
t ake action on.

ETHI CAL | SSUES I N | NTERNATI ONAL RESEARCH

DI SCUSSI ON_CONTI NUES ON OVERVI EW OF WORK TO DATE

MS. PAGE: Thank you.

The first of these itens relates to the study

of research participants and specifically whet her NBAC
shoul d seek the views of individuals who have either
participated in research or who are likely to

participate in research in the future.
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This was an issue that was discussed briefly
at the last nmeeting and | understand it had been
rai sed at higher neetings as well. Comm ssioners have
expressed concerns about it and other nmenbers who have
spoken at the neetings have as well.

The project, as you all know, thus far is
exam ni ng through enpirical studies the views of
researchers, both U S. researchers and researchers
from other countries who engage in international
col | aborative research

The project has not, however, undertaken to
study in any way the views and experiences of
i ndi vi dual s who are or have been the subjects of
research.

The purpose of the project is to exam ne the
ethical, legal and policy issues that arise when the
U.S. funds or conducts research in other countries and
certainly there are elenments of a study of human
subjects or research participants that woul d have a
central and very inportant bearing on our project and

so whet her the project should undertake to contract or
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conduct a study of human subjects is an issue that al
of you need to consider.

The first question for you to think about is
whet her for purposes of this project it matters if the
studies that we are -- fromwhich we are draw ng data
are sponsored by the U S. and the reason | say that is
that Ruth Macklin has recently becone aware of three
i ndi vidual s who either are in the process of
conducting studi es of human subjects or who have
conducted them in devel opi ng countries, nanmely Chile,
Brazil and Trinidad, relative to conform-- to
i nfornmed consent .

Now t he data from these studi es could be
utilized if it was determ ned that it was not
necessary that it conme froma U S. conducted or
sponsored study but if that is not an option and you
deci de that we need to undertake a study of research
participants there are three possible ways to do it.

The first is to undertake a | arge scal e study
of human subjects and we have been contacted by Nancy

Kass, who has made a suggestion as to soneone with
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whom we coul d contract for such a study. The main
i npedi nent to such a study really is tine.

The current deadline for conpleting the
entire international project is May or June of next
year and if we undertake such a study we are not going
to be able to nmeet that deadline. Cost obviously is
al so an issue but time is really our biggest problem

There is also the difficulty in identifying
research participants for such a study and
particularly with a large scale it makes it even nore
difficult.

The second alternative is that we could
continue to analyze the published literature that
pertains to research participants. As | said, we are
doing this and this would involve continuing to
conprehensively review the enpirical and other
research that has been conducted on this topic by
ot hers and then sunmarizing it for our purposes.

Third, we could conduct or contract for a
snapshots type of study which would basically entail a

smal | conveni ent sanple of subjects that have been
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made avail able to us through contacts.

There are obviously design problenms with this
in terns of things |ike the nunber of subjects and
subj ect selection so that could be criticized for that
reason. However, it is an alternative that woul d
require less resources and time than a | arge scale
st udy.

We woul d propose to send to all of you a
menor andum out |l i ni ng the advant ages and di sadvant ages
of each alternative prior to the decision being mde
in ternms of what, if anything, should be done but for
now we just would |ike to get your views about whether
this should be done and what sort of strategies should
be followed if it should be done.

PROF. CAPRON: Ckay.

Larry?

DR. MIKE: | guess the question for nme is
what do we expect to get out of it and it seens to ne
that no matter what we do we are not going to get
anything very definite. Wat we will get out of it is

what are the issues that people are worried about, and



=

10

11

12

13

14

15

16

17

18

19

20

21

126

| think that one can get that out of -- we -- because
every time | listen to wtnesses conme up who read
papers the sanme kinds of issues cone up and | do not
think -- they may have individual variations anong
different countries but it is the same kinds of issues
t hat we have faced over the past couple of decades, |
bel i eve.

So it seenms to ne that the -- that in this
particular area it is sharpening the focus of a |ot of
the issues that arise and then it is up to us to try
to deci de how we establish a process to address that,
not solve it but how to address that.

PROF. CAPRON: Alice has put several issues
before us and I wonder if there would not be consensus
regarding the first one she raised. 1Is there any
reason that any conm ssi oner would have for our
restricting our exam nation of data here to studies
that are sponsored by the United States? Is there
any reason not to | ook, for exanple, at these studies
in Trinidad and Chile and Brazil ?

PROF. CHARO For ne it is not -- just
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putting asi de whether we are going to do it, assun ng
we did it, it is not whether or not it is U S.
sponsored. It is actually understandi ng what were the
ki nd of ethical standards of things in inplenentation
t hat were being deployed in that research to see
whet her or not anything we |earned fromthat would be
generalizable to our understandi ng of our own
regul ati ons have probably been working in our context
so | do not know how to answer that w thout know ng,
for exanple, if those studies involve informed consent
and what that neant, and whether it was signed, and
the kinds of things that we have circling around here.
PROF. CAPRON: My sense was that those
studies that were nentioned are simlar in a way to
t hat second category that you nentioned, Alice, where
you said we are |ooking at the literature and trying
to tease out of it data on what subjects think about
consent and risks and so forth. And that | would
certainly agree with Alta that each of those studies
-- when you are reading any particul ar piece you have

to ask the question she is asking but the fact that it
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is not U S. sponsored does not --

PROF. CHARO: Is not a crucial point.

PROF. CAPRON: -- is not gernane.

If we then |lunp those studies, which are
ongoi ng and which | gather from your description of
them woul d have results in a tinely fashion for our
poi nt of view, the kind of meta-analysis, an attenpt
not to do the whole study but to say putting
everyt hing together what is known, are there any
factors beyond, as Larry said, we have already heard
fromso many w tnesses, and that we know fromthe
hi story of research in this country are the kinds of
i ssues that conme up, and not trying to nmake any
enpirical generalizations fromthat nost people are
concerned about X. | nmean we cannot say npbst because
it is an opportunistic sanple base.

But what do -- what do we learn so that we
are not, in fact, or perceived to be ignoring the
subj ect side of thing and only caring about the
researcher side? | nean, that would seemto ne to be

a basis for faulting our eventual report if we did not
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do sonmething in this direction.

On the other hand, do any of us think that we
shoul d be pressing ahead and having Nancy Kass or
soneone el se that she suggests trying to do a study
whi ch woul d have a | arge enough N?

The major difficulty here, it would seemto
me, would be that | cannot inmagine doing it in Brazil
and not also doing it in Uganda and Thail and and Ti bet
and/ or Nepal. | nmean, what -- if we think that the
very thing that we are |ooking at are the diversity of
views you woul d have to | ook at representative sanpl es
in so many places. O herwi se we would have inforned
oursel ves about, well, what one particular comunity
t hi nks above and beyond what we are already famliar
with.

So that seenms a worthwhile avenue of research
for the Fogarty Center over a five-year period or
sonet hi ng but between now and next May it seens
unlikely to work for us.

Tom and then Bernie?

DR. MURRAY: Thank you, Alex, and thank you,
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Alice.

It seens to ne there are three -- crudely,
there are three purposes for doing a study. One would
be to test a hypothesis. W do not have a hypothesis
so that is out.

The second would be to develop valid
descriptive inferences so that you could say X -- as
Alice was describing -- X percent of people conme from
a social class different fromthe investigator. That
could be the sort of description one m ght want to see
or cone froma -- the lower -- you know, if 80 percent
of subjects cane fromthe | owest 20 percent of the
social stratification in a country that would be an
i ndex of sonet hing.

That woul d take the sort -- and particularly
if you are going to nmake cross-national conparisons --
that would take the sort of nulti-year effort that
Al ex was just describing so | suspect that is off. W
do not have the tinme and we probably -- we certainly
do not have the tinme and we probably do not have the

money to do that.
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VWi ch | eaves the third possibility which is a
kind of in-gathering. It is descriptive only in the
| oose sense that these are the sorts of things one can
find out if one | ooks systematically w thout nmaking --
wi t hout giving you the appropriate statistical basis
for making any inferences about precise nunbers or
percent ages or the |ike.

And | take it that is roughly the third of
the alternatives you were describing. It seens to ne
we are not doing one, we probably cannot do two
conpetently, which | think this is rather Iike going
to the -- you know, the sales office and -- you know,
we have got |lots of houses to show you but what we
found is there is only one you can afford and this is
it. | suspect that is where we are.

PROF. CAPRON: O only one will be built by
the time your famly is ready to use it.

DR, MURRAY: Yes.

PROF. CAPRON: | have Bernie, Steve and
Trish.

DR LO Well, | think it is inmportant to --
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as Larry suggested -- to think about what are we
hopi ng to get out of the data we collect? What are
our goals? What are our objectives? And | guess |
have a much nore nodest perspective than the kind of
definitive broad scale sort of conparative

epi dem ol ogi cal approach that soneone suggest ed.

| guess what concerns ne is that we have
heard from both American students of foreign research
and indirectly fromforeign researchers thensel ves
that some of the issues we take for granted here are
questi onabl e or problematic or contested in their
cultures and we focused on consent today.

And, you know, there are specific issues that
have come up having to do with you cannot tell people
t heir diagnosis, you cannot tell themthat you ar
really uncertain as to what is effective or not, they
really do not have a choice because they are
constrained by the realities and they do not have
access to care.

We have heard all of that fromthe point of

vi ew of researchers and the people who have studied
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t he research.

| would be very interested in hearing
sonet hing from peopl e who m ght be subjects, how do
they feel about entering a research project where they
agree but they think they are coerced. They have no
choice. Either they have to do it or realistically,
you know, it is such a good deal for themin the sense
that Alta was di scussing.

| would like to get a sense of how they think
about those issues so it is a much nore qualitative
approach than this notion of doing definitive studies.

So | think, you know, we are going to be
constrained by both time and resources but, you know,
we should not let our quest for perfection get in the
way of doing sonething good and | think just as there
was sonme purpose, albeit, you know, maybe not as good
as we thought of having the focus groups when we were
doi ng the stored biological materials and | earning
t hat people said, you know, | had no clue when I
signed that but you know it does not matter. | would

have wanted to donate. That was not scientific.
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It was, you know, God knows how flawed. It was
hel pful for its qualitative inpact of understanding
t he way peopl e approach these issues.

And | think that is what | would hope to get
out of finding out what potential subjects of research
or actual subjects of research, how they address sone
of the issues that have been raised in these other
contexts. And if it is a convenient sanple and
spotty, it may not generalize but we just have to --
like with any other data we have, we have to be aware
of its limtations and its |ack of generalizability.

PROF. CAPRON: Steve?

MR. HOLTZMAN: Let ne for the nonment try to
di stingui sh the what fromthe how so I et ne assune for
a noment we know what the what is we would |ike to get
fromthese research subjects and just address the how.

What is it that would prevent us, and | am
sure there is sonmething in the regulations that would
prevent us from going to people who have ongoi ng
studies with federal noney and they are interacting

with these subjects and saying could you please get
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the followi ng information fromthose subjects and what
woul d prevent us fromgoing to private sponsored

i ndustry who is doing these things and asking on a pro
bono basis that they do the sanme thing?

PROF. CAPRON: Okay. You want an answer to
t hat ?

PROF. CHARO. Do you want an answer ?

(Laughter.)

PROF. CHARO |If he wants, | can give him an
answer to that.

PROF. CAPRON: There is no answer.

PROF. CHARO. You can do it but it is --
there are regulatory inplications, you are right.

MR. HOLTZMAN: Not with the latter

PROF. CHARO. Well, it depends.

PROF. CAPRON: Maybe, probably.

PROF. CHARO. On the fornmer because these
studi es have al ready been cleared through an IRB, they
w Il just have to get clearance for this add on, but
you will have to get clearance, if we formally sponsor

it we wll have to go through IRBs oursel ves which
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will take so long that the study will be over by the
time we finish.

MR. HOLTZMAN: We do not have to sponsor
anyt hi ng.

PROF. CHARO |If we do not sponsor it then it
is done purely within the local -- we just sinply tell
peopl e we would be very interested in this
i nformation, anybody who wants to voluntarily add it
on, they go through their own IRB and the
corresponding IRB in the other country, and it goes
much nore quickly.

If you do it in the private sector you can
bef ore you have everything, as we know, unless you are
working with a researcher who is at an institution
t hat has pledged to have even privately funded
research, right, covered by these rules so you have to
check who is actually collaborating with your private
conpany.

PROF. CAPRON:. Okay. That is -- we will call
that the third option that Alice described. That is

t he snapshot option and the question is who is hol ding
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t he caner a.

(Laughter.)

PROF. CAPRON: Trish?

PROF. BACKLAR: | just want to make sure that
my voice is heard in this just as | do want to hear
the voices of these people because | think it is, as |
said before, a fatal flaw to | eave themout. | very
much |i ke Bernie's suggestion of the opinion study or

t he opinion survey. And if we could piggy back it

m ght be a way to do it but I do not -- | think we
have to find sonme way to do it. | do not think we can
ignore it.

PROF. CAPRON: Davi d?

DR. COX: So |, too, like Bernie's suggestion
and | would like to couple it with Steve's. The only
coda | would put to Bernie's is that | think
qualitative studies are actually research. | do not
know i f you said that they are not research but |
think that they can be very --

DR. LG If I didit, strike that.

DR. COX: -- research.
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PROF. BACKLAR: He did not.

DR. COX: What Dr. Lo neant to say --

PROF. CAPRON: He just lost half of his
fundi ng actually.

(Laughter.)

DR. LO And half ny friends.

(Laughter.)

DR. COX: This actually goes hand in hand
with some of the comments fromthe public testinony.
We are between a rock and a hard place here because of
the fact that we are not really setting up any
per manence in these different countries and for the
fact that you are going to get all sorts of
di fferences between the different countries.

The only hope that we have is to find the
common t hreads between all the different countries so
every -- you know, any person with half a brain is
going to know there is going to be mllions of
differences. Are there any simlarities in the
context of Americans wal king in and doing research?

It is the simlarities that could be useful
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to these different countries and they are certainly
going to be useful to us as a comm ssion so it
actually gives us sone rationale for doing what we are
doi ng.

So is it possible to do one of these
qualitative things? The answer is yes but not, okay,
unl ess we use a practical approach for gathering the
data li ke Steve suggested. So | amvery in favor of
first getting it, hearing fromthe people in the
different countries, looking -- using qualitative --
established qualitative research nmethods to cone up
with what the conmonalities are.

We have to then pose sonme questions. W have
to have sone ideas to start with but find those
commonal ities and then take advantage of practical
approaches for gathering the data. | think in real
time -- | mean, | amnot the one that is doing this
but I think in real time that that is realistic.

PROF. CAPRON: Tonf?

Let me just tell you who |I have. | have

Di ane, Eric, Alta and Larry on the |ist.
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for the record that it was the nol ecul ar biol ogi st who
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told the social scientist

- to defend qualitative

research of the social scientist. Il think that is

worth noting.

DR. COX: | have a student getting a Ph.D.

doi ng qualitative research

DR. MURRAY: Al

DR. COX: So even though I

nol ecul ar bi ol ogi st.

DR. MURRAY: Al l

| have heard a nunber

idea that we -- if when we know what

right.

right.

of good i deas.

may be the

we want to ask

we can, in fact, ask private industry to give us what

answers they can provide,
Alta just put up.

We can, in fact

we want to ask -- |locate a conveni ence,

subject to the limtations

- agai n, when we know what

so-cal |l ed

conveni ent sanple and ask some questions and gat her -

get some nunbers. But people have been tal king about

qualitative research and

wondered if

t hey nmeant the

St eve'
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last kind, this third type, which I think m ght
actually be quite useful for our purposes, and that is
sone short term et hnographic studies done in a few of
these settings, a few different national settings
where we actually hear the voices of these subjects
preci sely because that is the data where culturally
attuned ant hropol ogi sts, for exanple, go in and spend
time in the research, spend time with the subjects,
find out why they participate, what their concerns
are, how they understand what is going on.

And | do not know that -- to ne when sonebody
tal ks about a convenient sanple that is not what we
mean by it but | think that |ast kind, the
et hnographic work mi ght be, in fact, very interesting
and val uable to us.

PROF. CAPRON: Di ane?

DR. SCOTT-JONES: | think if we undertake the
ki nds of work that Tom has just described and others
have nentioned it would be inportant also to listen to
the voices of participants in studies here in the

United States. O herwise, | think we m ght have an
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inplicit conparison of an idealized American research
participant and I think we would learn a lot if we did
not do that but actually had data from United States
research participants.

PROF. BACKLAR: We have that fromthe ACHRE

trial.

DR. DUMAS: | cannot hear you.

PROF. CAPRON: Fromthe ACHRE report we have
that. They did a large nore formalized study.

Al ta?

PROF. CHARO: Well, first, | amnot sure that

the ACHRE report is a conplete substitute because it
was i nterview ng people, many of whom were subjects at
atim that the current protections did not exist and
so it would not necessarily be representative of
people's attitudes about participating under the
current reginme and so, in fact, | strongly endorse

Di ane's suggestion especially because a few studi es we
have indicate that nost U S. participants, not nost,
many U.S. participants do not fully appreciate that

they are in research, do not fully appreciate the
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nature of random zation, et cetera, et cetera, sSo we
may see sonme real commonalities.

PROF. BACKLAR: But a --

PROF. CAPRON: Could we -- | wll get --
will let you continue.
PROF. BACKLAR: | just want to say that

actually ACHRE actually did a trial of about 150
peopl e. Does sonebody have the stats on this, people
who had been recently in research?

PROF. CHARO. Ckay. Well, if that is the
case then | will take a closer | ook to make sure it is
adequate and | w thdraw t he comment.

Thanks.

More to the point what | wanted to say is
first in response to Larry's question of what we are
trying to get out of this, I want to echo what | think
| heard Alex say which is that there is a political as
wel | as substantive value in hearing voices of
subj ects because it enhances the -- | think the
i keli hood that the report is on the mark. It also

enhances its credibility no matter whether it is close
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to the mark or far fromit. It enhances its
credibility in inmportant ways.

Because of the limtations we are suffering
under, though, | wonder if there is yet another thing
we can do. | recall the extrenely val uabl e and
effective interventions by famlies who had sonebody
in psychiatric research at one of the very early
meetings and the kind of reverberations of that
testinmony throughout years of discussion before we
i ssued the report on inpaired decision making capacity
in research

Washi ngton, which is the |ocation for the
next few neetings, is a city that is incredibly rich
in emgrants, recent emgrants fromAfrica, from South
Asia and froma variety of other places, and it makes
me wonder if we could take advantage of that.

In the paper that Norm Fost and Dick Love
wr ot e about the Vietnam breast cancer trials, they
note that they had two different kinds of focus groups
and one of the focus groups consisted of people who

were Vietnamemgrants living in the region who were
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asked to kind of speculate as to how they woul d have
reacted if they were still in Vietnam And although
this is not the same thing as doing qualitative or
quantitative research with nmethodol ogical rigor, it
makes ne wonder if, as a way to avoid OVB, avoid |IRBs
and avoid critiques about the rigor, if we say we are
not doi ng research, what we are going to do is we are
going to advertise very heavily in the I ocal community
newspapers, religious institutions and cul tural
institutions, advertise for people to please cone and
testify as nenbers of the public about this topic and
see if we can attract any nunmber of people to sinply
conme and chat with us, and we will take away fromthat
what ever we can take away fromit. Not to say that
that is a substitute for things |like the add on
studies, just as a thing to do in addition to anything
el se we think about.

PROF. CAPRON: Larry?

DR. MIKE: A couple of things. One is that
having participated in the focus groups around the

bi ol ogi cal study, you can plan it for X nunber of
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nmont hs, you can triple the tine it actually takes and
we are maybe what, five nonths away from conpl eting
the international report so | think that anything that
i nvol ves activities other than say a literature search
and an anal ysis of already published literature is
going to take an inordinate amount of time, |let alone
the time it then takes to analyze it and publish it.

So | would recomend that while staff and the
conm ssioners null about the ideas going around the
table that we at |east have the staff take a | ook at
what has been published. | recall the kinds of
studi es that one of the panel had tal ked about in
specific countries that had el enents of community
participation and that to the extent possible we wll
do a literature search | ooking at those specific
i ssues so that we can have sonething that is drawn out
of what has been actually studied and published
already. O herwise we may -- we may end up with
not hi ng.

| also understand the political context in it

but that is -- that to ne is a given. M question is
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whet her we need to undertake it just to try to allay
the political side of it all and so | would rather
that we do sonething that is do-able and we can still
tal k about things that I think will take a whole |ot
of tinme.

It seens the sinplest thing to do is to take
a | ook at what we already know in different countries
and take a qualitative | ook at that and see what ki nds
of things emerge fromit.

PROF. CAPRON: | think Eric Meslin wants to
help us wind this up and then we have Jim Eric
Cassel |, and another comment from Trish.

DR. MESLIN:. This will be very quick. Sone
of these things are not nutually exclusive. W are
al ready undertaking the lit review. You have in your
briefing books a letter fromPublic Citizen witten by
Peter Lurie and Sid Wil fe describing their voluntary
interest in nobilizing their own groups of
i ndividuals. So we hope that they will in their
voluntary and altruistic role nmake a nunmber of fol ks

avail able to come and speak with us a la sone of the
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things that Alta had just said.

Secondly, the ideas of whether or not -- |
tried to get at Steve's question of the what and I
just put this on the table for you. It would seemto
me, and staff has had sone di scussion about this, that
the only justification for going to subjects would be
to ask the sanme types of general questions that are
bei ng asked of researchers.

This study began not with the question who is
bei ng harmed and how but the sonmewhat nore genera
question of what are the ethical issues that arise
when the United States conducts or funds research in
other countries. It was a general question that has
two pieces to it. One, are there regulatory or other
infrastructural or procedural matters that when one
exports our rules elsewhere one finds difficulty in
interpretation, in inplenmentation that we are unaware
of .

And the second but by no neans | ess inportant
is what are sonme of the operational problens that

attend to exporting sone of these requirenents? Like
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i nformed consent and IRB review and confidentiality
concerns and the I|ike.

So based on sonme of the consultants' reports,
Nancy Kass, Patty Marshall and others, we have been
getting responses to those questions fromresearchers
so it would not be unreasonable to be posing the sanme
types of questions to potential subjects.

PROF. CAPRON:. Ji nf?

DR. CHI LDRESS: | share the sentinent that we
really need to do what we can to get appropriate input
here but | guess | am puzzled given the kinds of
constraints that have been nentioned as to what we
m ght do in a way that would really be illum nating
for our work.

| think at a m ni num though, as Eric
menti oned, these are not nutually excl usive
possibilities and we ought to perhaps pursue as many
as we could, the -- Alta's suggestion of a public
hearing that m ght involve recent emgrants | think is
sonet hing that could be pursued, and expressing an

appreciation for Public Citizen's interest in this,
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there is still an issue of sort of representativeness
t hen because we -- each group that proposes to bring
soneone in will obviously have a certain kind of
agenda that -- and that could obviously then limt the

ki nd of input we receive so we need to nake that as
broad as possible.

But then in relation to Tonml s proposal |
guess a question of could we actually undertake in
such a brief period a kind of appropriate ethnographic
study that would get the information, and I woul d be
curious whether you think that with your soci al
sci ence background sonmething is actually do-able in
this period of time. That would be -- it seens to ne
the ideal if we could get that. | think I --

DR. MURRAY: Can | answer?

DR. CHI LDRESS: s it do-able?

DR. MJURRAY: As someone who has never done
et hnogr aphi c research, sure.

(Laughter.)

PROF. CAPRON: | had thought that perhaps

Di ane woul d -- do you have any comment on that?
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DR. SCOTT-JONES: To do a genuine
et hnographic study you really need to live in this
setting for a while and we could not do it for that
reason but you could do qualitative work that would
not be genuinely ethnographic but you could not by any
means do an et hnographi c study.

PROF. CAPRON: So it would neither be
et hnographic nor quantitative but it would be --

DR. SCOTT-JONES: Qualitative.

DR. MURRAY: There are people who already
know the cultures. You know, it would take sonme
creativity to |ocate the right people but people,

i ncludi ng some that we have had contact with |ike
Patricia Marshall and sonme others, who have al ready
done extensive work in particular comunities could go
in and probably pick up sonme very useful information
It would not be the sort of thorough docunentation of
an entire culture but I think anthropol ogists, ny

i npression, are increasingly confortable with the sort
of tasks that we would set before themif we think

that is a suitable task
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PROF. CAPRON: Eric Cassell?

DR. CASSELL: Well, I would like to go to
Kual a Lunpur for about a week and come back and tell
you what the | ocal custons are.

(Laughter.)

DR. CASSELL: But | think one of the issues
we have to see is what is the question we are trying
to answer. \What has been brought up by us today is
sonet hing that said, oh, look at that, the issue is
not informed consent. Oh, that is really interesting
because that really changes the ball gane.

The issue is not should we have inforned
consent. The issue is what is the issue. What does
it mean? MWhat does it nean to protect human subjects
in Uganda or da, da, da? And for that, yes, we need
to hear from people just as we heard today that was so
useful but | think it is |ike when you want to know
about what it is |like to have kidney di sease. You
really should not ask too many people wth kidney
di sease because they do not really know. They know

t hensel ves but they do not know how to generalize from
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There are a | ot of people who know a | ot
about this and there is the literature search. |
would Iike to hear nmore of this kind and | would al so
like us to define further what we nean if we have got
a chance of getting a report out by My, which | m ght
say seens to be less and | ess possible.

However, we could get a report out by My
t hat says what the problemreally is and that in
itself would shift the conversation fromits rather
superficial level as it exists now towards one that
requires a good answer.

PROF. CAPRON: Trish, David, and then we
really need to wind this to sonme sort of concl usions.

PROF. BACKLAR: | want to know if we -- why
we coul d not change the deadline on this report? That
is the first question.

PROF. CAPRON: Oh, we will.

(Laughter.)

PROF. CAPRON: Is that enough of an answer?

PROF. BACKLAR: Yes.
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PROF. BACKLAR:

we all be flexible. That

And do we really -- and

we really consider this
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I think it is inportant that

is really what | am asking.

t he next question then is do

-- if you consider this

i nportant enough, are we willing to do that? And do

we consider this inmportant enough?

| am not certain.

And then the one thing |

It is interesting.

did want to answer

to Larry and that is | think that we are not doing

this just because it is

political.

| think it would

be wrong not to hear from people who are stakehol ders

in this.

DR. MIKE: But we are differing in what we

mean by hearing from people. | am

not hearing from people.

what exactly -- what actual

hear from people. That

| am sayi

not saying we are

ng about what --

process we undertake to

is where we are differing.

PROF. CAPRON:. Maybe -- let ne try expressing
what | understand to be the alternatives but first
let's get sone clarity. Are we all concerned that
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there be some information available to us about views
of people who are not researchers but who are research
subj ects in studies that have been or m ght be done in
t hose popul ati ons abroad? Are we all agreed that that
is sonmething that we would like to be able to say was
an input to this report?

DR. CASSELL: Directly fromthe subject or
from people --

PROF. CAPRON: No, no.

DR. CASSELL: -- who know about the subject?

PROF. CAPRON: I nformation about their views.

DR. CASSELL: Yes.

PROF. CAPRON: Okay. So then we -- that does
not totally answer the what question because
i nformati on about what views, is it their view about
the sense that they are in an involuntary situation
where the alternatives are both bad ones? 1Is it their
vi ew about whet her they want to have full diagnosis
and full information about what the -- what research
means even if that is not the standard in their

country previously? 1Is it their view about risks and
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benefits, sort of the standard Anmerican discl osures?
That | think remains -- and | doubt that we are going
to nail that down today. For that we really do have
to take Alice up on her suggestion that they cone back
to us with a nmenorandum describing it.

So the real question then is we have -- we
have hard about three or four different neans and
Di ane has underlined to us that we m ght want to keep
in mnd the value of having some conparative
information with what is true of U S. research
partici pants as well so that we not react to sonething
thinking it is so different when maybe it is quite
simlar.

But we have heard the possibility of finding
in the existing literature not only, as | understand
it, of studies that were done of this issue as such
but information which is provided in description about
the way in which an AIDS research project was done.
Did the researchers report back on community
consul tation what energed fromthat comrunity

consultation? |In other words, what people were
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saying? That is one source.

The second woul d be | ooking directly at
studi es such as the ongoi ng ones of these issues of
consent and the |ike where people are studyi ng what
research subjects think about the consent process.

The third woul d be once we know what we want
to know, asking for volunteers, which include both
Public Citizen and so forth and researchers who are
al ready conducting research in the field of a
bi ol ogi cal sort, a medical sort, and asking them could
t hey get approval fromtheir IRB's to ask their
subj ects in focus groups or individually or whatever a
few nore questions that have to do with the research
process instead of whatever is being studied. This
woul d be on a voluntary basis and the results would
not purport to be statistically significant in any way
but they would be -- | guess we are calling those
qualitative -- qualitative information

And the fourth would be that we woul d
undertake one or nore formal research projects

sponsored by us in which information, again perhaps
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qualitative but perhaps if the studies were |arge
enough, quantitative data would be produced on this
sane set of issues. |Is that a fair description of
those four categories? Does anybody want to add a
category?

PROF. CHARO:  Just the public testinony idea

PROF. CAPRON: Excuse nme. And that sonewhere
up towards the early end of that is draw ng on
resources that are readily avail able, whether Alta's
suggestion that we find people locally or whatever but
we find people who could speak as individuals and they
woul d not purport to testify about everybody's view
but if they are thought to be know edgeabl e about
their own culture, at |east sonmewhat representative of
what they, as a representative of that culture think
in the context of the questions that we are asking.

s that --

PROF. CHARO.  Yes.

PROF. CAPRON: That is the objective there.

Tom is there an additional one?

DR. MJURRAY: | think that is an excell ent
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list. Your |ast category, | think, lunped together
two different things.

PROF. CAPRON: Okay.

DR. MURRAY: One is the convenient sanple
research that Alice was proposing. The second is |
did not nean full ethnographies. | neant using
et hnographic nethods to go in and really get thick
descriptions of how people on the ground experienced
their participation in those trials. That is all.

PROF. CAPRON: Okay. And you were using
that in the context, again, of researchers who are
already famliar with settings and are already either
there or --

DR. MURRAY: Preferably, yes.

PROF. CAPRON: Yes. So that it is not a
question of trying to do all that in a conpressed tine
frame.

DR. MURRAY: Not helicoptering in, doing an
et hnography and | eavi ng but rather people who
understand the culture and are trusted.

PROF. CAPRON: Rhet augh?



10

11

12

13

14

15

16

17

18

19

20

21

160

DR. DUMAS: | am back to Eric's question
about the question, what is the basic question. It
seenms to ne if we are interested in the ethics of
research in the international arena -- my concern is
whet her those interests are different fromthose that
we have here domestically.

| think this borders on what Di ane has said
and this continues to bother nme. It seenms to ne that
we are dealing with issues of principle and where
there are issues of principle |I do not know that they
should vary. |If they are issues having to do with how
to operationalize themthen | think we need to have
i nformati on about the culture, the people and what
have you.

| believe that there is some nerit in
separating and di stinguishing those two. | do not
know that we have a different set of ethical ideas or
principles for the international arena. | do not
t hi nk so. But | think that what we are dealing with
is that the influence of culture and tradition wll

alter or dictate how these principles becone
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operationally.

PROF. CAPRON: Okay. | nmean, | think that in
ternms of the witing of the report you are absolutely
ri ght and the question is does that mean that there
is nothing we really want to find out fromthis
process because we are either dealing with it on a
principle basis or the application to a very
particul ar environnent, and we are not going to nake
statenments --

DR. DUMAS: W are not going to make
applications to --

PROF. CAPRON: That is right, exactly.

DR. DUMAS: -- so we cannot get to be -- we
cannot get that specific.

PROF. CAPRON: And | suppose the question
have heard from other people is, is there a mddle
ground where there are categories of concerns that are
either m ssed by the present regul ations or topics
that -- where they show that the nonfit between the
regul ations is assumed and the needs of the | ocal

comrmunity are going to be very severe.
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Al ta?

PROF. CHARO Yes. It is specifically to
t hat question of whether or not there are topics that
are not currently covered.

One of the reasons | aminterested in
pursuing this, albeit in a limted fashion because |
would love to see it not derail the report as a whole
is | think because ny interest in this area may be a
little bit different than the ones that have been the
focus of much of the literature.

| find nyself far |ess concerned with the
details of the consent process and far nore concerned
with the details of distributive justice follow ng the
conclusion of the research. | am nuch |ess concerned
about finding out if subjects during the course of
research know that they are in research and nuch nore
interested in finding out whether people would be
outraged if they were to understand that none of this
work coul d ever benefit themor their children under
nost foreseeabl e econom c circunstances.

To figure out whether in a transnati onal
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setting where you have got players of the vastly
di fferent soci oeconom c resources, which I think is
just a different beast than some other research
settings, whether certain things becone relevant to
peopl e's decisions to participate such as the extent
to which is something that I m ght have access to
personal |y, that people in my locale or ny country or
even ny kind of, you know, transnational region m ght
have access to, whether this is something that is
primarily going to be marketed back in a rich country
that they could not do it thenselves there.

| mean, these are things that m ght turn out
to be relevant to people as individuals and I find
that inportant for two things -- for two reasons.
First, because | think that genuinely helps us to
understand what it means to further people's autonony
to the extent that we think that is of value that
needs to be exported even if it does not have to be
exported in the form of signed consent forns.

The second is because |I think one of the

reasons we are concerned about this area i s not
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entirely about the exploitation of individual subjects
who may very well get an individualized benefit by
participation. It is that the research enterprise
depends upon public trust and public support in a very
profound way and that a few errors that result in
cyni ci sm and anger in a couple of highly publicized
trials can poison the atnobsphere for decades with
regard to corroborative coll aborative research

| think sone of the old birth control pil
trials in Puerto Rico are still having reverberations
in the wonen's health novenent and in the degree to
whi ch there is confidence in the nedica
establishnent's research in a variety of reproductive
areas for wonen and it is just one of several object
| essons.

So that | guess my concern is really about
t he degree to which we are adequately assessing
peopl e's concerns about the politics of doing the
research in these countries as opposed to the kind of
mcro ethics of am| being adequately protected.

PROF. CAPRON: Okay. Bernie?
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DR. LO | know we have spent a |lot of tinme
on this already and we need to nove on but it seenms to
me we really are struggling with trying to define what
are we hoping to get out of amassing this informtion.
We sort of all think it is good but what exactly are
we going to get out of it.

| think it is worth trying to clarify because
the nethods, it seenms to ne, will depend not just on
what our resources are but are they suited for the
goal s and objectives we are trying to achieve.

| guess just again to take another cut at it,
it seems to me one thing that I would like very nuch
is to get the perspective of people, of potential
participants, what are the ethical issues as they see
it. Have we m ssed anything? Alta's question. And
then are we way off on evaluating what is inportant
and what is not? |If we start to hear that people say,
you know, you are not paying attention to this but we
think it is really inportant, we have to factor that
in. O conversely, you guys are paying all attention

to consent, we do not care about consent, we will just
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sign up. That would be inportant for us to understand
so we do not sort of go, you know, stunmbling into
hol es in the dark.

The other thing | think is we are going to
make sone recomrendati ons. We have seen them al ready
in the prelimnary drafts. Sone of the things in our
briefing books as to how you m ght address in sone
situations the dilemms that conme up, you know, this
24-hour waiting period -- 48-hour waiting period so
you could get -- talk about it with your famly if it
is the tradition you do not agree just for yourself.
What do the people who m ght actually be involved
t hink about it? Are those viable options? Do they
make sense or is it sonmething a bunch of people at the
Holiday I nn dreanmed up reading the literature that is
just not going to work and, therefore, nake us | ook
ridiculous if we propose it?

So | think that is where | would really |ike
to kind of get sone nore direct voices from people,
you know, speaking for thenselves. You know, again we

all understand how things are not representative and
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t hey may not be generalizable and people cone with
bi ases and axes to grind but again we faced that when
we heard testinmony in our research with disorders --
ment al disorders that may affect decision making.

We heard people who had an axe to grind, who
wer e biased, who had a point of view, and sone of whom
were very persuasive, and | think we heard a | ot of

ot her things that were, you know, out in left field.

But to get to the good material we have to be willing
to put up with sone things that we say, well, you
know, | cannot really use that in our thinking.

PROF. CAPRON: Larry, and | have a coupl e of
ot her people but | do want us to try to focus on a
deci si on now.

DR. MIKE: First, | just want to comment.
Rhet augh' s question to ne was sonething we are going
to discuss this afternoon rather than right now.

| think that this -- the issue about research
participants is getting to have a life of its own
within this discussion here and it sounds |ike sone

peopl e woul d rather have that as a separate report, as
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a focus of a report.

| just want to reiterate what Eric had
rem nded us about what this charge is and it seens to
me that what we are -- what | would be interested in
is that we go in with our guidelines and standards for
international research under certain prem ses and that
is what you want to conpare about what the
understanding is of the research participants in other
countries about whether there is a disjoint there or
not .

For that reason | think that the suggestion
that Alta made about maybe publicizing in the | ocal
communities will not fly because we cannot -- | am not
prepared to sit here and listen to sonmeone tell ne
about their culture w thout the context about what
that has to do with our study. | nean, it has to be
framed in a way that they have sone under st andi ng
bef or ehand about this is how research is viewed for
the United States when they are done in another
country and these are the prem ses that would go in,

and then | would |ike to hear an answer from that but
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if all | hear fromthat is the particular cu

| tural

context of where they cone from it is of no use to

ne.

So | just want to say that the what is we are

going in and saying this is the way that res

earch is

now currently conducted in other countries and the

current policy of our research enterprise, o

gover nnment sponsored research enterprise.

What is the disjoint, if any, and |

there are, fromthe research participant sta

t hese countries? Not on an individual

basi s

sonet hing we can generalize, and to ne it ne

ur

know
ndpoint in
but

ans that

we have to be much npre focused, and when we | ook at

these different four categories that

enunerated in which we want to answer

Al ex had

that ¢

uesti on.

PROF. CAPRON: Just to try to bring us to a

conclusion, Tomvery usefully earlier

said t

hat it

seenmed to himthat it was off the table to tal k about

NBAC sponsored research of a -- in a nunber

of

i nternational settings which would be quantitative and

conpl eted between now and what ever

mean,

t hat was
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t he anal ogy to the house will not be ready by the tine
we need to nove in.

If that is a wide view and at the other end
of the spectrum we have already head that the staff is
doing the literature search and | would take it that,
with some confidence, that they have heard enough from
everyone here that that is an activity that deserves
probably even greater resources in ternms of right now
maki ng sure they have got enough people working on it
and that they are casting their eye wi dely enough in
what the literature is.

So we really are com ng down to do we have
any reason to reject the staff exploring what
volunteers would be able to get us? That is to say
the researchers, the |ocal resources, Public Citizen
or other groups, any of the AIDS groups that have
experience both nationally to fit Diane's concerns and
internationally about subject -- know edge of what
subj ects care about.

Do we have any reason to tell themnot to

begin a process and cone back to us and tell us what
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resources they are able to devel op that way?

Okay. So | guess the real question that
remains is if we want to have anythi ng beyond t hat
what is it? Can we be nore precise? Because it
seens to nme that in terns of getting these snapshots
of things we are asking for -- what we could have at
t he next neeting, it seenms to nme, would be a focused
meno, and perhaps before the next neeting through e-
mai |, a focused meno of the different kinds of
concerns that people have raised here, topically what
do they expect to have cone out of this, and al ways
agai nst the background that Rhetaugh and Eric and
Larry have asked, which is in a way, what do we expect
to do with the information

Wul d we be expecting to say that a
regul ati on should be changed because of it or nerely
in inplementing a regulation here are sone
consi derations that are not self-evident, sone of
whi ch we may have gathered fromthe researchers, sone
of which we may have gat hered through this process of

t he research subjects.
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I f we have exanpl es of ways in which people
have dealt with those problens that, too, but
otherwise -- in other words, we are enriching the set
of concerns that would be put on the table. For
example -- | amsorry that Alta has left. | cannot
i magi ne our ending up saying sonething that if it
turned out that people -- that we happen to ask
t hrough these adventitious studies -- were not
concerned or very few of them were concerned about
whet her or not the drugs woul d be avail abl e afterwards
that we would think that that information is not
properly part of the consent process, and coul d be
left off the table.

| mean, if it is known in advance, it should
go before the National Health Mnistry, it should go
before the IRB, and it should go before the subjects
t hat we are devel oping a drug here which probably w Il
not be used in your country for at |east ten years
even if it proves to be good. Do you still want to
partici pate? Sonme people may say yes and sonme say nho,

sonme |RBs may say you can go ahead in those
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ci rcunmst ances, and sonme nmy say no, sonme health
mnistries may say you can go ahead in that
ci rcunst ance.

O hers will say we do not want that drug --
t hat study conducted here unless we can reach a deal
with you, drug conpany, in advance that we can get the
drugs very cheaply if they prove -- but | cannot
i magi ne our saying on the basis of any evidence we get
t hat that should not be tal ked about by people.

Ergo | do not see that we are going to | ead
to a change but | would like to have the staff put
forward for us all the topics with your input to them
in the next few weeks, all the topics that we could
t hi nk of where we m ght want information and at | east
see what the likelihood is that we are going to be
able to develop information on those points through
t he kind of processes that we have -- that | have just
out | i ned.

So | do not hear a | ot of disagreenent in
ot her words about the processes.

DR. CASSELL: No.
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PROF. CAPRON: | know we are all groping and
the real question is what do we think is going to be
done with the information and we probably cannot tell

ourselves that fully yet.

DR. CASSELL: | think I just want to add to
that. | do not disagree with that. | want to add to
that that the -- | aminterested in hearing nore Dr.

Loue's in different places and I aminterested in
heari ng people who attenpted to solve the problem
That | have not heard anythi ng about yet.

There are people who are genuinely interested
in protecting the subjects in their country fromrisk
in research. How do they go about it? Never m nd
conformng to our regulations because if that is any
-- all anybody in the world is trying to do then we
have a bi gger problemthan we thought.

PROF. CAPRON: Okay. | think that the staff
shoul d be aware of that in ternms of the w tnesses that
they are planning to |line up and sonme of the people
that they have nentioned I know from ny persona

experience with themw Il be able to give us



10

11

12

13

14

15

16

17

18

19

20

21

175

i nformation on that.

Steve and Trish were on the |ist before and
then we are really going to stop. If | have stated
t he consensus well enough that no one wants to
strongly object to that, | think we have given the
staff all the guidance we can for this point.

MR, HOLTZMAN: What | find nyself sitting
here struggling with is that thinking about the
het er ogeneity of human subjects research in different
contexts and just | ooking at my own conpany where we
are doing very early stage genetic research in asthm
in China, we are doing studies of bipolar disorders in
Latin America where we are confronting issues such as
when subjects of that research eventually die, and
t hey are, how do we go about getting autopsies of
brains, doing Phase |1l clinical trials in the U S.
and Europe of anticancer drugs, and certain biological
material research in Scandinavia. All right.

And when Eric asks the question what do you
run into in terms of inplenmenting the regs in those

places | can give very definitive answers of how one
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runs into problens trying to conformto the letter but
also the spirit of the regs and what it requires of
you.

But then when | | ook at the -- beyond that
and one were to ask if you were to go to those
subj ects what questions would you want to ask them
VWhat is -- what would be inportant in the different
contexts? | think of things like Alta's -- of what
does distributive justice require of you?

Well, if you are doing a study in rural China
where it is so basic that if it is ever going to nean
anything in the way of a drug that is 15 to 20 years
out, a prom se of that drug seens pretty irrel evant as
opposed to what else could you do there and then in
terms of education or provision of nedical materials
t oday, et cetera, et cetera.

So that | -- how do we get it beyond Eric's
gquestion. MWhat is the question that we could do with
sonme |l evel of generality that cuts across all of that
het erogeneity? | do not have an answer to that but

that is what | am struggling wth.
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PROF. CAPRON: Okay. Trish, the final word?

PROF. BACKLAR: Onh, | amgoing to |let Bernie
have the final word because | will come back at this
af t erwards.

PROF. CAPRON: Okay.

DR. LO | just want to briefly say | think,
Al ex, you gave a very nice summary. | would just add
in to keep in mnd Steve's earlier suggestion that we
| ook into the possibility of using -- people doing --
researchers doing ongoing projects in other countries
to piggyback on sonme of these questions although there

are existing subjects.

PROF. CAPRON: Yes, that | thought -- that
was in the volunteer category. In other words, we
woul d ask themif they would be willing. W are not

sponsoring that research

DR. LO Right.

PROF. CAPRON: Because then we get into OVB
probl ens.

We stand adjourned until 1:35.

(Wher eupon, a luncheon recess was taken at
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1 12:27 p.m)

2 *x * * * %
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AFTERNOON SESSI ON

DR. SHAPIRO. All right. Thank you very
much. | want to once again apologize to ny fellow
comm ssioners for not being here this norning but
there was a special dividend and that is, as |
under st and, our Professor Capron led a very
i nteresting and useful discussion.

Al ex, thank you very much for doing that.
very much appreciate it.

We have a nunber of things to cover this
afternoon but before we begin our formal agenda,
Robert Eiss is here fromthe Fogarty Center. They
have obviously interests in the international area and
-- Bob, if you could just cone to the chair here.

| thought it m ght be useful if he spent a
few noments telling you about an upcom ng conference
whi ch the Fogarty Center will be sponsoring soon and
anyt hing associated with that he would like to
menti on.

Thank you very nuch for being here.

DR. EISS: Thank you, M. Chairman. | am
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delighted to be up here to talk about two of the
Fogarty activities that m ght support the work of this
comm ssi on.

I n Novenber, Novenber 8th through 10th, the
Fogarty Center is sponsoring an international forumto
| ook at distributive justice issues in Western
sponsored research that takes place in |low and m ddl e
i nconme nations and we have been very privileged to
have both Ruth Macklin and Alta Charo as part of our
cyber steering commttee to prepare this neeting.

Hal f of the representation of the neeting
wi Il involve scientists or other health professionals
fromlow and m ddle i ncome nations and we also w ||
have several community participants, individuals who
are involved as public participants on institutional
review boards in Ganmbia, Trinidad and el sewhere.

The neeting really does have two purposes.
The first is acculturation. That is we are bringing
t oget her Western sponsors, including NIH, the Wellcone
Trust, the British MRC, French NSRM (?), and

scientists who host Western sponsors investigations in
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devel opi ng nations to discuss nutual ethica
expectati ons and obligations.

The second is this nmeeting i s about reducing
principles to practice, specifically what types of
benefit sharing agreenments could possibly be
negoti ated and what are the attributes to just sort of
define what is a reasonabl e conpensation to a study
popul ation after the trial.

In part, we are addressing the prim facia
obligations in the CIOMS guideline to provide
reasonabl e access to study popul ati ons or broader
rel evant groups to successfully tested products.

Because there will be community participation
in these neetings |I think sone of our discussions wll
likely be of use to the comm ssion and we woul d
wel come -- we -- Eric and Alice both are able to cone
to this neeting and we woul d nore broadly wel cone
conm ssion participation in the nmeeting.

One of the outconmes, apart from being able
perhaps to develop a tenplate of what would be a

benefit share agreenent that could be negoti ated
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t hrough a stage process with | ow and m ddle incone
nations.

One of the purposes will also be to define
what should be the attri butes of aspects of a training
in research programthat the Fogarty Internationa
Center will sponsor and we are, in fact, giving over
the third day to a series of presentations by academ c
officials in low and m ddle income nations to note to
us what they feel their training and infrastructural
needs are.

The practical outcome will be what the NI H
calls an RFA, a request for applications, for research
in training programto help build the practice of
ethical theory and practice in countries that the N H
is nore and nore working in. One of the possible
outconmes of that RFA will be research to try to better
devel op an et hnography of ethical practice in a
medi cal context in ow and m ddle inconme countries.

So | note these two activities and would
wel come the invol venent of the comm ssion and

suggestions on how these efforts could converge with
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sone of your data collection efforts. | would say
just in conclusion that there has been discussion this
nmorning of the need to gain the perspectives of
participants or their advocates in trials in | ow and

m ddl e i ncome nati ons.

We have been able to identify a few of these
for our neeting in Novenmber and | know the time frame
is quite short, quite abbreviated, but we would
certainly be willing to sponsor individuals who the
comm ssion could bring to our attention who you feel

m ght be involved in this neeting.

Thank you.
DR. SHAPI RO. Thank you very nmuch. | very
much appreci ate hearing about the neeting. It

certainly has a lot of direct relevance to sone of the
things that we are doing now and | am very pleased to
hear that at |east sone of our conm ssioners are
i nvol ved and others may attend.

Did | understand you correctly to say that if
there were an NBAC conm ssioner who were interested in

this that you would wel cone their attendance?
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DR. EISS: That is correct.

DR. SHAPIRO. At that neeting.

So perhaps, Eric, we could ask staff just to
get an e-mail to all comm ssioners just outlining the

date, the agenda so far as it is known at this tinme,

and because | think that would be very useful. It is
very -- | did not know about this nmeeting and it
sounds very, very helpful. | amvery pleased that the

Fogarty Center is taking this initiative.
Are there any questions from nenmbers of the

conmm ssion in this regard?

Al ex?
PROF. CAPRON: | was not clear how soon your
own work products will be com ng out of that. Do you

expect sonething in witing as a result?

DR. EISS: Yes. Wat we will prepare is a
summary of discussions to try to capture the
di scussion of the neeting, which I should think
optimstically speaking would be available within two
to three weeks of the neeting, and then follow ng the

meeting what we will do is we will devel op a working
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group of some of our sister research institutes at the
NlH and we will devel op an RFA which will be
advertised early in the cal endar year and awar ded
before the end of the fiscal year, before the end of
Sept enber .

| also neglected to note that this nmeeting is
bei ng organi zed in collaboration with the World Health
Organi zation, which is the co-organizer of the
nmeeting. The steering committee or rather the
steering comm ttee involved several internationa
organi zations, including the Conm ssion of the
Eur opean Uni on, the Council of Europe, the Nuffield
Council, the Organization of African Unity, and |
think I mght be mssing two or three.

PROF. CHARO. The Wellconme Trust.

DR. EISS: The Wellconme Trust as well was
involved in the meeting but we consider this a
multilateral initiative. W have been the catal yst
because we -- to be quite candid, we have -- we are
providing the early sponsorship but our expectation is

that or our aspiration is that this forumis not a one
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time event.

It will result in a series of annual fora
where there would be a bal ance of representation from
Western sponsors in |ow and m ddl e i ncome nations and
there would be a consortia of sponsoring organizations
whi ch woul d include European, Asian, African, Latin
American and U S. institutions so that is our
aspiration and I think we are reaching that gradually.

DR. SHAPI RO. Thank you.

Any ot her questions any nmenbers of the
comm ssi on have?

Well, thank you very much.

DR. EISS: Thank you.

DR. SHAPI RO: Thank you for being here and
t hank you for that invitation. | hope that sone
menbers of the conm ssion will be able to take
advant age of it.

DR. EISS: Great. Thank you.

DR. SHAPI RO. Thank you.

| want to just nention -- nake one comment

and then suggest a change in our agenda, a nodest
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change in our agenda.

First of all, you will recall from sonme of
the materials you received there was some di scussi on
| ast tinme regarding standard of care and what that
means and how that relates to what we are doing. That
is an issue which we certainly -- we will have to deal
with. It is a question of using | anguage that is --

t hat means what we hope it neans and so on but | would
propose that we really not deal with that today and we
wait until we get to it nore naturally in the report
as it unfolds. So | do not want to go back to that

t oday.

It is not because | have either forgotten or
think it is not an inportant issue but I want to go
back to it when we have sonething in front of us which
-- into which that can be incorporated in a useful
manner. So even though that is discussed in one of
the menos that we have we will conme back to that at
sonme future neeting.

The change that | want to propose in the

agenda is -- | know that Lori Andrews is here and she
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is going to be talking to us about sone issues of the
reproductive technol ogy area and how NBAC m ght think
about this and so on. One of our -- as we go we were
t hi nki ng about our priority setting process and
t hi nki ng of various possibilities.

| woul d propose that we ask Professor Andrews
to really come forward and deal with that right now
and then we can spend whatever time we need on the
proposed draft findings and recommendati ons regarding
informed consent. | do not want to interrupt that
di scussion since it is really extrenely inportant.

So, Lori, if you are agreeable and if -- is
t here any objections first of all?

If not, Lori, if you are agreeable, why don't
you cone forward, sit down right here, and let's begin
t hat aspect of our agenda.

PRI ORI TY SETTI NG FOR FUTURE PROJECTS

REPRODUCTI] VE TECHNOLOG ES

DR. ANDREWS: Ckay. In a Canadi an business
journal last summer an article started out saying,

"The year is 2010 and little Jimy is being teased in
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t he playground. 'Your nother is a dead fetus and your
father is a nouse,' taunt the school children.”

And the article went on to state that British
researchers were exploring the possibility of using
eggs from aborted femal e fetuses to serve as donor
eggs for wonmen who are infertile. It also reported on
sone Australian research where they were creating
genetically altered mce to act as surrogate testicles
for the production of human sperm And, in part,
because of those devel opnents the Mnister of Health
in Canada is in the process of proposing a bill -- he
just reiterated | ast week his intention to put a bil
before the Parliament which would create a federa
agency to deal with reproductive technol ogi es and al so
have sonme [imtations on what can be done. So in that
sense it would be like the British nodel of a Human
Enbryol ogy and Fertilization Authority.

This process took a long time in Canada.

They have had since a decade ago vari ous conm Ssi ons
| ooking at this using a variety of innovative nethods.

They instituted a toll free nunber so citizens could
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detail their own experiences with reproductive
technol ogi es and express their opinions. They got
tens of thousands of calls on that nunber.

They conmm ssi oned studies from di sciplines
such as psychol ogy and ant hropol ogy on the soci al
i npacts of infertility, assisted reproduction, human
enbryo research, and they canme to a consensus that
Canadi an val ues were in favor of nonconodification and
nonobj ectification as well as protection of the
vul ner abl e.

So they have conme up with this series of
suggestions that cone fromthose principles such as
bans on human cl oni ng, genetic enhancenent and sex
sel ection for nonnmedi cal purposes.

Well, | do not think we can so easily in the
United States cone to shared cultural assessnents
around reproduction and, in fact, for nme the nost
not abl e aspect of this field has been how it has
devel oped strikingly differently from ot her nmedi cal
services. Prolife sentinent has prevented any federal

research funds from being used in procedures involving
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enbryos so there have been no federal research noney
going into reproductive technol ogi es.

Consequently researchers are not getting
their proposals for experinental techniques for
coupl es before institutional review boards. That
mechani smthat protects people in other nedical
settings is not so prevalent here. |In fact, according
to Mark Sauer, an in vitro fertilization doctor, |IRB
revi ew of reproductive technol ogy proposals is so rare
as to be "remarkable."

In one instance, in fact, an infertility

doct or sought | RB approval but he had already started

advertising the procedure in the WAshi ngt on Post
before he even went to the IRB and the I RB chairman
said one feeling was that if we approve the study at
| east we can nmonitor his actions and coll ect
meani ngf ul data about safety and efficacy so it went
forward and did not have the sort of teeth of a review
t hat one woul d expect.

Anot her probl em has been that unlike new

drugs or nedical equi pnment this has not been an area
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t hat has been regul ated by the Food and Drug

Adm ni stration because it involves services rather
t han technol ogi es under the FDA mandate and it al so
differs from other nedical procedures because

i nsurance rarely covers it.

Thirteen states have very mnimal |aws that,
for exanple, in Hawaii all ow couples one attenpt at in
vitro fertilization.

But what has happened is that it has created
an i ssue because you do not have health insurers, you
know, | ooking over the shoulders of physicians in this
area, having their own assessnents about what is safe
and efficacious or reasonable to do but in addition
you -- because there is no insurance you have clinics
in this vast conpetition for patients and doing things
like trying to conpete on the basis of offering the
newest technol ogy so bringing experinental procedures
in as a marketing device.

You al so have sone inplanting as many as ten
enbryos or using infertility drugs indiscrimnately to

i ncrease the nunber of babies created so that they can
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inflate their success rates. Additionally there have
been sone clinics that have reported as pregnancies
smal | hornonal shifts in the woman whi ch woul d not be
ot herwi se reported as pregnanci es by physicians
because it is at such an early stage that many of
t hese are reabsorbed by the woman's body.
Additionally, | see a problem because nedica
practice litigation, which mght work in other areas
of medicine with novel techniques does not work as
well in this field. Even in vitro fertilization,
whi ch now has been done for the past 21 years, has a
success rate of only around 25 percent and so when
couples go in even if sonething massively negligent is
done wrong, you know, the clinic is m ssing one step
in the process, the couple generally thinks they are
in the 75 percent that just it would not have worked
for. Unlike faulty heart surgery, say they do not get
worse in their own health and so that signalling
met hod about when mal practice litigation m ght be
appropriate is -- you know, is not in place.

In addition, risk to children may not be
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di scerni ble for many years past the time when statute
of limtations would run and it is interesting to note
t hat even though there have been over 300,000 births
through in vitro fertilization around the world, only
one of those children, a woman, has gone on to have
her own child. So we are even at the very basic

st ages about getting data about reproductive
capabilities of these children.

So from ny vantage point what we have seen
are experinmental techniques rapidly being introduced
into the nore than 300 high tech fertility clinics in
the United States w thout sufficient prior aninmal
experinmentation or random zed clinical trials or
ri gorous data collection that would occur in other
areas of nedical experinentation.

In fact, in vitro fertilization itself was
applied to wonen years before it was applied to
baboons, chi npanzees or rhesus nonkeys, which | ed one
enbryol ogi st to opine that it seenmed as if wonen had
served as the nodel for nonhuman pri mates.

| think there are problenms with this
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approach. Couples often do not realize how
experinmental the procedures are that they are being
offered. In addition, there are incidents where an

i ndividual's reproductive tissue is taken for research
wi t hout their know edge and consent. |In fact, going
back through three decades there is evidence of that.

One of the researchers attenpting to devel op
in vitro fertilization would jokingly talk to
col | eagues about how he poached eggs. He pierced
patients' ovaries and aspirated eggs when they were
under goi ng pelvic surgery for other reasons w thout
their know edge and consent. He claimed that this did
not harmthe patient in any way because they would
have undergone the surgery anyway but, of course, an
unaut hori zed procedure is a legal and ethical harmin
itself.

More recently a California couple |earned
that without their consent their enbryo had been sent
to the University of Wsconsin's Zool ogy |ab for
research and in an East Coast hospital recently

doctors proposed a protocol where they would take



10

11

12

13

14

15

16

17

18

19

20

21

196

sperm for research purposes from men undergoi ng
vasectom es wi thout their know edge.

Now despite the fact that many experi nent al
procedures are being done in fertility clinics we had
astonishingly little data about the risk of these
fertility treatnments primarily because reproductive
t echnol ogi es are unregul ated and we do not have any
mechanismreally for followup. Other countries have
put registries in place, for exanple, to track the
outcome of children born through in vitro
fertilization and its adjuncts and conpared that to
children born through nore traditional procreation.

So sonme of the concerns in that area have
cone about because of the high use of infertility
drugs. There are 1.3 mllion prescriptions for
fertility drugs witten every year |eading to many
mul tiple births and, as | nentioned, sone clinics
still put back seven to ten enbryos. Obviously there
are mapjor health risks to wonen and children in this
appr oach.

For exanple, while only eight percent of
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single births are premature that rises to 92 percent
for twins and, in fact, the infant nortality rate for
triplets -- | amsorry, 92 percent for triplets and
the infant nortality rate for triplets is six percent
in the first year of life.

It concerns nme because | review inforned
consent forms from some clinics and many of them use
forms that list totally renpote possibilities. What
woul d happen to an enbryo if there were an earthquake,
an act of God, |abor strike or war? This is right off
of one form But not the real and statistically nmuch
nore probable risk of nmultiples. Some clinics never
mention the fact that one in three ivf births is a
multiple and | certainly have not seen the sort of
follow-up data in there to say what is the health
outcome for children.

So multiples are an issue. | think there is
an also an issue around ICSI, intercytoplasm c sperm
i njection, which began to be used in 1993 for nmen with
a | ow sperm count where you can actually use a single

spermand inject it directly in the woman's egg.
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In Australia and Bel gium unlike the United
States, the governnent keeps track of how many
chil dren concei ved through reproductive technol ogi es
have genetic abnormalities and | ast year they noticed
that children created by ICSI were twice as likely to
have maj or chronmpbsomal abnormalities as were children
created naturally.

A Lancet editorial criticized the use of ICSI
on people before it had been adequately researched in
animals. Other areas of concern just to highlight
because of potential risk to the children are the use
of frozen eggs. In 1996 an Australian doctor produced
the first known birth using eggs that had been frozen.
We routinely freeze sperm or enbryos but there has
been difficulty with achi eving pregnancies fromfrozen
eggs.

I n August 1997 the first Anerican baby was
born with a frozen egg and just two nonths |ater South

Korean researchers published a study in Fertility and

Sterility suggesting eggs frozen at the early stage of

devel opnent and then thawed had an increased incidence
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of chronpbsomal abnormalities conpared to eggs which
had not been frozen.

And yet | went on line yesterday and, you
know, checked and there are at |least five clinics that
are conpeting in the United States by advertising the
use of, you know, frozen eggs. Sone are now offering
wormren the chance to freeze snippets of their ovaries
before they go through nenopause and have the
potential to have children then later on. The first
successful inplantation has occurred where they put
the ovarian tissue back in and the woman has started
produci ng eggs agai n.

So shoul d NBAC take this one, which I guess
is why I am here, | think many of the topics you are
considering have great nerit. | think the gene patent
issue is inmportant. Looking at the inpact of the
Bayh- Dol e Act needs to be critically assessed as well.
The practice of pharnmaceutical conpanies giving | arge
paynent for the recruitnent of research subjects
deserve special scrutiny so you have, you know, a

variety of equally worthy issues and | thought what |
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would do is just briefly tick down where this woul d
fit in your mandate.

In terms of reach it is inportant. 600, 000
Ameri cans have already tried assisted reproductive
technology so it is a large group being affected.
They are vul nerable. There is some psychol ogi cal
research suggesting the | evel of depression anong
infertile couples is simlar to that of desperate
cancer patients. So just because they are physically
"heal t hy" does not nean they are not vul nerable.

In ternms of abuses there have been nmany.
Consequently it meets the criteria of having urgency
as a public health and public policy issue.

| think it also neets the criteria of the
| ack of another entity to be able to deliberate
appropriately on this issue. W are the only
technol ogi cal l y advanced nation that is not analyzing
t hese issues on a national nonpartisan basis and there
is currently no other body likely to do the sort of
assessnment that is necessary.

| mean, | want to point out this is not like
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the situation of enbryo stemcells where NIH itself is
itching to do the work and we will come up with sone,
you know, regulatory structure and an alternative

del i berative body.

In fact, in this field nost of the
researchers at NIH who are interested in these issues
from Joe Schulman to Gary Hodgen |left N H when they
were forbidden to do in vitro fertilization at its
adjunct so NIH is not the alternative deliberative
body here.

Nor is the FDA particularly well suited to
regulate in this area. At the 1998 annual neeting of
t he American Bar Association an FDA representative
suggested they were nmoving in the direction of
regul ating cloning and human reproductive technol ogi es
and took a ot of flack fromlawers in attendance who
rai sed concerns that the FDA was overstepping its
bounds since it is supposed to steer clear of
regul ating the practice of nmedicine and surgery. And
much of reproductive technol ogi es does involve

services rather than drugs and devices.
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| have since had the opportunity to neet with
t he FDA about its proposed tissue regul ati ons, which
woul d cover a narrower aspect of this donated ganetes
and | think that proposal falls short even within that
smal | area because it uses a framework that is simlar
to drug regulation. It looks at the safety of the
procedures fromthe standpoint of the recipient.

For exanple, it protects recipients of
donat ed ganmetes through infectious di sease screening
but it does nothing to protect the donors from
coercion or in the case of egg donation from dangerous
drugs or procedures. So, you know, taking this drug
approach, we are worried about who is ingesting it, we
do not know where it comes from and it is very
di fferent here.

So sonme of the studies NBAC coul d undert ake
that would help in policy developnent in this area
have been suggested by Andrea Kal fogl ou and they would
address things |like the extent to which couples even
realize they are participating in experinental

procedures to create children, the type of research in
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whi ch excess enbryos are subjected to, and how coupl es
feel about it, whether donors are infornmed that their
ganetes m ght be used for research, and whether the
type of research matters to them what amount of
conpensation to donors is coercive, the extent to

whi ch institutional review boards are review ng ART
research, the extent to which the ban on federa
fundi ng on enbryo research has had an inpact on the
quality of these services, and whether the FDA should
regul ate certain aspects of assisted reproduction.

| think all those sorts of things fall within
your mandate and | hope this brief overview has hel ped
you get a glimering of the field and | would like to
open it to any questions.

DR. SHAPI RO. Thank you very much. Let's see
if there are conmm ssioners that have questions and we
will ask Andrea after if she has sonething which she
woul d li ke to add al so.

Al ex?

PROF. CAPRON: Lori, one of the questions

t hat came up at our last neeting as we were discussing
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this was whether it would be a topic for a federal
comm ssi on given our mandate which nostly focused on
federal agencies where this is an area which is
principally being a matter of state |law, the practice
of medicine and the formation of famlies and so
forth. And the analogy that I was drawn to was the
wor ks of the President's Conm ssion on the
determ nati on of death, which was also a matter of
state | aw.

As we entered that field one of the reasons
that there had not been effective and universal
| egi slation on the subject was that the American Bar
Associ ation had one proposal, the Anerican Medi cal
Associ ati on had one proposal, the National Conference
of Comm ssioners on Uniform State Laws had anot her
proposal, and the one that was nost w dely adopted was
one that Leon Kass and | had put forward in 1972.

And we were able to facilitate a com ng
t oget her of those three groups with the President's
Conmmi ssi on and, of course, the result was the Uniform

Determ nation of Death Act and the report that went
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with it and then it becane the npbst w dely adopted
statute and so forth.

In this area the National Conference of
Comm ssi oners has put forward several bills as |
recall. The last time | checked the principle one --
ot her than the Uniform Parentage Act, which goes way
back and, you know, | think was originally the Uniform
Paternity Act before it was the Uniform Parentage Act,
but the npst relevant one which is the Uniform
Chil dren of the New Assisted Reproduction or sonme such
nanme |i ke that was not w dely adopted.

What is your sense about the potential that
if we do not address the subject it will be addressed
by other |aw reform bodies? You nentioned the
inability of the NITH and FDA and so forth at the
federal level. \hat about these bodies that deal with
state | aw?

DR. ANDREWS: They mainly are focusing on the
paternity issue and it sort of does not nmake sense the
fact that a child of a surrogate nother belongs to the

contracting couple in California but, you know, if the
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child is born in North Dakota or Utah it is the
surrogate not her and her husband's child, but |I do not
really see that would be your focus anyway.

| do not -- | amvery famliar with the ABA s
effort. There is a group within the Fam |y Law
Section which sponsored, you know, a wonderf ul
bringi ng together of the FDA and the American Society
of Reproductive Medicine, and all the interest groups
around a proposed nodel |aw of their own but it really
focuses nore on what happens once you have actually
got things in clinical practice and beyond.

| ssues |i ke not only parenthood but the type
of psychol ogi cal counseling that m ght be required and
whet her you shoul d harvest sperm from men who have
died. Nobody is getting at these issues about the
review of things that are novel experinmental
procedures and nobody is dealing with issues of should
we draw the |line and have things in or out.

So | do not think that anybody el se is going
to do it and unlike the position you were in, | think

the position nore that NBAC would be in here would be
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to | ook at what other countries had done because there

is a total -- a vacuum here.

| think that -- | also think that unlike when
the original bill was passed -- there is a bill that
suggested in vitro fertilization clinics have to

report their success rates to the Centers for Disease
Control. Now there is no penalty on it and one of the
| argest clinics does not report at all and has a great
video they can send you about why they think they
shoul d not report and things like that. But -- so
there is no teeth in that but when that was passed the
sense was that there was just a |egal preenption
problemand | think that even in the material |
prepared for the comm ssion around the cloning issue
there is much nore precedent to do sonething now at a
national |evel and have it upheld within the comrerce
cl ause.

DR. SHAPI RO. Thank you.

Al ta?

PROF. CHARO  First, and with apol ogies to

t he comm ssion, | have to say since, Lori, you
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mentioned nmy institution and put it on the public
record, | feel conpelled to just add two facts.

First, we had no idea that consent had not
been obtained and we were investigated and that was --

DR. ANDREWS: | did not suggest that you --

PROF. CHARO It could easily --

DR. ANDREWS: | said it got sent. | did not
say --

PROF. CHARC: The second is that it was not
actually enbryos that were sent. They were eggs that
failed to fertilize. But, anyway, just because it was
on the public record | just wanted to strai ghten that
out .

| guess my question is very much in line with
what Al ex was aski ng because this has been a subject
of chatter on the e-mail anong the comm ssioners,
which is exactly what role we could play here that
woul d be constructive.

As you pointed out, much of the situation
here revol ves around the interaction of the free

mar ket and the provision of medical services as
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opposed to the approval of drugs and the approval of
devices. To the extent that nedical services are ever
regulated in the United States, it is directly

regul ated as opposed to indirectly through the

i nfluence of insurance and nmedical malpractice. It is
al nost entirely on the state | evel and even there it
is fairly uncommon to have direct regul ati on of

whet her or not particul ar nedical services can be
provi ded and exactly how.

DR. ANDREWS: But then think of the organ
transplant area. There has been national gui dance,
you know.

PROF. CHARO  Yes, there has but it revolves
around the actual organs as opposed to revolving
around the decision to do transplants. 1In other
words, the UNOCS regs do not talk to what kinds of
peopl e should be put on the transplant waiting |ists.
They tal k about what to do with a scarce resource. |If
a resource were not scarce | doubt that they would
have any inpact at all on the way those waiting lists

are constructed.
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So is this a topic that is best addressed on
its owmn or is it a topic that is best addressed as one
aspect of a larger debate about the regulation of
medi cal services and whether that is wise in a kind of
free market health care econony where other nedica
services al so have been diffused w thout direct
regulation and | think about -- | amthinking now
specifically about things |ike sone cosnetic services
i ke I'i posuction and a whole variety of plastic
surgeries, genetic testing, which has diffused as a
service as opposed to -- because we do not yet have
| aborat ories being approved for these things and we do
not have test kits --

DR. ANDREWS: The nmarketi ng.

PROF. CHARO. -- test kits going through
device regul ations. Those are now still being handl ed
sinply as a marketing issue. And | ask this in a very
serious vein because this is such a hot button topic.
One that tenpts people quickly to want to make
judgment calls about things on which there is profound

di vision of opinion such as what kind of people should
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become nothers and fathers, how many peopl e should be
consi dered not hers and fathers, how many people shoul d
be involved in the process, the extent to which an
absent or deceased parent is relevant to these
guestions, that | fear the nore fundamental question
about the regul ati on of nedical services would get
obscured by those hot button issues and we m ght
struggle to a sensible resolution of whether or not we
want to begin regulating nmedical practice in the U. S
i ke we have not done so far

DR. ANDREWS: Well, we do regul ate nedi cal
research in the U S. at |east federally funded and so,
you know, in that sense there is a gap. W are
treating this different. It is not |like, you know, we
are going to start regulating nedical services.

| mean, there are two ways to go. | nean,
clearly if you did it as a separate issue you would
have nore things on the table and I think Andrea's
paper illustrates that because you m ght nudge your
way a little bit into some of the clinical things or

what you are calling services, you know, is it



10

11

12

13

14

15

16

17

18

19

20

21

212

appropriate to be inplanting nore than three enbryos,
for exanple. | nmean that is one scenario.

| mean anot her scenario, though, is to do it
as part of a larger review of what is going on with
human research and I RB's generally and ask questions
about when you have an increasing anount of research
across the board being funded t hrough nonf eder al
sources, in this because of kind of federal
application but in other areas because the private
sector is nmoving in and spearheading a | ot of the
research. Do we need a different nodel? Do we have
to think about institutional review boards in the sane
way even if tonorrow every IVF clinic set up their own
| RB woul d | be satisfied? You know, what happens when
you have privately funded research with this high
commercial potential? And where then are the gaps
bet ween the ki nd of FDA approval and things that | ook
increasingly |like drug? You know, a sperm donation as
an alternative to an infertility drug but that may not
quite fit.

| think that the Federal Governnent is trying
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to do pieces of it. You know, the FDA with its little
slice, and they are trying to neet with other people
at HHS and el sewhere but they do not really have, you
know, a kind of unbrella in which they can, you know,
do it in a conprehensive way and so perhaps havi ng
sone gui dance or sone principles would be useful

t here.

DR. SHAPIRO. Ckay. | have quite a few
conm ssi oners who want to speak and a finite anount of
time | want to spend on this, this afternoon, but |
have so far David, Tom Steve and Larry.

Davi d?

DR. COX: So I will try and do this rapidly.
| agree with what you said, Alta, in terns of the
charged part of this but | was struck by Lori, which
actually believe but I never had collected them which
is -- and | find this ironic because you will see we
had this discussion earlier this norning about other
countries about the idea of when you are doing
research and when you are getting nedical care.

| think that is in the context of the human
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subj ects protections so | do not think it is just in
the context of reproductive rights so we do not have
to sort of have that be the deflector but this concept
of when sonething is -- and | hate to bring this up
Harold -- standard of care and when it is, in fact,
medi cal research.

DR. SHAPIRO | was only tal king about
i nternational .

DR. COX: | think it strikes me that that is
sort of fundanentally what you are tal king about so is
that fair?

DR. ANDREWS: Yes. And, in part, each new
technol ogy that has been introduced -- it is -- not
all the clinics have told people -- for exanple, there
has only been birth in the world of this or that has
really never tried in people before and things |ike
that. So the basic idea that sonething is
experinmental is not necessarily described to people
uniformy. Sonme clinics do a good job, others, you
know, do not.

DR. COX: So |l think there is a broader --
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personally | think there is a broader nmandate to dea
with this issue and certainly reproductive technol ogy
is one that would spearhead it but that it is not just
the reproductive technol ogi es that needs this to give
sone guidelines on this point, | believe.

DR. SHAPI RO  Tonf

DR. MURRAY: First of all, Lori, | have to
say | regret your presentation today. It sets so high
a standard that few people are going to be able to
match it and it just raises the bar for all of us so
other than that it was terrific.

| agree with you, Lori, that this would be an
appropriate subject for the comm ssion and for many of
t he reasons that you stated.

| want to respond to Alta's assertion that
per haps we should instead focus on the "nore
fundanmental " question of regulating medical services.
It is a broader question. | would hardly say it is
nore fundanmental than how we make famlies and how we
create children

DR. ANDREWS: Creation of famllies.
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DR. MURRAY: For one thing, ganmetes and
enbryos are not services. They are human tissues,
early forms of human life, and in my own view and
have said this in ny -- some of my witings -- is that
t here has been entirely too much of a focus on the
putative parents. It is inappropriate that we | ook at
the role of the adults involved in this process but
there has been hardly any attention paid to the
children that are created by the process.

Shifting that focus or, |I would argue, sort
of correcting the disproportionate focus on the adults
and hi ghlighting once again the children created woul d
be a service.

DR. ANDREWS: And that is not common to other
medi cal areas nor is, you know, the fundanental aspect
of it that you tal k about, which m ght raise sone
constitutional concerns and how t he governnent coul d
regulate. So a study that tal ked about sort of
standards of care and privately funded research and
did not go into the extra dinmension at |east of the

famly nature and the resulting children would be
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rem ss then.

DR. MURRAY: | think so.

DR. SHAPI RO. Thank you.

St eve?

MR. HOLTZMAN: Thank you, al so.

The line of questioning and di scussion that
was initiated by Alta goes to this distinction we have
in the United States between practice of nmedicine
versus research, say drug research. You have cited
the fact that in nost of the other industrialized
nations when it conmes to reproductive practice of
medi cine, if you will, okay, or experinental
procedures there are review bodies so it is held
differently.

Do they have equally this tradition of
practice of nedicine not being subject outside of the
reproductive area or, in fact, do they regul ate that
differently?

DR. ANDREWS: | mean, no. | nmean, you are
absolutely right in your inplication. You know, once

you have a national health care system you as the
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governnment can say, "Well, we are going to do X or we
are going to do Y." It does not -- many of these
efforts, though, like the British effort actually cane

t hrough the physicians thensel ves.

It came first as a voluntary licensing
authority because there is a way in which sone of the
provi ders do not necessarily personally want to feel
that they should have to provide everything that
coupl es m ght want, sex selection, genetic
enhancenment, you know, they are |ooking for sone
| arger social guidance about what is appropriate or
not and so part of it has cone up in that way but it
is a different context.

DR. SHAPI RO: Thank you. Larry?

DR MIKE: | would like to raise a different
way of addressing this problem | think it is an
i nportant issue that the comm ssion shoul d address but
| think what is limting our discussion and sone
peopl e's reservations about it is that we seemto want
to be heading in the inevitable conclusion that sone

regul atory mechani sm needs to be put in place. That
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does not necessarily have to be the topic of our -- of
a report on this subject.

It seems to nme that even though we do focus
on fairly conprehensive studies in our report, it is a
useful exercise or at least a useful product to have
an i ssue paper to scale down the scope of such a study
just -- we are not going to do all this in one big
step so it seens to nme one way of doing it is to raise

t he consci ousness around the policy nakers on this

issue, identify the critical areas that seemto be
disjointed from other areas of nedical research and
medi cal practice in the United States, and as well as
the -- and the way that -- right nowit seens to be no
obvi ous body that the United States can turn to
towards if we nove to our regulatory system or

sonething like that that is in there.
So it seens that is an alternative at
| east to nme about how one m ght address this issue.
DR. ANDREWS: | think you know a | ot of
coverage that | see of this in the press, in vitro

doctors, they will say, "Well, we are regul ated j ust
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li ke every other area of medicine.” | nean, in one
article they said, "The FDA regulates us." | got a
call fromthe FDA that afternoon, you know, saying,
"Coul d you see us about this?"

DR. SHAPI RO. Al ex?

PROF. CAPRON: | may be way off on this but
my sense of the posture of this issue in front of us
now i s that we are hol ding auditions for candi date

reports and part of --

DR. ANDREWS: | woul d have brought ny tap
danci ng shoes but you heard I said | |ike gene
patenting, | |ike Bayh-Dole, you know.

(Laughter.)

PROF. CAPRON: And part of that is that we
will have only a few spots to fill and | would fee
unconf ortabl e now, although there is going to be sone
urgency that we get sone of the reports going, of
maki ng a conm tment for one topic when we have not

heard about the others.

On the other hand, it seens to me that we may

hear some reports of topics which on bal ance the
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conm ssion thinks it is very unlikely we are going to
pursue and we do not really think the staff should be
spending nore tinme on it.

| would put forward as a response to what we
have heard today -- because | do not think we shoul d
spend too nmuch time on this today -- that the
reproductive technol ogy, particularly the issues of
the regul ation of research or the absence of a | ot of
the regul ations of research and the practice that uses
research techniques is a topic which deserves to be in
our -- on our final list and that -- in other words,
it does not fall off the table now

| think on the other hand -- and | am not
prepared to go further today and so | would suggest if
t hat were the consensus of people that we ask staff to
continue to work with Andrea's outline. Page five of
whi ch was m ssing, as you may have noticed, which is
why | asked if it got distributed this norning inits
full. We ended up getting the whol e package all over
again but this time it did not have page five of

Andrea's report. And, you know, and have this topic
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alittle further ready based upon today's discussion
w t hout having to spend nore -- a lot nore tinme today
tal ki ng about it.

DR. SHAPIRO: Let nme ask a -- we will cone
back to this issue of just how we organi ze oursel ves
and make these priority decisions. | agree with your
notion that nowis not the tine to drop this and | had
not antici pated maki ng that decision today.

Let me just ask a question. You nentioned
that -- unlike in this country and other countries
t hat have |licensing authorities or other ways of
regul ating or watching -- nonitoring what goes on in
this area, could you say anything about what they are
| earning? |s there sonmething that they are | earning
t hat has been inportant in this field?

DR. ANDREWS: Well, | nean they have -- you
know, | nmean, in a country like Geat Britain where
they have a limt of three to four enbryos that can be
rei nplanted, | nmean they are not having the sane
problemw th nultiple births that we are having, you

know, here and al so, you know -- | do not know. |
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mean, since it has been so-ill studied |I do not know
the quality of care conparison. |If you go in and you
make sure people have -- are neeting certain |ab

st andar ds.

| mean, certainly we seemto have had a
nunber of issues in the United States with m x-ups
where coupl es got, you know, sonebody el se's enbryo
i mpl anted and so forth, you know, but it is hard to
say how nuch -- having audits of your records or
having to neet a certain standard in advance
contributed to that.

So those conpari sons are not avail abl e.

DR. SHAPI RO. As far as you know, therefore,
in these other countries people are not follow ng, for
exanpl e, the children?

DR. ANDREWS: Well, in Australia and Bel gi um
-- | nmean, there are registries, apart from-- which
you coul d have even if you did not have a licensing
authority. You could collect followup data and that
has not been done to a great extent here. There are

only one or two NIH grants that | have been aware of
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that, you know, followed up the children in any way.

DR. SHAPI RO: You had an interesting
statistic -- at least | found it interesting --
noticing -- which suggested that nmaybe the cl ass of
people, infertile couples, is a vul nerabl e popul ation
because using the rate of depression as one possible
nmeasure equals those who have cancer, which m ght be
anot her vul nerabl e popul ati on. Have people who have
been focusing on that followed through in the sense --
in the follow ng sense: Sone part of those -- sone
nunber of those couples actually go ahead and try | VF
or sonme other kind of assisted reproductive
technol ogies? Ohers do not. They abandon the
project or they go to adoption of one kind or another.
Has anyone foll owed these two separate rivers of
peopl e who have made those kinds of different
deci sions as to how that inpacted themat all as far
as you know?

DR. ANDREWS: Not that | am aware of but
there are a trenmendous anmount of psychol ogi cal studies

foll owi ng up couples going through the infertility
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process so | would be surprised.

DR. SHAPI RO Ri ght .

DR. ANDREWS: | nean, | -- | know of ones
that, you know, conpare people who adopt to people who
t hen despite their diagnosis give birth to children in
the normal way but | do not specifically know of any
off the top of nmy head and I will be glad to | ook and
send things on if | find themof the IVF, the high
tech versus | ow-tech

| think one of the issues is -- when | first
cane to this area | thought that many, many people
were interested in this approach, even things |ike
surrogate notherhood, to be able to have a genetic or
ot her bi ol ogical bond, the tie. And when I
interviewed 80 couples who were going through
surrogat e not her hood, surprisingly nost of them said,
"You know, we woul d have adopted but we were told we
were too old or there is a seven-year wait in our
state and this way we can get a baby in a year."

And so genetics was actually | ess inportant,

adoption was nore difficult at |east of an infant and
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so that nmay be why there are not those conparisons. |
mean, it gets nuddy if the sane people who woul d have
adopted end up in one of the other categories.

DR. SHAPI RO. Let nme ask one final question
in this regard and that is a question of access to ART
or any of these assisted reproductive technol ogi es.
There is the issue that you nmentioned with respect to
whet her i nsurance conpanies cover it at all and, if
so, for how many cycles and so on and so forth.

But are there other issues that you have
found over tine such as perhaps clinics who did not
want to provide service, for exanple, to gay or
| esbi an coupl es or other couples they considered
sonmehow | ess worthy than --

DR. ANDREWS: Well, certainly with artificial
insem nation clinics there have been many who have
turned away | esbian wonen. There was a | awsuit
agai nst Wayne State University on the grounds of right
to privacy and equal protection where they did change
their rules to allow unmarri ed wonen to have access

but they were a state facility. That would not apply
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to private facilities.

| mean -- so there are -- there are
di fferences and, you know, access issues are very
clear if you walk into any of these in vitro clinics
where they have pictures of the babies up there. Al
-- you know, they are far and away, you know, white
babies. So the financial costs are prohibited for a
| arge segnent of the popul ation.

DR. SHAPI RO. Thank you.

Two nore questions and then we are going to
have to nove on

Alta, and then Bernie.

PROF. CHARO This is an area where even nore
than in nost the task of separating debates about
views on norality and debates about appropriate policy
responses is difficult because it is easier to slide
fromone thing to another in one's discussion.

I ndeed, | amnot sure but |I think I felt this
happeni ng already here in the exchanges about what
coul d be done by virtue of a federal report and the

ki nd of consensus building or guidance it could offer.
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At tines it seened |ike the discussion was about

gui dance for regulatory interventions and at times it
seened |ike the guidance had to do with things that
conme closer to notions of nmorality, although |I m ght
be reading too nmuch into what | am heari ng.

If this comm ssion were to, in fact, take on
the task of | ooking at the adequacy of protections for
research subjects as a general matter, which would
i nclude protection for research subjects in the purely
private context and, therefore, would enconpass those
situations where infertile people are being used in
research.

And if the comm ssion were to consider the
i ssue of regul ation of nedical services, what is left
that is unique to ART that is not just a -- not just
an artifact of those nore, I would call it, general as
opposed to fundanmental so we do not have to di sagree
about | anguage here, nore general dilemms about the
way in which we regulate health care in the United
St ates?

VWhat is left with ART that you think would be
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useful for a federal body to do and specifically what
is left that you think of in ternms of a federal body
that is going to nowtry and forge consensus on
specifically noral -- kind of noral debates about
appropriate roles within famlies and fanmly formation
versus consensus over specifically regulatory issues
that m ght deal with things that have nore of a kind
of physical safety aspect to thenf

DR. ANDREWS: | nean, | think, | can
under stand trepidation about sonething that gets into
t he who shoul d have access issue and, you know, are we
going to start licensing parents in sone sense as one
phi | osopher has proposed. But, | nean, | think there
are just really basic issues about no matter who cones
t hrough the door of that infertility clinic, you know,
are there basic, you know, human rights being
violated? Are there unsafe practices that would echo
what you had before?

But | think this dinmension that Tom Miurray
tal ked about, you got, you know, a third-party and

interest there, you know, we have got the potenti al
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child and you have got, you know, enbryos where there
is social divisiveness about how you treat them you
know, are use for at |east, you know, sone footnotes
or sonme, you know, telegraphic material within a

| arger context that that says, you know, here are sonme
things that really multiply the issues in a way.

DR. SHAPI RO. Bernie?

DR. LO | wanted to followup on Alex's
met aphor about auditioning and | guess | wanted to ask
your opinion on what do you think our |ikely audience
was going to be and how -- what the ticket sales were
going to be in the sense that --

DR. ANDREWS: | think the novie rights are
hi gh but --

(Laughter.)

DR. LO Yes, we are going to be |ooking at a
ot of different topics conpeting for a relatively
l[imted amount of tinme and attention. And | wanted to
ask your thoughts on howripe is this topic for an
NBAC report and what is the likely sort of inpact of a

report we could do? | have no doubt that it is an
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interesting topic. It could use sone good thought.

We coul d probably produce a really nice report but
what is the likelihood that either the public is going
to say, "Wow, this is really going to help us think

t hrough these tough issues that we have been really
muddl ed on up to now" O that state or federa

| egi sl ators or regul atory agencies are going to say,
"Terrific, we have just been waiting for, you know,
recomrendati ons one through seventeen.”

Can you give us any sense of how |likely you
think it is going to make a difference that we do a
report on this?

DR. ANDREWS: Well, | did not actually
realize | would be here today defending this client of
m ne call ed assisted reproductive technologies in this
beauty contest. You know, | would start with it from
a different perspective.

| woul d say, you know, there are 70, 000
children in the United States, at |east, being born
each year through these techniques. There are only

about half that amount avail able for traditional
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adoption. We have |lots of principles, lots of
policies, lots of |egislation on what you do in
adoption and what is fair and appropriate and so
forth.

You know, we only have three states that have
conprehensively tried to address reproductive
technologies. | do think you have at |east sone
audi ence in the state legislatures. | think there is
a gap. There is a vacuum Soneone should do it.

But | cannot analyze for you how it stacks up

agai nst other really inportant things |like gene

patenting, like, you know, |ooking up to see what
the inpact on -- and university researchers is of, you
know, commrercialization in the genetics field. | nean
that -- that you will have to do.

| amjust, you know, pointing out a |arge
nunber of adults are affected, a | arge nunber of
children are affected, and there is a gap. There are
abuses, you know. So perhaps addressing this as part
of a larger -- a small part of -- as part of a |arger

project m ght be appropriate, you know, to fill that.
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You are going to run into problenms wth
getting policy inplenmented in this area just because
everybody has a notion about how chil dren should cone
into the world so it is not easy.

DR. SHAPI RO. Thank you.

Andrea, the |last word before we nove on.
Thank you very nuch for your neno.

DR. KALFOGLOU: | just wanted to address both
Alta and Bernard's comments.

The first one -- | will start with, with Dr.
Lo's coments, one of the reasons that this topic is
particularly ripe right nowis that the ASRM the
Pr of essi onal Associ ation for Reproductive Technol ogy,
has been trying to deal with this issue of giving
t hemsel ves legitimacy for the |ast ten years or so.
They tried to do it independently and it did not work.
And they are actually -- | have heard frominside the
Ethics Commttee there that they are hopi ng that NBAC
is going to fill the void that exists because the SRM
cannot -- does not have the mechanismto fund a

i censing board or a private IRB that would deal with
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the research related to ART.

And for Dr. Charo, your question was about
what nmakes ART uni que. The page that was m ssing,
page five, discusses the issue of conmodification and I
think that is one of the areas that namkes ART uni que.
This is -- we have decided in this country that we
will not traffic in organs. Yet we see this huge
comrerci alization of human ganetes and enmbryos that is
unl i ke any other transactions taking place for hunman
ti ssues and that is conpletely outside any type of
regul atory environnment so that is another thing that
makes ART uni que.

DR. SHAPI RO. Ckay. Thank you very nuch.

We will be returning to -- Lori, thank you
very nmuch for com ng today. W really appreciate it
very much

Trish?

PROF. BACKLAR: Did | understand from what
you just said about ASRM that that would be simlar,
Lori -- Lori? What was just said about ARSM woul d be

simlar to what happened in Britain with the
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physi ci ans wanting to |icense thenselves and | think
that is really inmportant to know if this group of
people would like --

DR. KALFOGLOU: A segnent of that group.

PROF. BACKLAR: Okay.

(Laughter.)

PROF. CAPRON: The other question is if we
are going to study ART should we hear from Dr. Kapl an,
| suppose.

DR. SHAPI RO We can take that issue up also
at anot her tine.

Let's now return to part of the subject -- is
Alice here? Okay.

Then maybe | will turn to Eric then to get us
started here.

| thought it would be helpful if we went to
t he informed consent proposed findings and
recomrendat i ons docunent, which is provided in tab 2
sonmething. There is 2A, B, C, D. | have forgotten
whi ch - -

PROF. CAPRON: D.
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DR. SHAPI RO. 2D. Thank you very nuch.

VWi ch contains both findings, recomendations and so

on. | think it would be helpful if we worked our way

t hrough those just to see what the reaction of

comm ssioners are, which ones seem -- we are not

voting on this in any substantive sense right now but

just to see what

your actions are because that nay

help us just as we try to plan as we nove ahead.

So does everyone got a copy of that -- those

documents? They begin with informed consent, proposed

findings and recommendations, finding one, et cetera,

et cetera.

Ckay.

Eric, let nme turn to you to get our

di scussi on started.

ETHI CAL | SSUES | N | NTERNATI ONAL RESEARCH

DI SCUSS| ON OF PROPOSED DRAFT FI NDI NGS AND

RECOMVENDATI ONS | NFORMED CONSENT

DR. MESLIN:. Alice has joined us so | wll

just indicate that the proposal that you have before

you is principally for your consideration and there is

really two tabs,

both the findings and recomendati ons
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in 2D and a short background paper that Ruth and Alice
prepared that provide at |east an initial
justification for what those findings and
recommendati ons woul d be.

It goes without saying but | will say it
anyway that conm ssioners had requested this as a
useful nmechanism for getting started on this topic.
Staff is fully aware that you nay accept sonme of
t hese, reject some of these, and change your mnd a
nunber of tinmes over the next few nonths. W are well
prepared for that. At |east those of us who have been
here a while are well prepared for that. The new
people will have to get used to that. But | think it
woul d be just easiest to go through it fromtop to
bottom

Alice is here.

Do you want to add anything else to the
background?

MS. PAGE: Well, | just wanted to nmention a
word about finding and reconmmendati on nunber eight.

It is drawn from subpart B of 45 CFR 46, which
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requires that the father of a fetus give infornmed
consent for research involving a pregnant woman, and
there are certain exceptions to that as well.

But | recently had a discussion with soneone
in OPRR that told ne that there is currently pending a
proposed revision that was published initially in My
of 1998 to change that consent requirement when the
fetus is in utero and | was unable to get a copy of
the final revision because it is considered
confidential but apparently it is working its way
t hrough clearance in HHS and they are expecting Dr.
Varmus to sign the revision this week.

It will then go to the Secretary for
signature and then to OVMB for review.

The individual that | spoke with thinks that

the revision will be adopted and that -- but that it
wi |l take a nunber of nonths for that to happen so we
will just sort of continue to keep you apprized of
that -- the status of that proposal as we find out

nore about it oursel ves.

There just were a couple of other things that
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| wanted to bring to your attention. Obviously what
we are |looking for is what you think may be m ssing
fromthis list in addition to discussion of what is
t here.

Second of all, there is a need to think about
i nkages between this information and future chapters
particularly relative to matters that may be -- that
may need to be disclosed to subjects.

A couple of things that we had thought about
-- for exanple, is there an obligation to disclose to
subjects that there are subjects in a sanme or simlar
trial in another country who may be treated
differently? 1In other words, they may be given a
different intervention or nore followup care. |Is
t hat sonmet hing that may need to be disclosed.

Anot her di scl osure question that pertains to
chapter three has to do with the stopping rules and
that is whether if in a trial in one particular
country stops, is there an obligation to disclose to
subj ects in another country in a sane or simlar trial

that the trial in the other country has stopped?
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So those are just a couple of things that we
need you to think about as well as |ooking at these
particul ar findings.

DR. SHAPI RO. Ckay. Thank you very nuch.
Let's just begin by working our way through this topic
and see which findings and/or recommendati ons are of
particul ar interest to which the conm ssioners my
have some response. Let's just begin by going to

finding one and, of course, there is a series of

findings here. | do not want to restrict us to go to

line by line through this but under -- let's just deal

with the issues under -- the findings under item one.
Larry?

DR. MIKE: Just a background comment. |
know we are going to go through these very specific
things but the end result is and what | am nore
interested in is how are we going to inplenent this in
a different country? Are we going -- and | think that
is listed about -- we have about three or four choices
in the summati on of the actual report itself.

So | guess this is not the appropriate tinme
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to say it but | just -- | think that I can contenplate
goi ng through each of these one by one but | want to
know how we are going to inplenment themin the
different countries. Are we going to go have

st andards and assune that they are followed? Are we
going to follow each one of these in another country
to nake sure that each one of these -- in every
clinical trial or otherw se that each one of these
activities are foll owed?

PROF. CAPRON: Since IRB's do not nonitor
research at donestic institutions --

DR. MIKE: Yes.

PROF. CAPRON: -- according to the Ofice of
the I nspector General, it would be extraordinary to
expect that.

| wonder if we are not -- we have all of
t hese going back to that initial dilenm as posed to
us when we had the FDA people here about a year-and- a-
hal f ago, two years ago, | do not know, two years ago
-- and when | say here, | nmean generically whatever

hotel we were in that day. And that was that there



10

11

12

13

14

15

16

17

18

19

20

21

242

are at substantive and procedural |evels certain
things stated by the federal regulations which are
difficult for foreign researchers to conply with
according to the researchers or Anmerican researchers
when they are doing research abroad.

There are also certain points where there
seens to be attention to ethical issues which are not
addressed but perhaps should be addressed and so |
t hought we were not going to be getting into the
question of the -- particularly the nmonitoring or
what ever but we were going to always be asking as
reconmendati on nunber one does, although maybe it is
not phrased in a way that brings that out where it
says, "Researchers may not deviate."” It would be a
way of saying the FDA and the Commpbn Rul e ought not to
all ow deviation froma substantive ethical standard of

i nfornmed consent.

DR. MIKE: But, Alex, | only raise the issue

because in the very end of the brief description of
the whole report itself --

PROF. CAPRON: Yes.
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DR. MIKE: -- those issues are raised
specifically.

DR. SHAPI RO. COkay. Those are issues we do
have to confront but | would still I|ike to suggest
t hat we consider these section by section and see if
there is some reaction to their findings that you find
do not nake sense to you or do not add up or are not
to the point and then, of course, in each case the
particul ar recomendations that follow fromthat, how
you feel about that. So let's address those under
item one.

Al ta?

PROF. CHARO. Focusing on 1A. | guess | am
going to begin with a question if |I may, Alice.
Finding 1A lists the basic elenents of inforned
consent pretty much --

DR. MESLIN. Excuse ne, Alta, can you go
cl oser to your m crophone?

PROF. CHARO  Sure.

DR. MESLIN: Thanks.

PROF. CHARO  Finding 1A lists the basic
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el ements of informed consent pretty nuch as one finds
themin the federal regulations. | was not sure if
this finding was supposed to basically recite what
currently is the understanding or if it is reciting
what the understandi ng ought to be.

DR. PAGE: All of these are reciting what
Ruth and I felt should -- what ought to be. Not --

PROF. CHARO.  Okay.

DR. PAGE: -- and we just have drawn from
certain things that are already in existence.

PROF. CHARO Great. Then in that case what
| would want to put on the table for discussion anong
us would be the possibility that in these particul ar
situations of transnational collaboration wth
countries of differing resource basis that we consider
whet her informed consent requires telling people
sonet hi ng about the likely uses of the research and
whet her or not it could ever inure to the benefit of
t hensel ves, their children and people in their own
country, and discuss |ater whether or not we think

that is a new kind of thing that people routinely need
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to know before they can give consent.

DR. SHAPIRO. That is an interesting
proposition. Before -- Bernie is also on the |ist but
does anyone want to respond to this? | do not nean
against it or for it but just respond to your own
feelings about it because | think that is a very
i nportant issue.

PROF. CAPRON: | woul d second it.

PROF. BACKLAR: | woul d, too.

DR. SHAPI RO Larry?

DR. MIKE: It depends on how one inplenents
t hat because she had sone fairly absolute statenents
in there.

DR. CASSELL: Yes.

PROF. CAPRON:. But it depends on the
difference between clinical trials where a drug or
device is being tested versus sonebody doi ng sonet hi ng
which is not connected to that where how will basic
know edge about an infection be used. Probably the
researcher could only give a sketchy answer about that

and is likely to be wong about a I ot of things which
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eventuate but certainly where a drug is going to be
devel oped and woul d be potentially subject to approval
based upon data gathered here the question is a very
i mmedi ate one and you had tal ked about that earlier
t hi s norni ng.

DR. MIKE: But the way | read that is it may
be approved but whet her that actual patient ever has a
reasonabl e chance of getting it is a totally separate
gquestion. And then, of course, | amstill keeping in
m nd what we require telling our donestic research
subj ect s.

PROF. CHARO If | can clarify, let me just -
- it really does echo, doesn't it? Let nme just give a
coupl e of exanples of the kinds of things |I have in
mnd. | do not expect this can be resolved nor do |
think the details could ever be worked out in these
ten m nutes.

Exanple: It is extrenmely difficult to test
an AIDS vaccine in the United States. W do not have
a hi gh enough preval ence rate in any particul ar

popul ati on that does not have alternative neans of
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protection that would reduce the rate of transm ssion

wi thin that

statistical

popul ation, right,

to the point where the

demands of the study would require vastly

too many people or vastly too many years.

So to do AIDS vaccine trials one nm ght want

to go to a country where there are very few

opportunities for

prevention where there is a fairly

hi gh preval ence rate where transm ssion seens to be

still very high and yet

t he vacci ne

be financially outside the reach of that

its primary

and Australi

does devel op out of

mar ket will be in Europe,

a.

Exanpl e nunber two:

no to a near Certainty t

that research it

hat if

wi ||

country and

North Anerica

There is research -- for

exanpl e, the research that was done in Vietnamthat

was di scussed in that paper that is included --

t he way | ust

by way of open --

and by

it seens |i ke Wsconsin

keeps com ng up, that paper discusses a very

controversial protocol. | was

time it was

i nvol venent

not on the | RB at

t he

approved but | did have sonme peripheral

and there was a | ot

of debate.
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That protocol involved testing a procedure
that could not have been done in the United States
because it woul d have been consi dered nmal practi ce.
That is to do breast cancer surgeries, |unpectom es,
mast ect om es, followed either by no adjuvant therapy
or by an oophorectony, the renoval of the ovaries as
opposed to the other kinds of secondary therapies you
can use. You could not do it inthe U S It would
have been nml practice because it fell below the best

standard of care that we know of as of now or as of

now at the time that this was being debated and so the

only way to find out about this was to go to another
country where the standard of care was different and
"l oner. "

Al right. Nowthat is a particularly
interesting study because if, in fact, it turned out
t hat oophorectony was a great thing to do it was
sonet hing that woul d be used probably by Vietnanese
wonen but also it would be used by wonen around the
rest of the world.

If you were to | ook at the nunbers of wonen
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who woul d benefit fromthis finding the mgjority would
not be in Vietnam because in Vietnam nost people with
breast cancer were not getting any kind of surgery,
period, let alone this particular formof surgery.

So you have got exanples of research where
there is no likelihood of any benefit flow ng back to
t he people in that country. You have got others where
the benefit may flow back to sone people but it is
primarily being done there because it has got a
beneficial possibility in another set of countries
where you could not do it because it is considered
i nadequat e nedi cine for the nmonent and one coul d
continue going through different iterations of these
ki nds of exanpl es.

It is that where | thought it m ght nake
sense to begin to | ook nmore closely at these
variations in who is bearing the risks, who is getting
t he benefits, and also why some people are unable to
get the benefits and the extent to which it is an
artifact of pricing systens that are protected by

international trade rules governing intellectual
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property versus things that have to do with the

| ogi stics of the country, roads, nunbers of doctors,
et cetera, that are really beyond i nmedi ate change by
virtue of a policy statement from a governnent or a
mul til ateral arrangenent.

DR. SHAPI RO Steve, did you want to address
this particular issue?

MR. HOLTZMAN: | just had sone of the sane
guestions that Larry had about people in glass houses
and do we include disclosures that if you are anong
the 40 mllion Americans who do not have health care
coverage you are not likely to benefit and al so
t hi nki ng about questions about in typical FDA trials
Phase I's are in normal healthy volunteers to test the
safety.

So there is no concept there in general that
you are likely to ever have any need for the drug.

And so then also then lastly tying in the disclosure
you are talking to -- there to how does that work
agai nst or for the therapeutic m sconception.

DR. SHAPIRO: Eric?
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DR. MESLIN: | want to know what we are
tal ki ng about. | nmean, | have lost it sonehow. |
cannot find out what the issue is. | am |l ooking at

this set of docunents that is so at odds with the
testimony we just heard in the earlier part of the day
about trials in countries |ike Uganda that now I am
really intrigued to find out what is the issue that
brings this Honmeric statute right in front of us with
no relationship to reality.

DR. SHAPIRO. Well, | can try -- | hope | can
try to help out in this respect although | do not
aspire to Homer's capacity here.

This -- finding 1A, which I think is what
Alta was addressing if | amcorrect, are trying to |lay
out what we feel ought to be the basic el enents of
i nformed consent, whether they are practice or not.

It is an "ought" not a description of what goes on.

As | understand itens one through eight that
is what you -- Ruth and Alice have attenpted to put
down and Alta has suggested that in dealing with these

"oughts" there is yet another "ought" that ought to --
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that should go in here. | do not want to use "ought™
twice here. Nanely it has to do with whether it is
appropriate to inform-- as part of the inforned
consent process -- to inform potential research
subj ects regarding the likelihood that they --

DR. CASSELL: WII| benefit.

DR. SHAPI RO -- m ght benefit as opposed to
benefits flow ng el sewhere. Now it is not a
description of what goes on so it is not dealing with
the issue that you are but that is how | understood
Alta's question and | think this is an interesting
i ssue and we ought to -- we will take sone other
comments but we ought to pass this on to Ruth and
Alice and see how they want to deal with it. We do
not have to decide fundanentally whether it ought to
be now -- right now.

Berni e has had his hand up

Is this the same issue, Bernie, or sonething
different?

DR. LO It is different so if you want just

to Alta's --



10

11

12

13

14

15

16

17

18

19

20

21

253

DR. SHAPI RO. Ckay. If anyone wants -- let's
have the [ast -- excuse nme, Eric. | have not answered
you.

DR. CASSELL: Well, just one step further.
Woul d you think, Alta, that this is an "ought" that
applied in the United States?

PROF. CHARO.  Yes.

DR. CASSELL: The people who are -- that
peopl e know that this is sonmething from which they
m ght benefit?

PROF. CHARO. | was not saying their personal
benefit. | was saying benefit to thenmsel ves or people
in their own countries so it was much broader than
that but regardless in answer to your question, well,
yes, we did the sanme thing in the HBMreport. |In the
HBM report we said there were certain things in
i nformed consent that are not present in this |ist
that is reflective of current regs and it included
things like the effect on people in ny perceived
community, whether it is ethnic or racial or

geographic or religious, whatever, and that is very
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much of a piece with what | am suggesting here, which
is that we have had a fairly physical risk focused
notion of informed consent and that why people enter
trials or refuse to enter trials may transcend
gquestions of self-protection against physical risk and
may have to do with their evaluation of whether they
want to make a sacrifice or not in the name of science
under these circunstances.

DR. MIKE: Alta, doesn't three really -- is
stated broadly enough that it will address your
concern?

PROF. CAPRON: No.

PROF. CHARO. And I really did not nean to
make this a nonent at which everybody has to fight it
out to a vote. | just wanted to put it on the table
for discussion.

DR. SHAPIRO. We are not going to do that.

PROF. CAPRON: Right.

DR. SHAPIRO. We are not going to do that.
This is mainly information to our coll eagues who are

working on this in sone --
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DR. CASSELL: | just want to go one nore step
with it.

DR. SHAPI RO. The last step, Eric, for this
one.

DR. CASSELL: For this step. That is a shift
in systemlevel. The rest of this stuff is very much

directed at the individual signing the consent and the
i ndi vidual participating, and | think that is fine.
The m nute you nake the change in system |l evel and say
that that applies, | can sacrifice nyself to the
group, then you introduce a possibility that the
group's decision, in part, has something to do with ne
because | have sonmething to do with the group and the
group has sonmething to do with ne. And that is a
probl em because | ater on we say that -- we bring up
issues in which we will permt that.

So | want us to be very clear that when we
meant this we have noved away from an i ndivi dua
unl ess the individual identifies so closely with the
group that the sacrifice is really a persona

sacrifice to thensel ves.
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PROF. CHARO | really think | am being
uncl ear here, Eric, because | never wanted to suggest
t hat people would be then drafted into research. | am
saying only that if I am deciding whether to enter a
research trial it would matter to me to find out that
the results of that research was going to be used to
benefit only the people who |ive sone place that
represents a culture that | despise. | mght choose
not to enter the research trial

DR. CASSELL: That is nice.

PROF. CHARO. Right? It has nothing to do
with forcing ny decisions.

(Laughter.)

DR. SHAPIRO No, | do not think you despise
anyone, Alta, so you better --

(Laughter.)

PROF. CHARO: There is a short |ist.

DR. SHAPI RO. There is?

(Laughter.)

DR. SHAPIRO. You will come back to that

| ater.
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| think, Alex, you have one other comment?
This is the | ast coment on this issue because | want
to get on and get sone initial responses to sone of
the other material and | want to turn to Bernie next.

PROF. CAPRON: Two comments. One is to
respond to Larry's remark. The present requirenents
of the regulations, which are reflected here, include
poi nt nunmber three, which says sonething which is
quite germane but not the sane.

PROF. CHARO  That is right.

PROF. CAPRON: The description of any
benefits to the subject or Eric or to others which my
reasonably be expected fromthe research. | think
that is conventionally understood to nean fromthe
research in the sense of participating in the research
and | think what Alta has said is that we ought to be
cl ear about the products of the research as well. Now
if you read it nore broadly then what she is saying is
al ready enconpassed.

The second point to respond, which | think is

al so that point of discussion she just had with Eric -
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- do you have to |l eave, Eric?

DR. SHAPIRO We will |et you know what
happens.

PROF. CAPRON: The -- when Alta was out of
the roomearlier having made her earlier intervention
on this subject, | suggested that this topic would be
one which woul d probably get exam ned for many of
t hese kinds of studies at two points prior to the
research subject. It is very likely that a M nister
of Health or sonmeone at that level in the country in
negotiating an initial agreement that this would go on
woul d have on the table this issue. Now he or she
m ght be able or m ght not be able to extract
sonet hing fromthe drug conpani es about naking the
products avail able at a reasonable price.

Then the IRB m ght | ooking at research saying
given the amount of risk that is involved, we feel it
is only acceptable if that research is carried on with
sonme pay back to our popul ation who are the potenti al
subj ect s.

| think what -- and | do not think that any
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of us would raise the questions that have been rai sed,

wel |, what do we nmean, how predictable does it have to
be -- well, that would be subject to the circunstances
of the particular research. |In very basic research

t he answer would be no, this is just for science,
hi ghly applied clinical trials is sonething else.

And | -- the reason | seconded Alta's point
isit seems to nme | -- that we would individually, if
we were in the circunmstances that are described here,
say that is sonething that we would |like to know as a
research participant as well.

We have al so heard this nmorning, and this is
why | do not think what we heard this norning is
i nconsistent -- | do not know if it was Eric who said
that -- with everything we heard this norning that
peopl e have other reasons for participating in
research even if they know that after the research is
over the drug product is not going to get to their
country for five years or ten years and then at a
price that maybe only the elite can afford, which is

in the i mmedi ate sense they are going to get nuch
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better care of all the range of other nmedical problens
t hey have by being a research participant and so
soneone m ght say, "I amglad to know that but it does
not change nmy view that | want to be in research or |
want ny child to be in research,” or whatever.

| woul d, therefore, hope that the staff in
working this through tries to | ook for some | anguage
and that they explore whatever docunentation is
avai |l abl e about the history of the |anguage in point
nunber three. And if the history indicates that the
benefit to be derived, particularly the benefit to
others, fromthe research incorporates this then we
are moving to the level of commentary that we believe
that in inplementing this that point should be
explicitly part of the consent process.

DR. MIKE: Excuse ne, can | respond just
briefly?

What you have just described tells nme that
even if | were to agree, placing it in this section is
t he wong place because if you are saying that the

IRB's or the Mnistry of Health, et cetera, would nost
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i kely be cognizant of these kinds of issues, that is
the Il evel at which such a review for those kinds of
di scussions with the clinical sponsors should take
place. Not to the level of the inforned consent of
t he i ndividual .

PROF. CAPRON: Well, Larry, there are many
t hi ngs where an | RB or sonebody higher up in an
institution will say we cannot do this research at
this institution. W are not willing to put people to
a certain level of risk even if you mght recruit sone
people who are willing to do it.

There are other times when they say there is
a bal ance. The bal ance is favorable enough for the
| RB to approve the project but we will recognize that
i ndi vi dual s who would be "eligible" for the research
are going to have very different opinions about
whet her or not they want to participate after they are
told the relevant facts.

So you and | are only disagreeing or you and
Alta are only disagreeing as to whether one of those

rel evant facts is whether the product of the research
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if it is aclinical trial and a drug is com ng out of
it, whether that product of the research will becone
accessible. Am 1 doing by being in this research
sonet hing on behalf of my group because if they find
this out we will be able to get treatnent which we all
need, and we know that sonme people who are very sick
think in those ternms. They identify with a group. It
m ght be a group of all other sufferers with their
di sease and they say --

DR. MIKE: But | agree with you that we are
in --

PROF. CAPRON: -- and --

DR. MIKE: -- disagreenent. | think it is
an i nappropriate place to put this.

PROF. CAPRON: Ckay.

DR. SHAPI RO | think --

PROF. CAPRON: | think we are not going to
hanrer - -

DR. SHAPI RO Ri ght .

PROF. CAPRON: -- that out right now.

DR. SHAPI RO. Let ne say | think we have
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gi ven you enough input on this issue and you and Ruth
will think of this and I want to turn to sone other
aspects of this which I think Bernie has been waiting
very patiently here.

DR. LO In looking at Finding 1 and 1A and
Recomendation 1 and 1A, | have been trying to think
how t hat woul d actually apply in an actual scenario of
a research project |ike the ones, say, we heard about
this morning. | think the way they are stated -- |
mean, | do not think we are going to disagree that --
with the way they are stated but | am not clear how we
mean these actually to apply. And we neke a
di stinction between substance and procedure which
sounds very clean but on some of the tough issues we
tal ked about this norning I am not sure what the
inmplication is.

So just to really lay it out, one, do you
have to tell the people in Vietnamthey have breast
cancer when you otherwi se would not? |Is that part of
i nformed consent Finding 1A? Do you have to tell

about equi poise in a culture where doctors are not
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used to disclosing uncertainty and yet the whole
ethical justification for a clinical trial is that it
is a toss up between the two arns?

So under Recommendation 1A when we say
researchers shoul d devel op culture appropriate ways,
are we saying that you have to figure out sonme way to
nmenti on you have cancer, doctors really do not know
what is best in a way that nakes sense to themor are
you allowing themto sort of duck it?

So | think -- and to have sone exanpl es of
how that is done well, sort of best practices where it
was al l eged in the beginning that you never told
peopl e they had cancer but here is a way of disclosing
it in a way that makes sense?

| want to raise the caveat that | do not
t hi nk we should focus too nmuch on -- so much on
di scl osure that we | ose sight of what people
understand. So if all we do is craft good ways to say
it without having a sense that people really
understand it and it makes a difference to their

decision so | would like to see that addressed.
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And finally the last point and sort of a
recommendati on sort of grouped on one is the notion of
coercion that there are two different types of
coercion that people were tal king about this norning
and | amnot sure if the termis best applied to both
but one is coercion in that soneone other than
yoursel f nmakes the decision. Your village chief or
your husband or your father says, "You are going to be
in the study."

There is another kind of coercion we talk
about which is ny life is so bad that signing up for
this trial is a good thing for nme no matter what the
physi cal risk because of the attention, the nedical
care, the free lunch, whatever it is, is worth it.

And | guess the two issues are, one, for that
second type of coercion frominadequate access to
care, is that then part of the infornmed consent
process and if it, in fact, is materially true that |
will be better off in some limted way by being part
of this study should that be part of the risks and

benefits of being in the trial and if we say that is
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that, in fact, an undue inducenent?

So | think there is that tension that always
needs to get worked out between being very explicit
and sort of pretending an undue inducenent and again
how t hat gets worked out, | think, is going to be key
and | think to make this really conme alive it is going
to be essential to get sone exanples of how these
ki nds of very specific dilenmms and others got worked
out in ways that we think are appropriate, noteworthy,
prai seworthy, as sort of an inspiration for others to
try the sane thing.

| think otherwise we just say you should do
this, this and that. It is going to sound |ike, you
know, there are these guys at the Holiday Inn again
sort of going off, you know, pontificating.

DR. SHAPIRO. Alta, and then Eric?

PROF. CHARO. Speaking directly to your
poi nt, you know, | think that the attenpt to separate
coercion into these two fornms, right, this kind of
personal reduction of my voluntary range of choices

versus the nore inpersonal background dil emma probl em
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is like your first point, one in which it seens |like

there are clear categories but they are not totally

separ abl e.

Exanpl e: What would you say -- Steve has
left. He would be the one who knows. VWhich is the
conpany that manufactures AZT? | forgot.

DR. SHAPI RO. Burroughs Well cone.

PROF. CHARO  Burroughs Wellconme. Ckay.

| mgi ne that they wanted to do a trial in
South Africa on AZT protocols that do not take as much
AZT as is now consi dered standard of care because it
is so expensive in South Africa to use AZT so it would
actually nake sense to cone up with a protocol that
does not require such a long course. Does it nmake a
difference that the reason why it is expensive in
South Africa and, therefore, is a background condition
that creates this kind of opportunity for undue
i nducenent stens directly fromtheir pricing practices
and directly fromthe litigation which was only
recently dropped in which they tried to fight efforts

by the government to find a way around those high
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prices?

| mean, the degree to which the background
conditions that create these opportunities for
i nducenent are very nuch the result of deliberate
consci ous policies by business and governnent al
entities, | think, cannot be left out of the equation.
| think it is crucial to the evaluation of the degree
to which we ignore that as a kind of ethically
significant factor versus taking it into account, and
that will vary fromsituation to situation, country to
country, drug to drug.

DR. LO So, | mean, | think this conmes up
both in the risk/benefits and justice issues but --

PROF. CHARO. Right.

DR. LO -- here specifically what do you
tell the subjects in helping to nake this decision or
her decision to be in the trial?

PROF. CHARO | amnot sure. | was only
reacting to your -- when you tried to kind of separate
out these two fornms of coercion in order to help us

clarify our thinking there, which | actually agree
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with in general. | just wanted to point out that they
are not as entirely separable as one m ght think. The
sane actors that create the background conditions are
the ones who are offering the inducenents.

DR. SHAPIRO. FEric?

DR. CASSELL: Well, | have the sane probl em
with this step by step as | did before. This is a
wonder ful docunment to spell out in the United States
what we mean by inforned consent in educated
popul ati ons for research sophisticated and it has --
fromwhat | could hear this norning, it does not
accomplish what we want to acconmplish. It does not

protect subjects because it does not apply to them

14

15

16

17

18

19

20

21

It cannot be applied in a nmeaningful way and
consequently to spell this out this way is a nuch

| ater step than how are subjects to be protected in
the absence of the ability to, for exanple, do what
Alta just tal ked about or in the absence of the
ability to -- of the possibility of explaining what
the matter with them and what it nmeans to themor in

t he absence of the -- any benefit to them direct



10

11

12

13

14

15

16

17

18

19

20

21

270

benefit to themfromthe research aside fromthe free
| unches, a coarse way to put it but that is what we
meant .

So | think it is a later step and that what |
heard this norning suggests to me that we are not
hearing that. That this, in fact, is a way of saying,
listen, there is no deviation froma good infornmed
consent policy which this certainly is, what all this
is about, and yet what we hear this nmorning says there
better be or nobody is going to get protected in
certain countries where research is being done, and |
do not know what is the protection to be but | do know
that if we have to rethink it, if this is where we --
if this is where we are now in the United States and
in international research the standard of care and
research does not nake this possible and, therefore,
it ends up a nockery. | nean, people can inport it
and go through it but it would not nean anything and
then the net result is that human subjects are not
pr ot ect ed.

DR. SHAPI RO: Al ex?
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DR. CASSELL: | have said it now, Harold, and
| will not do it again.
DR. SHAPI RO | understand what you said.

PROF. CAPRON: Again, Eric, | did not hear
the same thing this norning that you did.

Poi nt nunber eight under the list of basic
el ements of consent is the one that | believe
addresses the issue that Bernie is raising and the
core of that, | believe, as a principle is that it is
wrong to coerce by threatening to withdraw or make
unavai |l abl e sonet hi ng which a person woul d ot herw se
get, and the exanples we hear about people getting
health care in circunstances where there is very
little care for the general nenbers of the population
are in conpliance with the | anguage here and out of
conpliance with the spirit.

The spirit is that the researcher shoul d not
be able to exploit a person's need to threaten themif
t hey do not cooperate in becom ng a research subject.

And the exanmple that -- Alta sort of created

an exanple, | think we have a real |ife exanple in the
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reaction to the WI Il owbrook study. For those of you
who renenber that, you can correct ne if | am w ong
but the way the W I | owbrook institution was run, there
were two entities. There was the general popul ation
and there was the research popul ati on.

In the research population it was possible by
t he expenditure of resources to keep the kids from
getting hepatitis sinply by their presence in the
institution and the reason it was necessary to do that
was that they were being given various treatnents and
vacci nes were being tried out and so forth, and it was
necessary that that be done -- that their exposure be
a controll ed exposure but for the general popul ation
hepatitis was ranpant and, therefore, parents with
mentally retarded children who woul d be eligible for
W I | owbr ook wanted their children to be in the
circunst ance where they would not get the disease just
because it was endem c and, of course, were
di sappointed by the institution's statenent that there
was nothing they could do and it was automatically

endem c for such popul ati ons.
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And so they would agree to enroll their child
t hrough the research wing of the institution and I
think as WIIlowbrook -- as that experinment was stopped
and changes were made at WI | owbrook it was out of a
sense that that was a wongful exploitation of their
necessitousness and | think that is what point eighth
poi nts to.

So the question then is a larger one. First,
do we adhere to this generally in the United States
now? |s that broader interpretation given it or is it
the narrow interpretation which is, well, if you are
entitled to a benefit, if you are now getting sonme
treatnment, we will not alter that sinply because you
refuse to be a research subject, which is just flat
out bl atant coercion. O is it this -- is it a
br oader sense?

And then if we try to apply that or the
bodi es that would be applying it, not us, but if that
were to be applied in that broader sense in countries
in which ordinary care is unavail able and the only way

to get ordinary care -- and this is not the free
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lunch, this is basic nmedical care, is to get into this
protocol because as long as you are in the protocol
they want you to be at a healthy level and if you get
sonme other infection or sonmething that is unrelated to
it you are going to get treated and, you know, you are
going to get advice about your rickets and what you
shoul d be doing about this and that is all the things
t hat woul d make up normal nedical care.

The result of that would be that no one in
that society could be at that point a participant in
research and maybe that is a perfectly good concl usion
to cone to but we should be clear that it seens to ne
that that is what is at stake. So it is not -- here
it is not a matter of drafting in some new regul ati on.
It is understandi ng what the inport of this is and, as
| think we are going to find repeatedly, |ooking

abroad is going to also hold up a mrror to what

happens in this country and we will probably be
| ooking for -- | nean, WIIlowbrook is now 30 years
ol d.

PROF. CHARO  Alex, the interpretation has
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been clear in the U S. That phrase "entitled" is

al ways interpreted as "legally entitled" and what the
di scussion has nmoved to is whether or not norally
entitled should also be on the table. And it is
exactly why it begins to open up debates about human
rights and the nature of, you know, an argunment for a
human right to basic health care. So | think it is
pretty clear how it has been used.

PROF. CAPRON: Fine. But --

PROF. CHARO  Not how it ought to be used but
how it has been used.

PROF. CAPRON: \What we are doing, as Harold
found hinmself saying before, was ought, ought, ought,
and | think we are going to need to address that and
our addressing it we are going to have to ask do we
mean this as a situation in which a researcher is
com ng into another country with all the additional
burdens that go with that cross cultural or would we
say, well, that actually is a standard on a noral
| evel that applies in the United States.

PROF. CHARO. | agr ee.
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DR. SHAPIRO It is my own feeling, also
that it is the right tinme for us to be thinking about
this and trying to think it through despite the
difficulties you point to, Eric, which are very rea
and which we will have to deal with as we go al ong
because if we do not have this straight in our m nds
it is hard to know how we are going to deal with it.
At least for me it is hard to know how to deal with it
so |l think it is tine to at |east give sone feedback
to the staff and others who are working on this things
that we are interested in and let's see if we can
articulate these in ways that are hel pful.

Trish?

PROF. BACKLAR: | amsorry. | just have been
di scussing this with Bernie because there is sonething
here that | do not understand why we are argui ng about
this point and I just wanted to give a little --

DR. MESLIN:. Trish, will you nove the m ke?

DR. SHAPIRO. This is a rock band here so you
have to use the ni crophone.

(Laughter.)
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PROF. BACKLAR: A what ?

DR. SHAPI RO: A rock band.

PROF. BACKLAR: Oh, okay.

In this country if | recruit a mentally ill
subject into a trial | say to themif you do not want
to be in the trial do not worry, you will not |ose
your care fromyour community nmental health center but
if we are doing this in a country |ike as was
described to us today, if we say this to people it is
meani ngl ess.

PROF. CHARO. That is right.

PROF. BACKLAR: So what is it that we are
trying to ensure if we say this to then? | do not
under st and what you are trying to argue about. Maybe
| have m ssed the point.

PROF. CAPRON: | think the point -- as | took
it, the point is does the concept of being subjected
to a penalty which, therefore, coerces you into doing
sonet hing include the penalty of not getting sonething
whi ch you desperately need and which is available if

you will just sign right here, ma'am and that is
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normal nedi cal care, normal by our standards, a higher
standard than is available to the person. You are not
legally entitled to it and, as Alta says, it is a
gquestion are you norally entitled when it wll be
provi ded to everyone who signs but -- and to put it
the other way, obviously if you drop out of the study
you |l ose it and at that point it is very easy to
imagine it being a penalty but, you know, there is al
this economc literature about how people sonetines
eval uate penalties and incentives differently but in
t heory at | east we ought norally to | ook at them as
being very simlar. It really does not nake a | ot of
difference if | say to you here is $10 you can have if
you do it versus you have got $10 and you have got to
give it to ne. In these circunstances we are
t al ki ng about people who do not have the $10 --

PROF. BACKLAR: Ri ght .

PROF. CAPRON: -- to start off with but they
can get it if they will just sign up for the research

PROF. BACKLAR: But if you say to them if

you -- when you are in this research if you decide you
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do not want to go on with it do not worry, you wl|
not | ose your benefits. There are no benefits out
there. Are you, in effect, saying as a part of this
trial even if you are not in the trial we wll
continue to care for you?

PROF. CAPRON: No. You would not continue to
care for them except as is relevant to follow ng up
anything you have done on them | nean, if you have
given them a vaccine and you were worried and they,
you know - -

PROF. BACKLAR: | have got -- in other words,
you are offering them nothing but the trial and you
are not saying otherw se what you woul d be entitled
here. They are not entitled to anything.

PROF. CAPRON: That is right. That is right.
And the question is, is that a circunstance in which
it is still all right or is it so inherently coercive?
| mean, it is obviously all right for sonmeone to set
up a nedical office there and offer whatever |evel --
| ow | evel of care he or she can offer given the

circunstances but is it -- is it wong for soneone
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else to offer a very high level of care but only to
t he people who join the study which they | ose as soon
as they --

PROF. BACKLAR: And then we get --

PROF. CAPRON: And it is over as soon as they
wi t hdr aw.

PROF. BACKLAR: And then one nore thing,

t hough, then we get back to the same issue and that is
if people are going into a trial that has sonething to
do with their own disease it is vastly different than
they are going into a trial that does not have
sonething to do with their own di sease.

In other words, they are nore likely to cone
in. What happens to people that you are going to use
in which they are not going to get any benefits at
all? It is so -- this -- all this discussion is so
context dependent, it is extrenely difficult to
di scuss in the abstract.

DR. SHAPIRO Well, | think it is difficult
and is subject to all these difficulties people have

pointed out. | guess we have different perspectives
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on this. There are different contexts in every
country in every trial and if we really get down at
that level we are going to find ourselves in an

i npossi bl e situation. W sonehow have to create a
framework that sort of makes sense to us understanding
that its application is going to require |ots of

di fferent chall enges and i ssues that go al ong and at

| east they will have sone guidelines if we can ever
agree to anything to think about and to focus on

whet her -- and they will have to nodify them on a case
by case basis. That is what review can do.

We cannot resolve all these contextual issues
because they are so different and there are so many of
them but let nme go on. There is a |l ot of others
who want to speak and | want to give them a chance.

Arturo?

DR. BRITO  This issue -- Randy's
recomrendati on, although it tal ks about being
culturally appropriate in different places, | found
themto be a little bit culturally insensitive. |

want to go to recommendation two to cone back to this
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i ssue.

In recomendation two at the end of it is,
however, no case nmay perm ssion fromthe comunity
| eader or counsel or replace requirenment of individual
i nfornmed consent .

Well, this may be -- this may be a situation,
this abstract idea here may be a situation where it
may be nore prudent to have the community | eader to
determ ne the decision for his or her comunity
because if you have a group of individuals in a
certain comunity and you are going to offer them a
research study and you are going to offer a transitory
i ncreased standard of care and then you put it -- make
i ndi vidual s make that decision then | think that is
nmore coercive than you have got a comunity | eader
that is not coerced to do this.

| think the issue here is that what you are
doing is having a transitory increase in the standard
of care and | think here it is like a different |evel
and we have to rely maybe nore on the community | eader

which a lot of cultures already rely on anyhow for
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t heir opinion about involvement so I amnot sure the
statenment about no -- in no case may perm ssion froma
community | eader or council replace the requirenent of
i ndi vidual informed consent.

So | do not know. | amjust hearing this as
-- this is going to somehow cone up with -- | do not
t hi nk we have spoken enough about the community | eader
and the influence he or she has in each individual
community and that is the first point.

The second point is | want to touch on
sonet hing that Bernie nentioned and all the things he
said that | have not hear reenphasized and | think it
is real inportant. When we are tal king about being
culturally appropriate, okay, and we are going through
different |evels, no where do | see anywhere where we
assure that there is an understandi ng, not just a
di sclosure by the investigator or the research party
but there is also an understanding on the part of the
participant, whether it is the individual or the
community thenselves. So sonmewhere in there because

think that makes it nmore culturally appropriate and
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enters as a level where there will be nore protection
for that specific culture.

DR. SHAPI RO. Ckay. Larry, do you have
sonet hing further on this?

DR. MIKE: Your statenent just prior to
Arturo was basically what | wanted to say.

DR. SHAPI RO. Thank you.

Rhet augh?

DR. DUMAS: You nean ne?

It seems to ne that our discussion kind of
goes in circles. Earlier today | nentioned that |
t hought we needed a set of principles, ethical
principles that would apply no matter where or what
group and | still believe that and I think as you
mentioned a m nute ago, Harold, that there would be
differences in the application and then we may need to
gi ve sone guidelines for applying them

When we get to the issue of culturally
appropriate and sensitive and what have you | think
that applies no matter what and it bothers nme that we

have to make that statenent. You see | believe that
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appropriate gui delines or an appropriate way of
informng -- of getting inforned consent is an
appropriate way and that includes being culturally
sensitive no matter what -- you know, what the culture
is. So | think we get into trouble when we try to be
too specific. | think we need to get very clear about
what we believe the mnimal or the desirable or
desired standards that we want to achieve, and then
any deviation conmes in how to achieve them not what
shoul d be achi eved.

DR. SHAPI RO. David, do you have a comment?

DR. COX: Yes. | amgoing to give a |ogical
argunment about why | am goi ng berserk here. And the
argunment - -

DR. SHAPI RO.  Cal m down.

DR. COX: So, first of all, Harold, I
conpletely agree with you and Rhetaugh and ot hers that
have said we need a general set of principles. That
is great. Those are basically the ethical principles
that we want to |live by, you know, in any context.

Al right. Here is the disconnect because we heard
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earlier this norning in our other situations that
there may be situations where their ethical principles
and those cultural contexts do not match the ones that
we say have to be made everywhere so what the hell do
you then because that sonebody has got to win. Right?
And so we will just take up our ball and go hone
because then those people are not playing by what --
the way we are doing it.

This is a no win situation because if you say
that the people would be better off if we just sort of
caved in on our principles and like -- you know, it
woul d make their |lives better but then we cannot do
t hat because then we are caving in on our principles.

So this is a real l|ogical conundrum | agree
we need general principles. They are going to cone up
agai nst, okay, sonebody el se's general principles and
it is going to happen all the time. AIl right. And
then there is a sinple choice that if those are our
principles then we are going to say as NBAC t hat we
shoul d not have federal funds doing research in that

situation because it does not neet our principles and
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| have got to say |, for one, amgoing to have a
really hard time when we conme to vote on that.

DR. SHAPIRO. Alex, Trish and Eric?

PROF. CAPRON: | have not heard any dissent
fromthe principles as stated here. Mst of our
di scussi on has been about two extensions of those
principles or elaborations of them The one that Alta
rai sed and then the concern that Bernie raised. But
if you look at -- | take Finding 1A to be a statenent,
Rhet augh -- Rhetaugh, | take Finding 1A to be a
statenment of principle.

DR. DUMAS: Yes.

PROF. CAPRON: It is at the |evel of
principles.

DR. DUMAS: Yes.

PROF. CAPRON: The later conclusion is you
have got -- is you can achieve these principles, these
goal s, these objectives through different neans.

DR. DUMAS: Yes.

PROF. CAPRON: It is exactly what you are in

f avor of.
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| f sonmeone has a particular thing here and
they say, well, we know culturally it is inpossible to
do point five here then we ought to talk about it.

DR. DUMAS: | woul d not believe them
woul d not believe it. | think it is a matter of --

PROF. CAPRON: But David has sort of
suggested -- and Eric has suggested that somehow what
we heard this nmorning contradicts this --

(Si mul t aneous di scussion.)

DR. COX: That is precisely what | am saying.

DR. CASSELL: These are not basic principles.
These are derivative principles. These are not
fundanmental or a fundanmental principle of which this
is -- these are derivative is respect for persons and
if I ama person who has no ownership of ny body
because | am an Orthodox Jew or | ama Mdrnon then
giving me the right to exercise control over nmy body
does not respect nme. It disrespects nme because it
does not apply in ny culture and yet there is such a
thing as respect for persons in ny culture or Uganda

or sonething. The question is what is it? And what
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these are is a wonderful statenment of 20th -- late
20th Century United States autonony and all that kind
of stuff but that is not a basic principle.

It is the respect for persons which has noved
along in this Century that counts. So it is the
novi ng forward of that in the research context
recogni zing that we are here because the application
of this kind of thing failed. That is why we are
here. It did not work and started a dispute and we
are trying to resolve the dispute and I do not believe
we wll resolve the dispute by spelling out even nore
tightly whether, you know, this benefit is really a
benefit to nme or others or whatever it is.

We are at the wong level at this point, |
believe, and I will try shutting up after this,

Har ol d.

DR. SHAPI RO  Okay.

DR. CASSELL: W are at the wong | evel of
generalizability.

DR. SHAPIRO. Alta, Trish, Eric.

Well, Eric, you have al ready tal ked.
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(Laughter.)

PROF. CHARO: As if | have not.

You know, Eric, actually for a second there

t hought you really had it and then | found as |
listened to you I still -- 1 still found nyself
fighting what you were sayi ng and goi ng back to what
Davi d said about whether this is -- there -- the way
it has currently been constructed is a no-win
situation and we may have to | ook for new
al ternatives.

| appreciate your point that the notion of
respect for persons is nore abstract and nore anenabl e
to variation than the specific notion of inforned
consent or even autonony as a mddle statenment, right.

The problemw th the phrase "respect for
persons” when used in that mall eable fashion is that
it has cone to be associated with regines in which
respects for persons includes |ooking out for their
best interest which neans having themall have their
various functions in the world. You were born a serf,

you were born a knight, you were born a woman and,
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therefore, a wife and a nother, and you were born a
man and, therefore, a hunter, gatherer -- you know, a
hunt er .

| mean, the notion of respect for persons is
so mal l eable that it has cone to be associated with
things that I cannot bring nyself to accept as being
consistent with nmy notion of respect for persons. So
we nmove the discussion up to a level of abstraction
now that is so high that it is inevitable people wl
cone to grossly different conclusions about what the
words nmean and find thensel ves back nonetheless in the
debate that David had focused on

So | agree with you. It is nowin. If we
are going -- researchers fromthe U S. can only work
if they follow U S. rules versus researchers fromthe
U.S. can work so |long as they foll ow our rules or
their rules, and either way there is going to be a
problem We may have to think outside the box. There
may have to be like for where there is an actua
conflict maybe you refer to WHO or to UNESCO or the

Cl OMS, or sone other body and say, well, but if they
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say it is okay then this is an exceptional case. W

may have to | ook for solutions outside of the kind of

bi nary options we have been exploring but I do not

know if | can go as far

DR. CASSELL:
DR. SHAPI RO
(Laughter.)
DR. CASSELL:
al l owed to comrent.
PROF. CAPRON:

DR.  SHAPI RO

as you, Eric.
|l am not allowed to conment.

Correct.

You are all wrong but | am not

The principle of beneficence.

The interesting aspect of this

interchange is the kind of dueling principles. You

are each accusing the other of going to too high a

| evel .
(Laughter.)
DR. SHAPI RO
for this ceiling here.
Trish?
(Laughter.)
DR. SHAPI RO

not worth it.

It is all together difficult

Cal m down. Bl ood pressure is
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PROF. BACKLAR: One of the things -- maybe a
way to do this is to try to get it to be context
dependent and to devel op series of scenarios. W
certainly -- we have sonme ideas of what it is to do
research in various different countries. Sonme of the
articles that we have received give us sone idea.

Some of the discussion that we had today. And it
really m ght be enornously helpful if we had a set of
different scenarios. W will not have everything but
it certainly would make a big difference as we go

t hrough these abstractions to nake it nore concrete.

DR. SHAPIRO. Well, | think that goes back to
a recommendation or at least a -- that Bernie nade
before that really we ought to give -- as to sonme of

t hese sonme exanpl es which would give us a better grasp
of just what it is and | think that is a good idea
actually. | think that that nay help us in sone ways
and we have to also renmenber here that we are trying
-- struggling to get a set of paranmeters here that

m ght apply to U. S. researchers working el sewhere.

We are not trying to get a set of paraneters
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that work for everybody, everybody el se, everywhere,
in every possible situation and we have to face the
fact, | think, that there is sone things because of
our commtments that U S. sponsored research sinply
will not do even though it hel ps sonmebody and it is a
good thing to do in some other context. There is just
sone things we will not do and that gives us the
possibility, | believe, not to satisfy everybody or to
do all the good that is possible to do in this world.

It will not reach that |evel but it m ght
very well reach a |level where we can feel well about
what it is that U S. researchers are involving
themselves with. | think that is at least as | see it
the picture.

Tom and then we are going to break.

DR. MURRAY: There may be a distinction
lurking here that -- at least | amusing it to try to
t hi nk through some of the problens. On the one hand
some of these issues on infornmed consent -- we have
the sort of argument can you translate (a) are there

uni versal principles; (b) can you translate them (c)
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give in to local cultura

under st andi ngs of human nature or religious

f

under st andi ngs of do I own nmy body. Those sorts o
t hi ngs.

Those are knotty problenms at tines but they
are one category of sort of problenms. It is

essentially kind of at

ransl ati on of noral ideas t

have governed the research with human subjects.

hat

There is a second category of problens that

think is -- are even tougher and | think Alta allu

ded

to themearlier when you said what you really thought

was of interest. And t

hat has to do with the fact

t hat we, being a wealthy country who occasionally

sponsors and/ or conduct

s research in | ess wealthy

countries where we have a very different nedica

system t han t hey have,

i ssues that are relatively

straight forward within one nation, what is the --

what woul d be the alternative standard of care, yo

u

know. Granted there are differences in the U S. but

at |l east we sort of --

ought to be able to get

we sort of know what people

in terns of health care.

Very
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different in another country.

| have tal ked to researchers who went to

Uganda and sonme of the -- what woul d be standard of

care here would sinply be undeliverable there. Not

just because the noney did not exist,

t he

infrastructure to deliver the treatnment just did not

exist. And that is a -- to ne that is a different

order of difficulty and we are not going to solve that

one even if we agree conpletely on everything that

currently on these pages. Now they intersect at

poi nts.

is

sonme

Fi ndi ng 1A8 about the -- sort of what other

- what sort of treatnent to which subjects would

ot herwi se be entitled, et cetera. They intersect at

certain points but | just -- | just find it useful

to

keep the two sets of problenms to recognize that they

are both difficult but they are somewhat different

their nature.

DR. SHAPI RO. Thank you very nuch.

Let me suggest that we take a ten-m nute

break now si nce we have been here for

a coupl e of

in
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hours. \When we conme back what | would like to do is
focus on the recommendations just to see what your
initial response to themis and we will try to see how
many of them we can actually focus on because what we
are trying to do is give sonme feedback to people who

are working on this to develop this material somewhat

further.

So let's try to reassenble here at 20 after
4: 00.

(Wher eupon, a break was taken.)
or DR. SHAPIRO. | think you have at your
place a meno -- e-mail, | guess, sone e-mail material.

This particular one is fromJean Silveri to Steve
regarding a particular itemhaving to do with,
t hi nk, gene patenting.

Is that right, Steve?

MR. HOLTZMAN:  Yes.

DR. SHAPIRO. And Steve has to -- has an
early plane and so he has asked if we could give him
two m nutes by which presunmably neans five m nutes.

(Laughter.)
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DR. SHAPIRO To just bring this to your
attention and then we will return to our topic. It is
this e-mail, which I think we have passed around a
copy to everybody.

MR. HOLTZMAN: So one of the subjects we are
considering as a future priority is gene patenting and
in connection therewith tonmorrow norning Mark Sagof f
is giving a presentation and | believe today were
handed out a couple of articles which people wl
presumably read tonight by Dr. Sagoff.

| asked Eric if he could send themto ne in
advance and | read these articles and the gist of the
articles has to do with why products of nature ought
not be patentable subject matter. Okay. And he
particularly cited a case of a court decision in 1928,
General Electric versus DeForest where the court ruled
that tungsten is a product of nature and is,

t herefore, not patentable.

And then he went on to cite the fact -- and

this is a quote fromhis material that "the practice

of the patent office changed dramatically after a 1980
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case in genetic engineering.

" which was the

That struck nme as odd and it spurred ne to

wite an e-mil

to two people.

One,

of the University of M chigan | aw schoo

you know Becky --

t hi nki ng about .

fact, Eric passed on that e-nmil

hopefully --

can pass it

if you have not

out --

What

sayi ng, you know,

is the argunent

to all

Becky Ei senberg

- many of

it is worth

received it

here and, in

of you

hope Eric

in which | basically asked Becky,

you know, why is an isolated protein different than

tungsten in this regard and the gi st
i's, you know,

bei ng patentable is not

of Becky's e-nmail
this doctrine of products of nature not

really spot on here and she

was in a rush so she did not get into detail though

she did cite the cases of adrenalin and vitam n B-12

as things which have been the subjects of patents.

The second person to whom |

was Jean Sil
depart nment,

handi ng out

sent the question

veri in MIllenniunms intellectual property

a patent |awyer there,

is her

response today.

and what | am

And |

al so gave to



10

11

12

13

14

15

16

17

18

19

20

21

300

Eric the specific cases. There are two cases

i nvol ving Merck which, if you are interested, you can

get fromEric or he can e-mail it to you. But the
gist of it comes down to -- and you can see it in the
e-mail -- the follow ng quote in those cases that

says, "The patent act of 1952, as its predecessors,
aut hori zes a patent for any new and useful conposition
of matter provided only that the conditions for
patentability are net. There is nothing in the
| anguage of the act which precludes the issuance of a
patent upon a 'product of nature' when it is a new and
useful conposition of matter."

| would just |et you read the e-mail. The
point I wanted to make with this was that as you
listen to Dr. Sagoff's testinony where he poses a huge
contrast between a 1928 and a historical tradition
versus Di anond Chakrabarty with respect to genetic
engi neering that, in fact, there is a very |earned
di scourse and tradition of case |aw throughout this
century which he does not cite, which suggests that

t he decision in Chakrabarty, in fact, was not a
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radi cal departure.

So that is the background. Was that two
m nutes or five m nutes?

DR. SHAPIRO It was a |l ot closer probably to
two than five. | did not actually tine it. But,
t hank you, it was very conci se and thank you for
bringing our attention to it. This is an issue we
will return to tonmorrow. Since there seens to be sone
controversy here over the interpretation of a | egal
tradition and various kinds of precedent | will turn
to our two | egal scholars here on this comm ssion to
hel p us in that discussion tonorrow norning.

Thank you very nuch and thank you -- Tom do
you have sone --

DR. MJURRAY: We have three |l egal schol ars
now. Three.

DR. SHAPI RO. Three. Excuse ne. That is
right. | apol ogize.

PROF. CHARO. Four.

DR. SHAPIRO Who is the fourth? Oh, right.

Qur new nenber. Exactly.
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DR. MJURRAY: He is the third.

DR. SHAPIRO: VWho is the fourth?

DR. MJURRAY: Who is the fourth?

PROF. CHARO  Larry.

PROF. CAPRON: Larry has got a | aw degree.
DR. SHAPI RO Larry.

DR. MURRAY: Larry.

DR. MIKE: | just went to | aw school. That
make it a | awyer.

(Laughter.)

DR. SHAPI RO. Thank you for that

clarification.

PROF. CHAROC It does --
(Si mul t aneous di scussi on.)
DR. MURRAY: We nean that as a conplinment.

DR. SHAPIRO That is right. It is not what

we teach at |law schools. It is what they learn there.

(Laughter.)
DR. SHAPI RO. Thank you very nmuch.

Let's return -- oh, let me just say two
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further things by way of announcenent because it cane
with the same set of handouts. In that sanme handout
that e-mail cane in there are two other things. One
is the -- our charter, which has been now ki nd of
rei ssued and will be on our web shortly. That is here
and you can just peruse it at your pleasure.

There is also a copy of a notice in the

Federal Register regarding nom nations for nenmbership

in NBAC. | think you m ght want to take a | ook at
that al so when you have a nonent. Those were three
t hi ngs handed out together.

Now | et's return. | -- we are not going to
have a long tinme here this evening because | think we
have -- | would like to adjourn at 5:15 or 5:20 so we
will just have -- we cannot conplete our discussions
in any way but | am wondering if we could in the few
monments that we have left focus on the reconmendati ons
in this docunent that we have been | ooking at and not
trying to decide whether we should adopt or not adopt
t hese recomendati ons but just what reaction --

initial reactions you had to them and see if that
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woul d be hel pful for people who are really working
aci dul ously on this.

Remenbering all along that what we are trying
to adopt here are rules and regul ations that w |
apply to U S. researchers. So as | said just before
our discussion -- U S. researchers, U S. IRB s and
t hose involved in this process -- and as | said
before, these are not recommendati ons designed nor is
our report designed to wite down a series of things
so that U S. researchers could do all the things in
all the places because that is -- what they do not
only inpacts sonething abroad but inpacts who we are
and what we are willing -- and how we -- what we think
appropri ate behavior is.

So | think it is useful to keep that in m nd
as we go forward but let's try to | ook at
recomendati ons two, three, four just to get started
here, two and three let's say, and see what initial
reactions you had to them There will be other
findings that come al ong as we go through this. | do

not want to focus too much on the findings given the
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time we have avail able today. W can return to that
at anot her tine.

So let's just see what your reactions are,
for exanple, to recommendation two, which Arturo
al ready nade a useful comment on earlier this
af t er noon.

Any reactions at all to recomendati on two?

Yes, Di ane?

DR. SCOTT-JONES: M reaction to
recomendation two is simlar to my reaction to sone
of the later recomendati ons, recommendation -- |
think it is seven -- because it seens that the
recommendation is trying to take both sides of a
difficult issue by saying that -- you know, that
perm ssi on can be sought fromthe comunity | eader but
perm ssion fromthat comunity | eader should not
replace individual infornmed consent. Later there is a
recomendati on that asserts that procedures for
recruiting wonmen and obtaining their consent should be
done in the sane way as recruiting nen but if the

woman wi shes to involve the spouse then it is okay to
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do that.

It just seenms that we are taking what is a
controversial issue and just saying that we can go
along with it. It is not really a strong and forcefu
statenment about one or the other side and it seens to
me that we should probably try to think through and
meke a statenment that is clearer and nore definitive
t han one that just seens to acknow edge that there are
both sides and that we will just do that, acknow edge
both sides of a difficult issue.

DR. SHAPI RO. Tonf

DR. MURRAY: | comrend the sentinment behind
Fi nding two and Recommendation two that we be
respectful of local custonms. As | read it -- | do not
know that there is a way around this but as | read it,
it would, for exanple, require a researcher say who
w shed to do a study even in the -- say it was the
U.S., of agroup inthe US. in which the |Iocal custom
or a group of sonme other country appointed a nale
menmber of the community as the chief decider and the

research was directed at a health problem particul ar
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to wonmen in the community and the mal e nmenber | ust
said, "I do not approve it," and perhaps his reason
for doing that was to continue the control and
possi bly the oppression of the wonen in that
particul ar community.

We create here two conditions, both of which
you nust satisfy. Nanely the |eader nust approve and
t hen you nust get individual informed consent. No one
can quarrel with the later. | just am pointing out a
potential inplication of the former.

DR. SHAPI RO. Thank you. That was very
hel pful .

Arturo?

DR. BRITO. One comment | have about two is
there is a little bit of overlap between
reconmendati on two and ni ne and ni ne tal ks about that
there is no coercion fromcomunity |eaders for the
i ndi vi dual subjects but what | do not see here in two
or anywhere else is that there is no coercion of the
community | eader by the U S. researcher, and I do not

know i f that needs to be placed in here because
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think that what we heard from previous nmeetings is
there can be -- comunity | eaders could be unduly
coerced to get their comunities involved in sone
research program and that m ght help somewhat | ater on
with the individual coercion.

DR. SHAPIRO. Okay. O her --

PROF. CAPRON: Are you thinking of the
i ncentives that we heard about?

DR. BRITO Right.

PROF. CAPRON: | do not recall hearing about
coerci on.

DR. BRITO. Not coercion. The undue
i ncentives.

PROF. CAPRON: Well, no, | am not disagreeing
to the validity of the coment.

| am not sure, Tom if we |ooked at this as a
standard about the United States and a researcher for
Uganda com ng here coul d not get individual subjects
to sign up until the | eaders under our |ocal custom
who are the menbers of the | RB have approved the

research. So in talking to people who do research
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abroad about this kind of a thing who have had exactly
the same kind of concern | have been told, well,
realistically we cannot do the research there.

mean, it -- if we go in and tried to do it and had not
consulted the tribal elders or whatever in a situation
in which nothing goes on there without their say so it
is an oxynoron. We have to consult them otherw se
they will stop the research and no one will be willing
to be init.

DR. MURRAY: So it is really an argunent for
prudence and not an argunent for nmethods?

PROF. CAPRON: No. Respect but it is respect
which -- as to which the alternative -- there is not
an alternative.

DR. CASSELL: That is right.

PROF. CAPRON: So better to act as though you
are being principled when you cannot act ot herw se.

DR. SHAPI RO. Steve?

MR. HOLTZMAN: Having been part of an
organi zati on which has faced this issue, sure there is

the pragmatics of it but it also comes back to respect
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for persons, right, and the notion of where is that
person's -- those individuals' sense of self-identity
in a community which involves | eaders who have certain
ki nds of positions of power. So it is not purely
pragmati c.

So | actually think that recommendation two
works. The real issue that you then face is then
reflected in nine, having -- if you are working in
such a community when you do then seek the
i ndi vidual's consent what is the standard of true
consent you are |looking for there because | can tell
you that -- you know, we have been in those
communities where after you have consulted with the
| eader, effectively they send out a word. You wl|
show up at thus and such a tine and you will donate
your bl ood.

Now you can go through -- you do go through
the proforma exercise of talking to the people but
there is no question but that they are going to do it.
And | think this conmes back to sonme of the questions

that Eric and Alta were tal king about. Well, are you
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di srespectful? O is that, in fact, okay? The people
trust their |eader

And | think you can naeke distinctions and you
shoul d | ook at it because when -- if you envisage the
case where the persons really have no choice, they
have no sense of identity, they are truly not treated
as persons, they are just show ng up because they have
to versus where they are happy to show up. Ckay.

And | think one has to | ook at the
particul ars.

PROF. CAPRON: The hard case, Steve, woul d be
the situation in which you ask yourself, | think, sone
of the questions that Bernie has asked about the
effect of "infornmed consent” on |ocal practice. |If
this were the U.S. and we were dealing with people who
were going to be famlial organ donors | think it is
very customary in that circunmstance for the physician
to say we -- if you do not want to be tissue typed we
wll not tissue type you. |If you feel that you have
to be tissue typed but you really have maj or concerns

about being a donor we will report you as being
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ineligible as a donor. That is what -- that is -- the
understanding there is by raising it that way with a
person you are not going to upset them You are going
to make them feel that they can avoid all the
oppr obri um

If you were in the circunstance here, the
hard case woul d be soneone famliar with that culture
saying if you say to themthat we will give you an
out, we will put alittle bandaid with a little cotton
thing on your arm as though you gave bl ood but you did
not, if you do not want to do it, if you want to
contradict the order from-- is even raising that
possibility sonmething which would be offensive to the
community in your doing it. That seens to nme to be
the kind of case which -- | do not know that we can
resolve that but | think the point you raise is a good
one. How do you get out of it? It is not as obvious
to nme how you get out of it.

And we say in nunber nine they should specify
the steps that will be taken to ensure that privacy is

mai ntained in recruitnment and by privacy, | guess,
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t hey al so nean voluntary choice and, you know, | do
not know what you do with the exanple. Maybe we
shoul d ask some of the researchers who cone here that
ki nd of a question.

MR, HOLTZMAN: If | --

DR. SHAPI RO. Go ahead, Steve.

MR. HOLTZMAN: Just because | am going to
have to | eave and because it is also then tying into
seven, you know, seven effectively is a statenent that
says we endorse gender parity or gender equality,
which we do. But realistically since we are not -- if
it is a culture where the woman has to get the
husband' s approval and, therefore, we are going to say
only if -- we wll only do that if we are going to
seek the wife's approval for the husband and that is
not going to happen. You have just said you are not
going to do research in that case. And one cannot
hel p but wonder if what we are trying to do is change
a major social problemin a particular culture with
this very, very small stick called research (and it is

not going to happen) and what you are going to do is
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throw the baby out with the bath water.

DR. SHAPI RO. Just a m nute. Hang on.

MR. HOLTZMAN: What the recommendation says,
seven, is effectively use the sanme procedures for
both. If the same procedures -- so, therefore, you
can say the woman may be involved if and only if the
spouse, and the husband, agrees. But if and only if

t he husband can be involved if and only if the woman

agr ees.
PROF. CAPRON: Which was the old standard for

doi ng vasectom es and tubal ligations. You were

supposed to nmutually -- because reproduction was a

possessi on of the couple. And that is |ong gone in
this country.

DR. SHAPI RO. Arturo?

DR. BRITO. The issue | have with what you
just said is sonmething that -- general thene that |
have been hearing here seens to be, including what is
witten here and what people are saying, is: Wo are
we to say in another culture that -- and | do not

believe this. | wll say this because Alta is sitting
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ri ght next to me but --

(Laughter.)

DR. BRITO. -- but here we are saying that
there are not cultures --

PROF. CHARO | know where he is going.

DR. BRITO. -- or situations where it is okay
for someone else to make the decision for the woman or
the child or what have you. | think we are confusing
-- we are being very ethnocentric here and if you read
Robert Levin's paper here it talks -- it really tal ks
about this. So | think we have to get away from-- |
t hought recomrendati on seven -- | do not think it
should be in there because there may be situations
where the man has to make the decision. Okay. And |
do not want to sound like I am being sexist here but
what | am saying is -- because | do not believe this
but I amsaying is -- but in certain cultures | think
we need to hear fromthose cultures, including the
wonen fromthose cultures, why this is in sone
situations. As long as we are not taking away basic

human rights, not Anmerican rights but basic human
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rights, | think we have to be real careful how we

start defining --

DR. SHAPIRO. Well, | think we do --
DR. BRITO. -- what social problens are
DR. SHAPIRO | know there are other people

who put their hands up but | think there is sonmething
here that we should discuss and clarify anpbngst
oursel ves at the very |east.

It is quite true that there are some things
acceptable in culture A that woul d be unacceptabl e
here. We all understand that. There are differences.
Not that we are better than them or worse than them
It is just that we are different.

The question that has conme up in cases like
this international research area is what happens if
we, who feel one way, are operating in another country
or wish to operate in another country, and they feel
differently. It is ny own feeling that there will be
cases where we cannot operate there even though what
we do m ght help themfromtheir perspective because

it inpacts who we are and that is very inportant to us
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because it is not just doing good for us where we have
to live with ourselves and with a certain set of
commitments so we do not have to solve all these

I ssues.

VWhat we have to solve is what are the m ni num
standards that we have to go abroad with for which we
can live with ourselves, not only fail not to harm
abroad, which is of course inportant, but also

satisfies us. Now if, for exanple, we have just been

tal ki ng about this informed consent issue, | ask
myself aml willing or should | -- do I believe we
should be willing to go abroad and do -- enploy --

enroll soneone as a human subj ect w thout their
perm ssion even though in that culture their
perm ssion is irrelevant. Right? Sonebody el se
decides for them Sone -- | do not know any
particul ar place but just imagining a place.

Now j ust speaking only for nyself now, | find
that a very hard thing to accept. Not that they would
do it. They are entitled to do whatever they would

like to do. That is not for nme to evaluate or say or
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anything. But if | ask nyself, ?2am | willing to go
abroad and do an experinment with soneone, on a human
subj ect, and not have sonet hi ng equivalent to or
around or substantively alike?, and I do not know what
the right |anguage is -- well, | personally have sone
difficulty with that.

It is no lack of respect for who they are and
what they are doing. And it is not because it may not
support their views of autonony and so on and so
forth, whatever they may be. It is because of who we
are and the question is to find out just how far we
can go here. Sonme conprom ses and sone changes are
accept abl e, others are not.

But what | hear keep coming up is what do you
do if soneone else is different than you and | say,
"Well, you know, sonetinmes that nmeans we cannot work
t oget her.™

DR. DUMAS: Right.

DR. CASSELL: That is right.

DR. SHAPIRO. That is the solution at | east

the way | see it but obviously there is going to be a
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variety of views here on this issue.

really usefu
t hi nk al
debates is you get
one side gets accused of being cultural

and t he ot her

Ber ni e?

DR, LO

sonet hing, and |

t oo often what

Yes. Har ol d,

think --

| think that

PROF. CAPRON: O sonet hing.

(Laughter.)

DR. SHAPI RO

t hi ngs.

DR. LO One of those bad words.

PROF. CAPRON:

sonet hi ng as opposed to others.

DR. LO And | think, you know, sonme of the -
- you know, sone of the work that -- | amtalking
about wuniversal human rights -- also makes it ?let's

(Laughter.)

DR. SHAPI RO That i s even worse.

is a

and constructive formul ati on because |
happens in these kinds of
into name calling and, you know,
i nperialists

side gets accused of being Nazi's or

Just one of those little

Not these art critics or
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go to the mat? sort of issue and | think it makes it a
| ot less contentious if we back away and say that, you
know, the real question is whether we can work
together as an Anerican federally funded researcher
and the other party. And if we can sort of get away
fromthis, you know, you are really wong and I am
really right issue and just say, well, we may just
have to di sagree not because | think you are right but
| -- my own integrity does not allow ne to sort of not
do what | would do in this country.

| think it de-escalates sort of the conflict
and | think it is worth our considering as conmi ssion
whet her that should be the approach we are taking as
opposed to the let's really prove that we are right
and they are wwong, and we need to extend our val ues
to them because they are really universal, tineless
val ues.

DR. SHAPIRO. Eric? You see, | did call on
you agai n.

DR. CASSELL: Yes. 1In a |low voice.

(Laughter.)
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DR. CASSELL: We cone froma culture that
says the principles that are behind us reach back
roughly 5,000 and maybe 2,500 years but two sets and
in the last forty years these principles that we are
| ooking at right in here have conme into being, and now
we are acting as those are the principles that cannot
be ever bent or -- but there is another thing, Harold.
Let's take the exanple you gave.

| cannot get perm ssion from each individual
in the culture or in the community we want to go do
our research. The disease is comon. For the period
that | amin there | amgoing to nmake a difference in
a lot of lives and | am al so going to make a
difference in the comunity, but I will do that
because you cannot give ne perm ssion according to
this set of rules because after all | have ny
princi pl es.

And | find that there are principles that
override those and that we ought to figure out a way
at least a route -- it does not have to be final yet

for us. | nmean, we are tal king about a real problem
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so we have got to start the route towards a sol ution
to the problem That is all

Isn't that nice and | ow key?

(Si mul t aneous di scussion.)

DR. SHAPIRO. Well, | think -- I do not
want to -- just then speaking for nyself -- think that
we have to necessarily be rigid or find no processes
whi ch m ght be able to resolve conflicts that arise
in this case but | do think at the end of the day ny
j udgnment or sonebody el se's judgnment of what is good
for sonebody el se cannot always induce me to put
aside commtnments but | agree that, you know, one has
to be --

DR. MURRAY: There is a clear anal ogy here
wi th American conpani es doi ng busi ness abroad where
the claimis made that you cannot do business if you
are not willing to engage in bribery and a | ot of
Ameri can conpani es have just said we are not going to
do that and that will, in fact -- that may cl ose down

certain lines of business but it is the price we wll

pay.



10

11

12

13

14

15

16

17

18

19

20

21

323

PROF. CAPRON: | would suggest it is a little
different because what we are tal king about here, as I
understand it, is a researcher and a research sponsor
who woul d be confortable doing the research under the
ci rcunmst ances.

DR. SHAPI RO Ri ght .

PROF. CAPRON: And the question is, those who
control their ability to do that, either the FDA in
its willingness to accept data and says data that we
accept has to conply; or you have sonmeone froma U. S.
institution who has to go through her own IRB to get
perm ssion to be one of the researchers and they say,
according to our rules no -- | understood the chairmn
to say to us, let's ask about each of these, triba
el ders, husbands for wi ves, parents for children, and
so forth.

Is this sonething which if it is a cultura
difference we want to say is one of those things where
the U S. at the |evel of governnent approval of or
| ocal | RB approval under government rules will say you

cannot cross this line.
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Qur involvenment is such that even though a
U.S. researcher and a U.S. drug conpany are willing to
put nmoney into it and want to see the research done on
those itens, they should not be allowed to. And
obvi ously the drug conpani es can say, well, we wl|
never get U.S. approval for this drug, we wll get
Ugandan approval for it, but if realistically they say
we do not develop drugs that cannot go through FDA
because in the long run we need to be able to market
them here. Then it is the sanme thing. And | think
that is a very useful way of focusing us on each kind
of controversial point here but it is -- so it is not
exactly |ike the conpani es because the conpany m ght
be willing.

DR. SHAPI RO. Di ane, Rhetaugh and Davi d?

DR. SCOTT-JONES: | think it is very
i nportant for us to consider the issue of whether we
shoul d, in fact, be doing research in all devel oping
countries if the standards are such that we encounter
all the problens that we have just been di scussing and

maybe in those instances the nost that can be done is
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to work with nedi cal researchers in those countries in

different ways because | think a mssing elenment in
this discussion is what are the standards of the
medi cal researchers in that country with whom
presumably one woul d be working? How do they see

t hese issues?

But it just seens to ne that we cannot take
both sides of an issue in going into devel opi ng
countries and | think that is what we are trying to do
in some of these recommendations. W are trying to
acknowl edge sides -- both sides of an issue when you
cannot legitimately do that. You need to have a stand
one way or the other that you stick to and you cannot
go into another country and tell them that our way of
seeing a controversial issue is better than theirs.

| think that we mi ght need to work in
di fferent ways with devel opi ng countries than to go
and i nplement a research project there.

DR. SHAPI RO. Rhet augh?

DR. DUMAS: See, | think we have -- we get

bogged down in sonme fixed notions. | think we can --
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in some cases we can have it both ways. |In the case
of where there is an elder that the community | ooks
to, to make certain decisions, it is fine if they want
to have the elder sanction this project and make the
deci sion. For the researcher that is fine but that
does not take care of the issue of informed consent of
the subject and | think we make a | ot over this whole
i ssue of infornmed consent.

If we go abroad now and waffle on that then
woul d have sone serious problenms but | do think that
there are tines when there are just certain things
t hat we cannot afford to conpronmi se and | think
personally feel that infornmed consent is one of those.

That does not nean that we will not accept
sonebody el se agreeing that this is okay but it does
not substitute for us for the subject.

DR. SHAPI RO Davi d?

DR. COX: So as usual, Harold, you have
hel ped me out of nmy m sery.

DR. SHAPIRO | sort of think of nyself as a

doctor --
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(Si mul t aneous di scussion.)

DR.  SHAPI RO

-- high blood pressure, al

ki nds of synptonms that are arising here at the table.

DR. COX:
Ckay. So -- and the --
little bit to this so |
The -- | said to nyself why is it,
it that | am actually worried about
this international

And so |

of people's lives in general

been focusing a

this is about.

And it

I's because of the context.
SO -- but actually | added a
will not put it all on you.

stuff. Right?

do worry about

bit but, in fact,

What this is about,

starting this in the first place,

because what is really unethical

live in one culture,
ethical rules to get
pl ace el se where the goa

So t hat

happeni ng. Al l

from happeni ng?

right.

Vel |,

that is the

and t hat

I mproving the quality

that i

you know, what is

here in terns of

is what | have

s not what

why we are

and for ne it is

is for

us., t

peopl e who

o0 bypass our

sonet hi ng done by goi ng sone
posts are different.

Is what | want to prevent from

Now how do we prevent that

we do not

prevent

that from
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happeni ng by | ooking at the other people's point of
view. Right? Because that is exactly how our ethica
principles are being violated. So we ook at it from
our point of view and that is where you really hel ped
ne.

So if you ook at it fromour point of view
then you are saying it has nothing to do with
respecting other people's culture or not. |If you go
and live in that culture then, | mean, you my, you
know, personally feel that that is okay but what is
not okay is to go against the ethics and the rules
that we have for doing research in this country.

So then we make up that |ist of rules and
peopl e cannot go and do it if they violate those. Now
that is what you said before. What | did not
under st and before, though, was this -- the context of
why you are doing it because it is looking at it from
our perspective. It has nothing to do |ooking at it
fromthe people that are suffering in other
per spectives. And that does not nmean you cannot

do other things to go and try and hel p those people
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but you cannot do it with U S. federal research noney.
So | can come to grips with that and | can
understand it. | do not necessarily like it but |
mean | -- but -- so --
DR. SHAPIROC: We have tinme to think about
t hese things.
Alta?

PROF. CHARO | would like to add one
nore factor to your context the way you set this up,
Harol d, because it is not just about what Anerican
researchers can do when they are abroad, it is
specifically about what can be done when researchers
are funded by the Federal Government or --

DR. SHAPI RO Yes, that is absolutely right.

PROF. CHARO. But | think that actually is a
distinction. There is a difference between --

DR. SHAPI RO No, | agree.

PROF. CHARO  -- regulating what private
Anmerican citizens can decide to collaborate on in
anot her country when it is consistent with |ocal |aw

and what is appropriate for the Federal Governnent to
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do.

| think it actually raises the stakes in
terms of the -- | do not know, the ethics of
international relations perhaps as opposed to the
bi oethics of the situation in terns of the degree in
whi ch one allows oneself -- one -- you know, one being
t he Federal Governnent -- allows oneself to take
advant age of socioeconom c differences in order to
accomplish things that could not be acconplished
ot herw se.

| also wanted to just add as a note of
interest here that although we are talking al nost --
in fact, exclusively in the context of devel oping
countries, as | understand it, these regul ations are

witten without regard to what kind of country is the

col | aborative country and, therefore, these debates
about the | anguage apply equally well to

col | aborations with our European counterparts, South
Anmerican -- you nane it, every level of developnent in
ternms of their scientific base. And it may be that we

need to be thinking about how well these words work in
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t he context of collaborations with people who do not
have such a power i nbal ance.

And then a final note for those who are still
unconfortable with the idea of what seems to be here
ki nd of cultural absolutismon what we will permt
ourselves, | would only say that when people from
ot her countries cone to the United States, regardless
of what their legal rights are in those countries,
they gain certain rights because they are present here
as tourists, as business visitors, for whatever
reason. Once they are here they gain certain kinds of
rights.

And so, for exanple, if somebody is visiting
from Vietnam and gets ill, her treatnment in the United
States is going to include a right to nake deci sions
on her own and a right not to have deci sions nmade for
her by sonmebody el se regardl ess of what woul d have
happened if it were still back in Vietnam

I think that that is done not as a statenent
of disrespect for other cultures but, as you were

saying, for a notion of what is necessary in order to
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mai ntain the fabric of this society. And | think that
is -- | think because we live very confortably with
t hat phenonenon, | do not think we should have so nuch
di sconfort at the idea that we self regul ate what we
will do abroad.

In a sense what we are doing is saying that
the subjects in those trials will be treated as if
they were tourists at an Anmerican | aboratory and that

t hey were undergoing that research in an Anerican

facility.

DR. SHAPI RO: Bernie?

DR. LO | know the hour is getting late and
we tal ked about this a lot today. | wanted to throw

out sonme ideas that | think are mssing in our current
formul ati on of the problem

We focused, | think, rightly so, on
protection of subjects in international research and
we probably had in mnd the sort of exploitation cases
where for malicious notives as a researcher | am going
to do things to people in a devel oping country that |

cannot do here because it is easier, cheaper, fewer
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restrictions and such.

| think what makes these -- and it seens to
me we are all having trouble with the idea that the
bottomline may be we just sort of wal k away and say |
am sorry, we cannot do the research there, not that |
do not |ike you and respect you but | cannot do it.

| think that what is mssing is there are
ot her very inportant ethical values at stake. One is
to try and hel p other people who are in dire need and
| think there is a |lot of research that is done that
is done by people, | think, who are genuinely trying
to address what they think are the big health problens
in the world and they say if you | ook at the AlIDS
epi demi c here we are | ooking at sort of a very narrow
set of issues and if | really want to make a
difference and really want to help mankind and be a
good scientist | should really go to where the
suffering is.

And so trying to relieve suffering when you
have the expertise and the Anerican Government has the

nmoney is a good thing or can potentially be a good
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thing and | think we need to acknow edge nore in our
report that a lot of these dil emmas are tough because
Ameri can investigators and funders are genuinely
trying to help in ways that would be regarded as
beneficial by the host countries.

And the issue is do you sort of |let these
di sagreenents over research ethics reach the point
where you say | amsorry, we just cannot do business
when you know the inplication is that the questions
that need to be addressed nake the public health
better will not get addressed.

So | think there is a sense of |oss that goes
along with not doing the research. | think we have to
acknow edge what we are | osing and giving up because
that is what makes it hard for researchers.

DR. SHAPI RO Larry, you have a question?

DR. MIKE: Yes. WlIl, first, sonething
specific. | think that recommendati ons two and seven
do not get to the issue. They just talk around it and
the basic issue is individual consent. The way it is

phrased is sort of confusing.
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| amstill undeci ded about an absol uti st
position such as you take, Harold, or a default
position where these are recomendations that shoul d
be done but if there is enough justification for an
exception to be made and some process be found in
t hat .

| worry simlar along the |lines of what I
think Eric and Bernie are saying, which is if we are
t al ki ng about governnent research nonies, | expect
that NIH does research -- would sponsor research in
ot her countries where it nmay be for diseases that we
are not particularly interested in but it is of great
i nportance to the country that they are doing it.

If we stick absolutely to these
recommendati ons we may be shut out of doing those
ki nds of research so those are the kinds of things I
worry about and I -- ny initial inclination was that
we say strongly what these recomendati ons are but
they really are a default position and we | eave a
little wiggle roomaround for some specific

exceptions, and how we define that | do not know yet.
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DR. SHAPIRO | think that is quite
reasonabl e.

Okay. Rachel, you have been trying to speak
for a while.

DR. LEVINSON: | guess this is relevant as an
exanple to the point that both of you have just
brought up, and that is -- and | was concerned when
David seenmed to say that we are addressing situations
only in which a country -- we would be using research
in another country in order to avoid the regul atory
system here which would otherw se not permt it.

In an address to the U. N. General Assenbly
t he President announced that he would like to try and
wor k wi th pharmaceutical conpani es around the world
and in this country and use governnment funds in order
to devel op vacci nes that would be of use in the
devel opi ng countries so the market woul d be those
countries, not ultimtely here necessarily.

It may be, in fact, that there are vaccines
that are perfectly suitable given the infrastructure

that is available in this country but not in other
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countries where they do not have refrigeration or

heal th care personnel available so that the governnment
now i s | ooking for ways to fund or find incentives for
phar maceuti cal conpanies, including those here, to get
themto devel op vacci nes for diseases that are endem c
in other countries.

So we would not want to foreclose that
possibility.

DR. SHAPI RO. Di ane?

DR. SCOTT-JONES: | amstill thinking about
this issue of whether we should be doing the research
at all in a specific country and it seens that maybe
t he di sease that is under study is an inportant
consi deration given what Rachel has just said and what
Larry said.

DR. CASSELL: Mal ari a.

DR. SCOTT-JONES: |If the disease -- malaria
is an easy exanple. Then the justification for doing
the research there is very different than the
justification for doing research on an issue or a

di sease that is nore relevant to people in devel oped
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countries who will ultinmately be the main
beneficiaries on it and | think that is all part of
contextualizing the problemrather than seeing it as
an abstract problem

But sone of the desire to help people in
ot her countries can be acconplished outside the
research process so sinply the desire to hel p other
countries is not a sufficient justification for doing
the research there because you could help them by
provi di ng nmedi cal supplies when those are | acking.

It seenms to ne that you have to think about
this in a nore contextualized way at the sane tine
t hat you are adhering to principles that you do not
want to violate.

DR. SHAPI RO. Al ex?

PROF. CAPRON: | think we are con ng together
around sone notion -- and I think it would be very
hel pful if Alice and Ruth, around the kinds of things
which are dealt with in a nunber of these
recomendati ons, and they do not seemto be grouped in

any way, but where the issue is sonmeone else's
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perm ssion and then the remaining i ssue of consent
woul d be able to put themin a way that we would ask
are there some of those sorts of criteria which we
woul d not contextualize away.

And so the fact that AIDS is endemc in a
particul ar country would not make ne confortable
sayi ng that soldiers could be used as experi nment al
subj ects without their consent or sonething.

| nmean, in other words, even there -- even if
the soldiers in that country are routinely shot by
their generals or marched off to usel ess wars or
what ever and we sort of -- | nean in the country being
a soldier is |like a death sentence or sonething. |
mean, in other words, there would be limts that we
woul d say even for the great good of having the
vaccine for their country we would not feel
confortable saying that the U S. Governnment or the CDC
shoul d be a cosponsor of that research.

And that there are others which are in this
context specific category and we could begin to

differentiate them | am not sure whether we are al
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saying, for exanple, yet that inforned consent is
al ways a requirenent at the end of the day and the
real question is are any of these prior screening
met hods accept abl e?

Is it all right to have the husband's
consenting for wives -- not consenting but giving
perm ssion for their wife to be involved if that is a
| ocal custon? Is it nore all right when it is malaria
than when it is sonmething that is basically an
experi ment of convenience where you are really
devel oping a drug for the U S. market and so forth?

| think it would be helpful if you could try,
Alice and Ruth, to tease out some of these
reconmendati ons so we can see sone of those and decide
whet her our recommendation really would be that sone
of these are contextually adjustable the way it does
say already, for exanple, that the requirenent for
written signed consent ought to be sonething which is
contextual |y adjustable and could be wai ved. And
then we see if other things are in a category, no,

context is not going to ever be enough to waive that
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one.

That is just my suggestion of how we m ght
nove in our next iteration of reconmendations.

DR. SHAPI RO: That sounds |ike a useful idea.

Eric?

DR. CASSELL: | think we are beginning to
cone together and | also found your |ayout of the
probl em hel pful, Harold, because we could -- just |ike
you said, this is sonething as long as it is sponsored
by the United States Government, no matter what good
it does, that is just the way it is. There are sone
things with which it will not work and this is one of
t hem

On the other hand, if we just stop there then
we would be the ugly American in reverse. \When this
happened the first tinme, which was after the first
Worl d War when Anericans were going and giving cross-
cultural nmedical care in other -- you know -- negl ect
of any cultural -- got into all kinds of trouble.

Then there foll owed after that an understanding that

you just could not do that.
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In the 1950's Cornell did a project at the
Navaj o Reservation in the mni-farnms aspect of -- part
of the Navajo Reservation and in that thing there was
no requirement for consent. That was in the 1950's.
And t hat was done by bringing the whole conmunity
toget her and neeting with the whole community and
presenting what they were going to do and the whol e
thing so that the infornmed in that instance was not
just the community | eaders but of the entire comrunity
at the sane tinme and working around that.

| am not suggesting that is the only way to
do it but I ampointing out that, in fact, there are
model s for this so if we stopped and said the Federal
Government says we will not do that, I think we would
stop short even though it m ght be true. That is the
way it is. But if we were able to nove on and poi nt
out that there are other principles that require
i npl ementation in international research then we woul d
be doing a favor beyond just that bl anket prohibition.

DR. SHAPIRO. No, | certainly understand that

and | did not nean to say sonething as absol utist as
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it sounded apparently but | was trying to get a focus
on a subject, which I think is going -- we are going
to have to make decisions on that boundary because,
yes, we should not be absolutely rigid but, yes, we
shoul d not do everything. And so where to find that
is -- and | think Alex is actually helpful in this
regard to see if there are issues here which are, as
he very helpfully put it, context dependent on which
we could feel confortable and other issues which are
not .

| do not know -- | nmean, | think that is a
very useful idea. | do not know what wi ||l happen when
we actually try to fill out these boxes, whether we
find anything -- one box remmins enpty and one does
not. | do not know what will happen but it is, |
think, a very useful idea.

Well, let me suggest that we have taken this
as far as we are going to take it this afternoon. W
will have nore tinme tonorrow when we perhaps get back
to this but we may not because we only have tonorrow

morning and we will begin with a presentation on gene
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patenting, which starts, | think, about 8:15. 1Is that
right?

DR. MESLIN: 8:10.

DR. SHAPIRO: 8:10. And then we will cone
back to what is general priority setting but key in
that area is that we hope that the President's science
advisor will be here to talk to us about his views
about things that the NBAC m ght do and things that

t hey are, indeed, anxious for us to do, and that wll

have, of course, a major inpact on -- at least in ny
owmn mnd will have a mnmgjor inpact on what it is
that -- how it is we carry our priority process

f orward.

So before absolutely adjourning, Eric, were
t here any announcenents of any ki nd?
DR. MESLI N: No, fortunately.
DR. SHAPI RO. No announcenents. WE are
adj ourned for this afternoon. Thank you very nuch.
(Wher eupon, at 5:20 p.m, the proceedi ngs

wer e adj our ned.)



