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PROCEEDI NGS

OPENI NG REMARKS

DR SHAPI RO. Colleagues, | would like to
call our neeting to order.

| f you hear sonme conversation in the
background, we are trying to get Alta on the -- who
wants to participate by conference call. Let's just
wait a second and see if we can get this conference
cal | .

So if anyone hears -- we have had this
before. |f anyone hears a voice frombeyond, this is
Al ta speaki ng.

Alta, welcone. Hope you feel better soon

PROF. CHARO Thank you very nuch.

DR. SHAPI RO Wl cone, all Conm ssioners. |
wi sh you all once again a happy New Year. W have an
I nportant neeting today and tonorrow norning, of
course. W hope in that process nost inportantly to
make significant progress on sone aspects of our
I nternational research project and to |lay out and

di scuss our plans for our so-called conprehensive
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proj ect | ooking at the overall system of federal
protections in this country and how it is operating.
That will be principally tonorrow.

Al t hough, as you know, from | ooking at your
agenda Bob Levine, who you all know, is here and wl|
be talking to us really on both aspects of that since
he will be talking shortly on the issue of obligations
of subjects, communities and so on, and |ater on
tal ki ng about a topic which is nore relevant for our
wor k tonorrow and so we have really a ot to get done.
I hope we can focus on sone issues that wll be
hel pful in advancing both of these reports.

So let's just turn directly to our business
today and before | turn to Bob -- Ruth Faden shoul d be
joining us shortly -- let's turn first to Ruth and
Alice for an update or an overview, | should say, of
the work to date on the project.

Rut h?

Let ne just say to all comm ssioners if you
want to speak you press down this thing called "MC

on/foff." It turns red and that nmeans you are on so if
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you are speaking just press that. Wen you finish
speaki ng pl ease press it again so it goes off.
Thank you.

ETHI CAL | SSUES | N | NTERNATI ONAL RESEARCH

OVERVI EW OF WORK TO DATE

RUTH MACKLI N, Ph. D.

ALICE PAGE, J.D., MP. H

DR. MACKLIN:  Thank you, Harol d.

Good norni ng, everybody.

We have a packed agenda for this neeting but
also a lot of time for discussion with the
conmm ssioners, and again Alice and | are urging you to
gi ve us as nmuch feedback as possi bl e.

One small note about the program we had
invited a U S. researcher nanmed Christopher Plowe, who
I's the Foundi ng Chai rman of the Anmerican Society of
Tropi cal Medicine and Hygi ene, and he was planning to
come but is unable to.

He works in Africa and does research on
mal ari a but he had a skiing accident and had to have

sone surgery so he will not be with us at this neeting
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but said he would join us for the February neeting so
the panel -- the second panel of the norning is short
by one person.

The nmenorandum that was sent to you and is in
the briefing book essentially describes everything and
I wll just very quickly walk through it.

If you wll recall, at the Decenber neeting
we circul ated sonme outrageous propositions that we
asked you to respond to and, indeed, you found them
outrageous, and there was a | ot of good di scussion.
Based on that discussion we prepared the docunent that
IS now a narrative docunent but enbedded in it are
findi ngs and recommendations relating to the choice of
a research design.

So the -- | forgot what tab that is at.

Alice can help ne. That is at -- the title is
"Choosing a Research Design," 2D, and that is now a

fl eshed out version. It has different versions of

t hose propositions that you saw i n Decenber, nuch nore
nuanced than the ones that we presented i n Decenber,

and it provides the acconpanying text, which is
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intended to explain, if not also to justify the
findi ngs and the recomendati ons.

So we have set aside tine this afternoon to
di scuss that. That will take place follow ng the
session on the oversight project and the break that
follows that and we have set aside that tine. So if
you have not |ooked at it yet in detail, maybe during
the lunch or sone of the breaks you could again
famliarize yourself with that because we would |ike
f eedback on that part.

Also in the briefing book is the -- a
slightly revised findings and recomrendati ons on
i nfornmed consent. W are not going to discuss that at
this neeting. W thank those of you who have
responded in the past and others continue to respond.
We have made sone, as this nenp says, we have nade a
few changes foll ow ng sone comments and suggesti ons
fromBernie and Larry and Harold, and we wll continue
to work on that but it is premature to discuss it
further since there is not nuch that is terribly new.

The main topic for this neeting has the
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uninformative title "Potential Recomendations for
Chapter Four," but the nore informative title is
"oligations to Research Subjects, Communities and
Countries.” That is what the chapter will be
entitled.

Once again we have prepared this in the form
of relatively brief or desperately brief propositions
and the discussion on these wll formthe basis for
what we will wite with acconpanying text and
expl anati on.

So that is basically what is there for our
di scussion and the panelists -- the two panels for
this norning and the one speaker this afternoon wll
be introduced in due tine.

DR. SHAPI RO Thank you.

| would also like to point out that in the
material, | think, at your places there is a brief
one- page chapter by chapter description of this
report, which you m ght want to review sone tine
during today or tonorrow or subsequently to see what

the overall structure |ooks Iike or rem nd you,
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shoul d say, what the overall structure |ooks Iike.
That is in this NBAC folder that we all have at our
pl ace so | do not want to particularly discuss that
now but just to ask you all to look at it and to give
any -- if you have any reflections or thoughts about
it to either give themto Eric or directly to Ruth,
what ever seens nost appropriate.

Are there any other questions for Ruth before
we turn to our guests today?

Ckay. Well, thank you very nuch.

| wll turn to Bob Levine, who is here. |
think you all know him | feel it is alnost redundant
to introduce him As you all know, he is a professor
of medicine and long tinme contributor and, indeed,
pi oneer in many areas of bioethics.

Bob, it is very great to have you here today.
Thank you very nuch for giving us your tine. Let ne
turn the m crophone over to you.

PANEL [: OBLI GATI ONS TO SUBJECTS,

COMMUNI T1 ES AND COUNTRI ES

ROBERT J. LEVINE, MD.,
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YALE UNI VERSI TY SCHOOL OF MEDI Cl NE

DR. LEVINE: Thank you very much, Har ol d.

It is an honor and a privilege to be here and
I thank you for this opportunity to present ny views
on sone of these matters.

| think that | was going to be given a renote
control for the projector unless you would prefer to
do it fromthere.

In ny brief presentation | am going to take
up obligations to subjects, comrunities and countri es.
My initial focus wll be on individual subjects and |
hope you will bear with ne on this because | hope to
show that this is -- this will lead us into a
consi deration of obligations to comunities and
countries because | see it all as one seanl ess web.

Let's see if |I get lucky with this machine.

(Slide.)

Yes.

| am going to begin by | ooking at the now
notorious Article I1.3 fromthe Decl aration of

Hel sinki. This, | think, m staken article has been
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the groundi ng of much of the criticismthat has been
heard in the last two or three years of international
research activities.

| believe that a focus on what is wong with
this article wll |ead us to an understandi ng of our
obligations to research subjects, communities and
countri es.

First, I want to consider what is wong with

this article? Wat does it forbid?

(Slide.)

Aliteral -- a strict interpretation of this
article -- |1 was going to say a literal interpretation
but how el se can one interpret words -- a strict

interpretation of this article would forbid all new
therapies for any condition for which there is an
exi sting therapy.

The reason for this is that you cannot try
out a new treatnment on sonebody who is getting the
existing treatnent or you wll not know what is the
cause of any observed response. This neans then that

we woul d not have been able to withhold bel |l adonna
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al kaloids in order to try out the now standard
hi stam ne 2 receptor antagoni sts.

It also neans that the treatnent that the
devel opment of anti hypertensive drugs woul d have
stopped with a denonstration of the efficacy of
gangl i oni ¢ bl ockade and physicians who are as old as |
am can renenber what a ness using ganglionic bl ockers
was for the treatnment of hypertension.

In fact, one m ght even argue that you could
not devel op ganglionic bl ockers because you woul d have
to give everybody the rice diet.

(Slide.)

Anot her category of activities forbidden by
Article I1.3 is placebo controls in clinical trials in
whi ch there is virtually no risk fromw thhol ding the
best proven therapy. Trials of new anal gesics,
hypnotics, anti-anxiety drugs, these are all routinely
pl acebo controlled, and I do not think any
know edgeabl e person woul d ever insist that these be
conpared with the best proven standard therapy.

But to go beyond into a field where there is
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sone risk fromw thholding treatnent, although a
vani shingly small anmount of risk given the conditions
in which we try these drugs out, in the field of
anti hypertensives and in the field of hypoglycemc
drugs, these are all generally placebo controll ed.

| think an insistence of providing the best
proven standard therapy would vastly decrease the
efficiency and increase the expense of these trials,
and in exchange for that you would get a negligible
increment in safety for the research subjects.

(Slide.)

The third category is the one that, |
believe, is nost controversial in connection with
I nternational clinical trials. Article I1.3 would
forbid research designed to develop for use in
resource poor countries relatively inexpensive
therapies used in industrialized countries.

As an exanple as a case study of this |I am
going to speak briefly about the short duration AZT
trials in devel oping countries. These were pl acebo

controll ed.
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(Slide.)

But first I want to digress into why do we
find this and other surprising requirenents in the
Decl arati on of Hel sinki.

| think this is a verbatimaquote fromthe
text of the ClOVS 1993 docunent which points out that
the Decl arati on of Hel sinki does not provide gui dance
for controlled clinical trials. Rather it assures the
freedom of the physician to use a new di agnostic or
therapeutic neasure if in his or her judgnent it
of fers hope of saving life, reestablishing health or
al l eviating suffering.

I n other words, what the Wrld Medical
Associ ation devel oped is a docunent which provides
standards for what we in the United States cal
"conpassi onate use" of investigational new therapies
and that is not at all what we need to provide
gui dance for the conduct of clinical trials.

Now to the case study | said | would offer

(Slide.)

At the tine the short duration AZT regi nen
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trials were begun the clear best proven therapeutic
met hod, the standard in industrialized countries, was
the so-called 076 reginen. Admnistration of this
regi men produced a 67 percent reduction in the rate of
transm ssion of H'V fromnother to baby. The cost of
this treatnment was approxi mately $800 per wonen.

(Slide.)

Now why can't you use the 076 reginen in
devel oping countries? Well, first, the cost is
prohi bitive. $800 buys only the chem cals, not one
other thing. And to put this in perspective, the --
about the top annual per capita health expenditure in
Sub- Sahara and African countries is about $10 per
capita each year. So the chem cals for the 076
regi men cost 80 tinmes the annual per capita health
expenditure in these countri es.

Also, the traditions of prenatal care in
these countries is inconpatible with the 076 regi nen.
Wnen sinply do not seek out prenatal care early
enough to begin the standard 076 regi men of AZT.

Anot her point is that in the 076 reginmen the AZT is
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gi ven intravenously during | abor and in nost of the
countries in which the short duration trials were
carried out intravenous adm nistration of anything is
avail able only in major hospitals in the major cities.
This would not be a way to address the needs of the
popul ati on at | arge.

Finally and perhaps nost inportantly, in
these countries wonen breast feed their babies. They
do this even if they know they are HV infected. The
reason is they are advised to do this by public health
authorities. Wiy is this? Wll, first, they have no
formula to use as an alternative. Well, we could
provide themwth fornula.

However, when you have fornula you have got
tomx it with water and the |local water supply in
these countries is probably even nore deadly to
newborn infants than HV infected breast mlk. The
rate of transm ssion from breast feeding is about 14
percent but we know from Sub- Sahara and African
countries that the rate of death frominfant diarrhea

Is at least four mllion babies per year. | nean,
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that is what is reported to the Wrld Health
Or gani zat i on.

And for all these reasons we sinply cannot
use the 076 reginen in these countries. Therefore, it
was necessary for these countries to try to discover
an effective prevention of perinatal H 'V transm ssion
that, one, they could afford and, two, m ght work.

(Slide.)

Now, as we consider what the best proven
t herapy standard shoul d be, we have to wonder whet her
we are referring to the best therapy avail able
anywhere in the world or whether instead we are
tal ki ng about the standard that prevails in the host
country.

| think we can find the beginning of the
anal ysis by |l ooking at the ClOVS I nternational Ethical
Gui del i nes.

(Slide.)

In these guidelines we find these two
standards which | believe are far greater, far nore

power ful defenses agai nst exploitation of people in
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resource poor countries than the ones we nost
typically talk about, things |ike inforned consent.

What it calls for is that the research goals
nmust be responsive to the health needs as well as to
the priorities of the host community or country and,
as a corollary to that, there is another standard,
whi ch says that any product devel oped wll be nmade
reasonably available to the inhabitants of the host
country.

(Slide.)

Now | am going to | eap ahead to sone
prelimnary conclusions and | do not have tinme to
provide the full argument for them This can be found
in the three articles that | sent to you that arrived
here too late to be included in the briefing book and
for that you have ny apol ogi es.

| conclude that the initiation of a research
project is not the sane as the establishnment of an
entitlement. | also conclude that the rel evant

standard is the one that prevails in the host country.
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(Slide.)

VWhat we are seeing in the international
gui del i ne devel opnent scene is the energence of a new
ethical standard. | amgoing to talk about it under
the rubric "highest attainable and sustai nabl e therapy
standard.” This nanme is likely to change with the
passage of tinme and | want to tell you a little bit
about what this nmeans.

(Slide.)

What do we nean by "sustai nabl e?" \What we
mean is that there is a reasonabl e expectation that
the therapy could be continued in the host country
after the extra resources of the research program are
no | onger available. |t does no good to devel op
therapies that the host country cannot possibly
conti nue.

As one commentator from Thailand put it
el oquently, "You cone in here and you build us a Rolls
Royce and then you go away and we cannot even afford
t he gasoline.”

(Slide.)
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Why should it be sustainable? Because this
iIs the only way to neet the two standards of Cl OVS.
This is the way to be responsive to the conti nui ng
heal th needs of the host country and it is only
sust ai nabl e therapies that we can assune will be nade
reasonably available to the residents of the host
country.

(Slide.)

What is the nmeaning of "highest attainable?"
The neaning of this is that you cannot nerely say,
“"Well, we are going to provide the therapy these
peopl e get anyway." This therapy could be woefully
I nadequate sinply due to neglectful policies.

What we are expecting in the highest
attai nable portion of this standard is that one w |
do -- or that the sponsors and investigators and the
officials in the host country will get together and do
the best they can do.

One note of caution, though. |If you go too
far wwth this you can change the setting to the extent

that the data devel oped fromthe clinical trial are no
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| onger relevant to the host country.

One exanple of this would be what woul d
happen if in a field trial of an H'V preventive
vacci ne we provi ded post exposure prophylaxis to
anyone who is exposed to HV infection. That is a
standard, nore or less a standard, for health care
workers in the United States now.

It is certainly not sustainable but if you
were to provide this during a field trial of HV
preventive vacci ne where the outconme neasures are
whet her or not one devel ops di sease, providing post-
exposure prophylaxis would distort the data to the
extent that you would have no idea as to what to
expect when you use the vaccine in the country. It
woul d, in effect, erase all of your outcone neasures.

One final coment is that for those who argue
that we should be providing the 076 reginmen to the
control group in clinical trials of new therapies to
reduce perinatal H 'V transm ssion, the argunents have
been very skinpy. Wat they have neglected to refl ect

or accommodate is it is not nerely the matter of
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buyi ng $800 per wonman for buying the chem cal s.

You would also -- in order to nmake these
chem cals work -- you would al so have to change the
pattern of prenatal -- seeking prenatal nedical
attention in these countries. You woul d al so have to
make facilities for intravenous adm nistration of AZT
or of anything avail abl e throughout the country.

You woul d al so have to clean up the water
supply in the country so that you could provide a
meani ngful alternative to breast feeding. I have
not seen anyone who has attacked the placebo control
trials address the inplications of that.

Now, in conclusion, | want to say that it is
necessary to acknow edge that there are great
I mbal ances in the distribution of wealth across the
nations of the world. There are huge inbal ances. The
resource-poor countries cannot possibly afford what we
in the industrialized countries consider standard
medi cal therapy.

The resource poor countries nust be enabl ed

to develop treatnents and preventions that they can
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afford and al so treatnents and preventions that are
responsive to the conditions in their country.

We should try very hard to refrain from
devel opi ng gui delines that woul d obstruct the efforts
of investigators and sponsors in industrialized
countries from hel pi ng the resource-poor countries in
their quest for affordable and effective and safe
t herapi es and preventions.

Thank you very nuch

DR. SHAPI RO Bob, thank you very nuch and
| et me wel cone Professor Faden.

You canme in at exactly the right tinme despite
the traffic. | apologize for exposing you to that
t oday.

But | want to save nobst questions for |ater
because | want to turn to Professor Faden in a nonent
but if there are sone questions that are short, we
could take themnow. And let ne rem nd anybody who
wants to speak, you have to press this button and get
a red signal on your m crophone.

Larry?
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DR MIKE: | just wanted to ask you, Dr.
Levine, the last point that you made about if you were
to give best available therapy to the control group in
the AZT trials you woul d have to change the whol e
health system But isn't the point that you could do
that for the control group itself w thout -- because
you sort of leap from providing best available care to
the control group to best available care to the whole
popul ati on.

DR. LEVINE: Thank you for that opportunity
to clarify. Yes, of course, we could provide the best
avail abl e therapy for the control group. This would
then present us with a variety of new problens. The
only new problemthat | nentioned so far is that by
doi ng that you would render the data utterly
irrelevant to the needs and priorities of the host
country.

They do not need to know whet her the short
duration reginmen is better than the 076 regi nen. Wat
they really need to know is whether it is better than

what they already have and what they already have is



10

11

12

13

14

15

16

17

18

19

20

21

23

no antiretroviral therapy.

Anot her couple of points that | did not
mention is that if you provide the 076 reginen to
anybody in the clinical trial and if you think --
well, this would present, | should think, overwhel m ng
pressures for people to enroll in the clinical trial.
They are going to get sonething that they could not
get anywhere in the resource-poor part of the world
sinply by enrolling in the clinical trial. Thi s
Is one of the reasons that | presented with that
argunent ny -- one of ny conclusions that
establ i shnent of a research programis not the sanme as
the establishnment of an entitlenent.

Thank you.

DR SHAPIRO. Let ne take one nore question
now and we will take the other questions |later.

Al ex?

PROF. CAPRON. There is clearly a fundanenta
tension here and | wondered whet her you have any
advi ce for us about the mechani sm by whi ch deci sions

coul d be reached which woul d have the greatest
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i kel i hood of being ethically justifiable because the
argunent can be given as to what the trade-off is
bet ween havi ng sonet hing which is realistic for the
country involved w thout opening the door to such a
strong incentive to export dangerous research to
countries where the existing health systemis so
I nadequat e that people could conduct the research
there very cheaply and have that incentive, and where
the likelihood that people would desperately sign up
for even the nost renote chance of having sone benefit
makes consent so doubtful.

So I wonder if you have any sense of what
ki nds of nechani snms would be nost |ikely to counteract
those dangers and yield results which people of good
consci ence could say are likely to have avoi ded that
trap while also avoiding the trap of devel oping
t herapi es that have no point for the country and which
are in another way al nost as bad.

DR. LEVINE: Thank you, Alex. That is a
question that calls for sonmething other than a brief

answer. | wll begin by saying that | have no way to
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assure that all of those inportant goals wll be
acconplished. | think, though, that one way to avoid
exporting research that is too dangerous to be
conducted in the United States but which is oriented
towar ds devel opi ng products for marketing in the

i ndustrialized countries is the standard that already
exists in Cl OWS.

You have to have sonething that is responsive
to the health needs of that country. It has to be
responsive to the priorities that have been
establ i shed by proper officials wthin that country
and at the end of the day you have to nmake it
reasonabl y avail abl e.

This distinguishes it fromthe early studies
where we would do many Phase | studies in devel oping
countries because it was cheap and because you were
not hassled by the regul atory apparatus that is nore
typical of the industrialized countries.

Apart fromthat, | think all you can do is to
state your criteria for justification and state your

procedures for seeing to it that all research is
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justified according to these criteria. The criteria
specified in Cl OMS, which as you know i s undergoi ng
revision right now, are that we have sonmething Iike
IRB's -- we call it Research Ethics Conmittees -- in
the country of the sponsor as well as in the host
country.

Part of the obligation of |aunching a
research activity in a host country is that you would
contribute to the capacity of that country to carry
out its own ethical review and its own scientific
review as well as its own science in the future.

Now when you resort to a procedural fix -- |
should say this to a | awer -- what you do is you
present your standards and you get together a group of
peopl e who seemlikely to be able to achieve the
pur poses of the standards and then they give you a

deci sion and that decision is nade available publicly.

| f anybody decided to exploit people in these
countries in a big way, | think the decision would be

subject to scrutiny, to criticism Just |like the
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current IRB situation in the United States, there is
not hi ng that gives us a guarantee that one IRB wi ||
not make a really inane decision but once the decision
gets out there before the public we expect that there
woul d be criticismof such a deci sion.

PROF. CAPRON: Can | just have a brief
fol | ow up?

| -- the first part of your answer suggested
to nme that you were | ooking for sonething that was
nore transparent than the present IRB system | nean,
the present IRB's do not now in any significant way
comuni cate with the public and what goes on in IRB' s
IS --they nmeet behind closed doors. Their results are
not at |least at ny university publicly posted or
what ever in any way. The individual researcher knows
the protocol has been approved and | suppose if
soneone had sone inquiry they could address it to the
chair of the IRB or sonething but it is not a very
transparent system in fact.

And | took your first answer to be sonething

that was nore transparent where a process goes on and
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was | correct in understanding that, that you woul d
like this to be -- or do you think that there are too
many problenms with that? | amnot trying to put words
in your nouth. That is what | thought | was hearing
you say.

DR. LEVINE: Well, in part, | think this
reflects a difference in our perceptions. The actual
process of IRB review and approval or disapproval is
not carried out in public at nost institutions. Wat
I's made publicly available is the result.

The results of the research are published in
journals and they are available to the public and in
the course of the public's studying the results of the
research they would be able to detect nobst or many
ethical inproprieties and criticize them

| nean, the paradi gm case was Beecher's
studi es of what he ended up calling "questionably
et hical research" that was published in standard --
actually in the | eading nedical and scientific
journal s.

Anot her point is that in the m d-1970's while
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the National Conm ssion was debating whether or not
| RB's should carry out their activities in public,
several IRB's -- well, many IRB's and state
universities were required by state |aw to open up
their nmeetings to the public.

| cannot really comment on that experience.

I can comment, though, on the experience at one
private university and that is Yale. W opened our
neetings to the public and early on we had visitors
fromacross the continent. W had phil osophers. W
had | egislators. W had journalists. And after about
a year we had nobody because they found that we were
not di scussi ng Tuskegee or WI | owbr ook every evening.
Much of what we were discussing was brutally dull and
they could not find any stories for their newspapers
init.

What can | -- right now!l think it is -- the
only time | have a visitor at a neeting is that -- is
when a col | eague from sone other institution is
visiting me anyhow and says do you mind if | sit in on

your neeti ng.
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The first neeting in February we are going to
have a whole -- we are going to have about half of the
new y established Research Ethics Commttee from St.
Petersburg State University in Russia sit in on one of
our neetings but this is an attenpt to denonstrate how
comrmttee neetings are carried out. I think they
al ready know that they are dull.

Thank you.

DR. SHAPI RO. Thank you.

| want to turn now to Professor Faden, who is
Prof essor of Bionedical Ethics and Executive Director
of the Bioethics Institute at Johns Hopki ns.

Wel cone. Thank you very nmuch for com ng
today. We look forward to your remarks.

RUTH R FADEN, Ph.D., MP. H

THE BI CETHI CS | NSTI TUTE, THE JOHNS HOPKI NS

DR FADEN. Thank you. | want to apol ogi ze
for being late. It is very frustrating to ne. Many
of you know | live in Montgonery County and | conmute

sonetines to Baltinore and sonetines to D.C. and it

al ways is very distressing when the commute to D.C. is
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| onger than the commute to Baltinore. This was one of
t hose days and |I shoul d know better because |I have
done it so many tines. | allotted an hour-and-a-half
and it did not do it so, thankfully, Bob was here on
tinme and that is one of the advantages of having
speakers fromout of town. They usually get in the
ni ght before when they have a 9:00 o' cl ock session.

Thank you, Bob.

My apol ogies to the Conmm ssion.

| amafraid that my corments are going to be
alittle frustrating because -- well, maybe not to
everybody. Hearing the tail end of Bob's, | have
tailored -- | have tailored ny comments to nore
theoretical considerations and | am happy to entertain
very practical -- ny views about very practical
di mensi ons of how we shoul d be thinking about these
problenms in the discussion with the Comm ssion but ny
comments are structured around sone nore general
guestions in research ethics that underlie, | think,
sone of the controversy in terns of international

research ethics.
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| was asked to tal k about the obligations of
researchers to subjects and sponsors to subjects, and
then of sponsors to others, and | thought -- | did not
know how rmuch thought went into the form ng of the
guestion but | thought it was interesting that there
was no researchers to others. It was researchers to
subj ects, sponsors to subjects, and then sponsors to
others. | would like to return to that inalittle
bit.

For right now | want to not nake a
di stinction between the obligations of researchers to
subj ects and sponsors to subjects and we can go back
to that later but generally tal k about obligations to
subjects initially and then swtch to where it is or
how it is that we get obligations to others other than
subj ect s.

In ternms of the kinds of obligations we
general ly tal k about, we tal k about obligations with
respect to questions of human dignity and obligations
with respect to welfare and justice.

| am assum ng that nost of the focus of the
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di scussion at this point is residing nore on issues of
wel fare and justice but | want to just say a couple of
comment s about obligations with respect to dignity.
This is the beyond consent part of the obligation.

| am very concerned and | know that others
here around the Comm ssion table share nmy concern
about questions of voice and standing in the context
of all research but particularly with respect to
I nternational research ethics. | amvery concerned
about how it is that we recogni ze and respect the
dignity of potential subjects in ternms of questions of
both political authority and political Iegitinacy,
basi ¢ human rights questions, as well as questions of
power and oppression in the context of social
structures and cul tural practices.

| think that ny own experience in research
ethics is that we have absolutely no capacity for
t hi nki ng about these issues and no structures for
dealing with them It is essentially inpossible for
the IRB at -- | will speak for ny place -- the I RB at

the School of Public Health at Hopkins or for the IRB
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at the School of Medicine at Hopkins to nmake political
human rights judgnents about the legitinmacy of
particular political authorities at mnedical
establishnents. It has beconme a matter of deep
frustration as we have had, for exanple, requests to
do research in countries |ike Burma. How are we to
understand what that would nean in terns of the
obligations of the IRB or even in terns of nore basic
guestions of research ethics?

We al so are al ways and conti nuously
struggling wth questions of howto integrate what are
presented as deeply rooted cultural practices and | am
| ooki ng, of course, at Ruth Macklin who has witten so
much on this question but we continue to struggle with
how t o understand the clainms about enbedded
differentials in power and counter clains about
oppression and viol ations of human rights.

These, | think, are very basic problens in
under st andi ng obligations we owe to subjects that get
often quite lost in |arger debates about placebo

controlled clinical trials that kind of are captured
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at the national -- in the international attention

Put that to the side for a nonent, not that it should
be put to the side but put on the table and go on in
the short amount of tinme that | have.

In ternms of tal king about obligations to
subjects that reside in either kind of a welfarist or
justice construction, nost of, | think, us in research
et hics have historically focused on kind of outcones,
the outconmes of the research, howit will turn out in
the end, and a kind of mninmalist requirenment that we
have had in place for forever was at the very | east
t he subj ect should not be made worse off by virtue of
their participation in the research. That is the
pattern of outcones should not disturbed by virtue of
-- at the very least by virtue of the researcher being
present and the person functioning as a subject.

There are at |east two kinds of
justifications for why we owe sonething nore to
subj ects of research than nerely not making them worse
of f.

One is an argunent that has to do wth the
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fact that there is surely sone burden associated with
participating in research. Oherwi se we would not be
worried about the activity in quite the way that we
are and if there is, indeed, sone burden that is
I nposed on research subjects.

And by this | nean sonething nore than the
I nposition of risk of which -- that would constitute
part of the burden but there is sone sort of burden
associ ated and that burden is undertaken on the part
of the research subject at least, in part, so as to
benefit the rest of us then surely there ought to be
sone sort of conpensation for that burden and one way
of interpreting that conpensation is if the person
shoul d be left better off by virtue of participation
in the research

We can have a whol e di scussi on of what that
woul d nmean but it would | ead towards some sort of an
under st andi ng that says sonething is owed to the
research subject that is greater than nerely not
| eavi ng t hem worse than when we found them or | eaving

them t he same as when we found them
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There is another line of argunent which | am
very attracted to that is nore relational that could
serve as a structure for grounding why we owe
sonething nore to the research subject and it has to
do with recogni zing that there is sone noral
significance to relationships and to even sonething as
sinple as proximty, that there is sonething about the
fact that when a person is a research subject that it
transforns the relation of either the investigator,
the researcher and/or the sponsor, and | would love to
talk with this group about how you would see this, to
the subject. That is we can have all kinds of
accounts of what generally we owe, each of us, or what
this nation owes to other nations with respect to the
trenmendous gl obal inequalities that Bob has al ready
referenced to the fact that many people live in the
basis kind of poverty and we live in very extravagant
af fl uence.

However, we think about that, when we have a
personal relationship we stand in relation to that

person in sone respect, does it change? Audit -- does
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It change? Does it change in ways that are rel evant
to the research context?

| hear that view expressed often from people
who are working as investigators and as research
wor kers and even as sponsors of research, particularly
after a site visit rather than before a site visit.
You cannot | eave the place the way you found it. Once
you have been there it changes sonething and it is not
nmerely a psychol ogi cal phenonenon | woul d argue. |
think it changes the noral |andscape, the fact that
you stand in relation to someone now in a way in which
previously you stood only to a group.

Now | et's assune that we had resol ved
sonet hi ng about what is owed to research subjects such
that we got sone kind of consensus and, hopefully,
your deliberations will provide guidance here as to
what it is, in fact, either the sponsor, the
researcher or the two together owe to the research
subj ect.

What | want to submit to you is that

woul d not solve the problem of exploitation because
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the problem of exploitation is situated in a w der
soci al and political context.

VWhat | nmean by that is, let's say we could
construct a situation in which we provi ded benefits,
whet her they were Western Standard of Care or not,
okay, benefits to research subjects that seenmed from
t he perspective of the subjects and fromthe
perspective of the investigators and the sponsors, and
fromthe perspective of research commttees and
political institutions seened to be a fair and
appropri ate conpensation for the burdens of research
or an appropriate response to the relational demands
of the researcher-subject situation or the sponsor-
subj ect situation

You could still step back and say but this
still constitutes exploitation because the background
conditions of the research subjects are so
di sadvant aged that even in constructing a conpensatory
or relational response you have still taken unfair
advantage of the situations in which these people sit.

O course everything turns on what
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constitutes unfair advantage.

| came to this frustrating -- and | ooki ng at
sone of the work that Tom Beecham and | had done years
ago trying to unpack exploitation and | ook at the
guestion of welcone versus unwel cone offers, and at
that point years ago we had gone down a path in which
we suggested, well, if an offer was wel coned by a
person, even a person in disadvantaged background
condi tions, then perhaps you could construct an
argunent that that was not exploitive because the
person wel comed the offer even if their background
situations are di sadvant agi ng.

And over the years | have cone to think that
that response is inadequate because you can imagi ne
many circunstances, indeed, where people would wel cone
the opportunity to be research subjects that we would
consider to be problematic at best.

So now the probl em beconmes why is it
problematic. | have had extensive discussions
particularly with our students at the School of Public

Heal th and at the School of Mdicine who do research
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I n devel oping countries or who are fromthenselves in
devel opi ng countries, and | use the N ke factory
exanpl e.

W all start with, well, okay, it would be
terrible to go into the Ganbia, for exanple, where, in
fact, there is a trenendous research enterprise and

offer themall kinds of incentives so that they woul d

set up research -- clinical research facilities in the
Ganbi a and, you know, it would be great. It would be
f abul ous.

It would put noney into the econony and there
woul d be hospitals built, but the products that would
be devel oped and the interventions that woul d be
treated are very unlikely to end up ever having
practical w despread use in that part of the Africa.
The students imedi ately respond, "Well, that would be
awful. That would be terrible." And then | go to the
Ni ke shoe factory.

Wel |, okay, so what if it is the N ke shoe
factory that cones in and the conditions are far

worse? You can spin out -- we do not have the tine
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today. You can sort of all spin it out and the
students are always struck by this problem

Well, it would be really bad but | guess we
woul d not want to -- especially people fromAfrica
concerned about devel opnment and economic growh in the
future do not want to stop the Ni ke shoe factory
comng in wth sone constraints. You know, we set out
m ni mrum | abor conditions that are far worse than they
are in the United States but far better than exist in
many countries in the world. And we set up m ni mum
wages which are pitiful conpared to the United States
but far better than generally exist, and working
condi tions, and so on.

And for sone reason ultimtely nost of ny
students will end up saying, "Ckay. The Ni ke shoe
factory is just different from having a bunch of
peopl e cone in and stick needles in them and draw
sanples fromthemand cut themup. It is just
different."” | even hold the nortality rates
constant, everything is held constant.

And so what | throw out for consideration is
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that there, is sonething special about the enterprise
of research involving human subjects that has to do
with really foundati onal concerns about the uses of
the human body and the human spirit that differentiate
it fromthe kinds of understandi ngs of what woul d even
constitute nonexploited international |abor practices
i n kind of reasonabl e market conditions.

And t hese kinds of questions have al nost
nothing to do with the questions of whether owed to
particul ar research subjects but have an awful lot to
do with understanding the ethics of international
research

Now there is another part of this whichis if
gl obal inequities are at the root of all of the
probl ens we are having in research ethics -- well, it
Is global inequities that are at the root of all of
the problens that we are having in ternms of
under standi ng the world generally, including things
li ke a Nl ke shoe factory in the Ganbia versus a
research -- clinical research facility say that C ba-

CGeigy wants to set up in the Ganbia and kind of what
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Is the difference.

Finally, I want to ask a question and the
question is where do we get this obligation to
communi ti es when we tal k about the ethics of research
I nvol ving human subjects in ternms of international
research but obviously in terns of donestic research
as wel | .

I f you take the classical paradi gm of
research in -- wthin one country and -- | do not
know, let's make it a clinical trial and a person is
sel ected froma pool of people because of their
rel evant nedi cal characteristics, the person agrees,
and bl ah, bl ah, blah, and the research is reviewed and
so on. W do not generally have a di scussion of what
Is owed back to that person's comunity.

We do not think even about whether that
person stands in relation to a community. W talk
about the research subject. Part of why we are having
so nmuch trouble with this is that our whole traditions
of research ethics have been situated in a

rel ati onship or an understandi ng which is focused on
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the subject as an individual, the human subject as an
I ndi vidual, and we have not really considered until
very recently whether any obligations accrue to the
comuni ties fromwhich subjects cone.

Now we di d have deep concerns that have a
| ong history about exploitation in the sense of
sel ecting subjects fromparticularly vul nerable
communities. Certainly that is right. There has been
that tradition for a very long tinme but here what | am
tal king about is let's assune that otherw se the
research is not exploitive. W then generally do not
tal k about obligations to the communities from which
the individuals' sit.

Now | am not saying that that is right. | am
just saying that it is kind of an interesting
observation that we have kind of turned this around
and one of the things that has occurred to ne a | ot
lately is that obligations to individual subjects nmay
stand in conflict with obligations to communities.

This | have heard very nuch from ny

col | eagues who do work in the devel oping world where
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they woul d be happy to construct a situation in which
the duties to the particular research subjects were
quite high. There is the obligations in terns of
provi di ng medi cal care during the course of the trial
or for sone period afterwards to the people who were
their research subjects was quite high

They woul d be quite confortable. In fact,
they would prefer it because of the human rel ati onal
demands | made reference to earlier. They would
actually feel nore confortable in a situation in which
they could provide very high quality nedical care to
t he people who are their subjects during the course of
the trial or even for sone period afterwards because
they have a relationship to themand they woul d prefer
t hat .

But fromthe perspective of constructing what
woul d constitute a fair deal you could see a situation
I n which soneone m ght want to propose, particularly
fromthe perspective of the health authorities of a
nation, a deal cut in which there is a |ower |evel of

benefit provided to a wder community, that is to say
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we extend the benefits not only to the research
subject but to the community fromwhich the research
subjects cone at the expense of the research subjects
who now receive |ess than they woul d have previously
gotten and how woul d we think about that.

| will stop there. Thank you.

DI SCUSSI ON W TH COVM SS| ONERS

DR. SHAPI RO Thank you very nuch for those
very thoughtful renmarks.

Let ne turn to the Conm ssioners for
guestions either for Professor Faden or Professor
Levine. Let nme turn to nenbers of the conm ssion.

Al ex?

PROF. CAPRON. One of the points that Bob
menti oned which is a standard part of the litany these
days is building up the capacity of the country and |
suppose that that -- both fromthe scientific and the
ethical side is an exanple of that kind of conflict
that you were just referring to because building up
that capacity may very well have benefits for the

country and its whol e popul ation but the i medi ate
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benefits are going to flowto the elite of the
country, the people who are, in addition to already
being professionally qualified as scientists or

physi cians, to have nore facilities available to them
to have nore opportunity to increase their know edge,
and their ability to do research who are already the
educat ed people who wll be the super structure of
that ethical review process and so forth.

And again | ask you is there any process?

Bob made sone passing reference to this being, |
suppose, a lawyer's approach but it does seemto ne
that we understand the dilemma here and it seens to ne
that no analysis of the dilemm is going to make it

di sappear.

The tensions that exist are going to be there
and so we are going to have to say in the end what is
a process which is nost likely to overcone that.

Stepping then fromthe context of the process
for review ng an individual research project to the
broader one of setting this framework, is there a

process which you believe is likely to yield results
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which are, in fact, ethically defensible and which are
likely to be accepted as such in ternms of this

bal anci ng whi ch you nicely pointed out to us of the
western -- the traditional orientation towards
obligations to subjects versus this nore anorphus
concern of obligations to community and country?

DR. FADEN: | agree with you that we have to
come up with procedures that we at |east think have a
reasonabl e Ii keli hood of giving us outcones we can
accept as ethically tolerable. | do not agree with
you that nore analysis mght not help us figure out
better what the process should | ook Iike.

PROF. CAPRON: | did not nean to say that we
shoul d not --

DR. FADEN: Okay.

PROF. CAPRON. -- analyze. | just have a
sense that that -- the tensions that we are talking
about --

DR. FADEN:  Yes.

PROF. CAPRON: -- are inevitable and, | nean,

| agree with Bob's comment. Wen the pill, the
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contraceptive pill, was first tested in Puerto Rico
there was no thought that this was -- the question of
unwant ed pregnanci es was uni que to Puerto Rico nor
that that would be the nmajor market for --

DR FADEN. Ri ght.

PROF. CAPRON: -- the pills once devel oped.
Right? | nmean, so | nean you can -- there are certain
categories of research but there are things where we
say, "Look, we are dealing with nmalarial research or
sonet hi ng. "

DR. FADEN: Sure.

PROF. CAPRON. O pandemic HV --

DR FADEN. Ri ght.

PROF. CAPRON: -- where there are countries -
- but there are going to be sone things that cone out
of it. You know, are we going to be inclined to take
the research over there? |I|f the short armor the
short reginmen, whatever it is called, the short
regi men of the --

DR. : Short durati on.

PROF. CAPRON: -- short duration AZT thing
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had wor ked spectacul arly, we would never have said,
well, we cannot now use it in the United States or
West ern Europe having discovered that it is --

DR. FADEN. As good as, yes.

PROF. CAPRON: -- has excellent outcones and
costs a tenth as nuch. But the thought was, well, we
have sonet hing that works --

DR. FADEN:. Right.

PROF. CAPRON: -- here and we have got to go
do sonething there because what we do for ourselves
will not work there.

DR. FADEN:. Let ne suggest at |east the
begi nning of an answer to the procedural questions.
am not sure how to do this any better than anybody
el se is and sone people, | think, have been ahead of
me on thinking through the practical procedural parts
by far but it seens to nme at mninmumthat we need sone
way of distinguishing both in ternms of guidelines and
procedural ly between the sort of structurally okay
background conditions for proceeding and the

particulars of a specific research project.
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Ri ght now we bundle the two. That is part of
the frustration, | think. W conbine the procedural
saf eguards, guidelines that ought to be in place to
addr ess whet her doi ng business in the Ganbia or Burna
or Thailand or Finland is okay or what needs to happen
to make it okay, including capacity buil ding
guestions, including questions of addressing hunman
rights.

A whol e range of issues that really have
nothing to do with the particulars of a special --
this particular trial that we are tal king about. W
need sone structure and procedure that addresses that
and then a related structure that goes proposed
research project by proposed research project.

Now whet her that can be -- you know, how to
arrange that into what the appropriate fora are, |
have got sone thoughts but they are very inchoate. |
woul d i magi ne that Bob has nore devel oped ones that go
alittle bit further.

You need, | think, both nore devel oped

gui dance than we have now about the conditions under
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which it is okay to do coll aborative research and you
want to then test context by context so it gets
conplicated but it is -- because in sone countries you
cannot even do this at the national level. You may
have to do it by the province or | nean think about a
country of the size of -- well, it matters a | ot what
country you are tal king about.

So you cone up with guidance that --
gui del i nes and standards and so on that wll help
around these -- what | have been doing is trying to
conme up with a distinction between the structural
consi derations, the structural and political
consi derations, and the traditional research ethics
guesti ons.

| am repeating nyself here, Alex. | actually
do not have any very particular things to say about
having set this up but what | do knowis the IRB
systemis not capable of handling this, that it has to
be internationalized, that it has to be set in the
host country or in collections of host countries, and

that we need to really radically alter how we work
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this through to help the investigators here in the
states as well.

DR. SHAPI RO. Bob, do you have sonething you
wanted to say on this issue?

DR LEVINE: Thank you.

First, let ne just say | did not say -- | did
not nean to inply that setting up procedural
safeguards was a | awyer's approach. | was saying that
setting up procedural safeguards is sonething that |
really probably did not need to explain to a | awyer
but the procedural safeguards that have been
established in the U S. and internationally, a |ot
nore than | awers participated in their devel opnent.

But | want to comment on the community issue.
Rut h Faden quite accurately points out that it is not
part of our tradition to consider obligations to the
comunity. There are several reasons for that.

| think it has a lot to do wth the fact that
I n devel opi ng gui delines and regul ations for research
i nvol ving human subj ects alnost all of the focus until

the md 1970's was on principles that we m ght cal
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respect for persons and beneficence, or autonony, or
wel | - bei ng, you know.

But it was in the md 1970's that we began to
take seriously ideas of justice and social justice.
You see the begi nnings of a devel opnent of a
responsibility to the collective in the National
Comm ssion's recomendations for research invol ving
prisoners.

They said, "You cannot do research in the
prison unless you do all of these things. You have
got to make it possible for themto have tel ephone
access, for themto have nedical attention, for them
to have private roons or solitary confinenent or
what ever . "

But this is the beginning. It is a very
rudi mentary begi nning. You see it devel oped nuch nore
fully in the children's report. You are not all owed
to use children for research unless there is a
reasonabl e expectation that the fruits of the research
will be of benefit to a class of people called

“children."
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Then we were rem nded even nore sternly in
connection with the devel opnent of the H V pandeni c.
Early on we began to realize that doing things that
seened to assist individuals mght inflict grievous
harnms on col |l ectives. For exanple, in the early
1980's saying that one of the risk factors for HV is
that you mght be fromHaiti. W w ped out the
Hai tian tourist industry overnight. This served as a
very strong wake up call.

Rat her than continue ny soliloquy I al so want
to say that now that we are sensitized to | ooking at
probl ens associated with dealings wth individuals
enbedded in conmmunities then we go into the devel opi ng
worl d and we find sonething that vani shed fromthe
United States probably towards the end of the 19th
Century and that is real conmunities.

These are people -- Robert Bella's
definition. They live in situations where the
boundari es between public and private life are
blurred. The doctor is not sinply sonebody in a white

j acket who you see for a half hour once a year to get
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a check-up. The doctor is also a nenber of your
religious organi zati on, marches side by side in the
parade, sonebody who has a spouse, children and so on.
That is what a conmunity is.

And as | referred to Robert Bella, he quite
aptly points out that in the United States,
particularly since World War 11, the notion of
communi ty has vani shed and what we now have is
lifestyle enclaves where there are very, very thin
sets of superficial rules and nothing binding people -
- you know, |ike residential suburbs but you do not
really know the other people in the suburb.

In any event, | think now that we are finding
sonet hing that could properly be called comunities in
the resource-poor countries it is having a great
effect on shapi ng our considerations and how to deal
responsi bly with them

Thanks.

DR. SHAPI RO. Thank you.

Ji nP

DR CHI LDRESS: Thank you, Ruth and Bob, very



10

11

12

13

14

15

16

17

18

19

20

21

58

much.
| amgoing to raise a two-part question. One

that is nore to Ruth and one that is nore to Bob. In

away | think it is a version of the sane question.

Let nme just start wth Ruth.

Rut h, you have focused on the rel ationa
nodel and setting in relation, and enphasi zed that as
one thinks through that it has to do not only with
psychol ogi cal factors but also from your standpoint
with noral significance as well.

And yet it is hard as we are thinking about
obligations to know sort of how to specify that
concern or sense for thinking about what researchers
or sponsors should do because you really state it nuch
nore in ternms of that sort of felt obligation as a
result of the standing in relation.

So ny question to you given that perspective
I's how one m ght go about giving nore specificity to
obligations is really in the context of setting out
the kinds of standards that we think should govern at

|l east U.S. participation in or conduct of research?
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Ckay. So that is ny view

Now l et ne put it to Bob the other way.

Bob essentially is focused nuch nore on the
kind of mnimalist rules that set a kind of floor, a
foundation for our work, but what | amnot clear from
Bob's standpoint is whether, for exanple, if we in the
U.S. are thinking about sponsoring or conducting
research, we m ght have sone sense that this is really
getting too close to exploitation even though it does
not really violate the standards that have been agreed
to internationally.

So I guess | would be interested in both of
you thinking fromyour own presentations today about
how you m ght relate those two di nensions.

DR, SHAPI RO. Ruth?

DR. FADEN:. | think your question, Jim very
much resonates wth ny struggles on trying to sort of
get clear on when | amthinking about obligations in
the context of concerns about exploitation and when
am t hi nki ng about obligations in the context of

consi derations about the subjects who are the people
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bef ore us.

The latter is easier. GCkay. The latter is
easier and there, | think, in terns of specifying the
nature of the obligation, I think at m nimum you
throw away the standard that says it is okay as | ong
as we do not | eave people worse off. That is not
adequate. Ckay.

That -- so that gets gone and that | think is
useful because at least in ny exchanges with people
when -- around these issues there are fol ks who hol d
out that that would be a mnimalist but sonetines
sufficient standard for considering the research
ethically acceptable.

So you have got to do sonething nore than
merely |l eave them no worse off than they were before
t hey becanme your research subject. Then how do you
specify the obligation further and there, of course,
they start to get a little lost but I would at the
very least begin to construct it in the context of the
nature of the research project itself and sone

research projects lend thenselves to nore avail able
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answers than others.

For exanple -- and this happens all the tine,
and | know Bob can speak to this as nuch as -- better
than | can actually, and that is there is often a very
felt sense that basic primary nedical care needs to be
provi ded during the course of the trial.

Now sonetines that is both a humane response
and a self-serving response because you want to keep
peopl e basically going during the course of the trial
but quite apart fromthe conbination of notivations
that lie behind it. There is very often a genuine
felt sense that basic nedical care needs to be
provi ded now -- basic primary nedi cal care needs to be
provi ded.

Now i nmedi ately we get into the standard of
care debate that | am sure you have had ad nauseamin
this group and we can begin to have those struggles as
wel |l but let's just start fromsaying that at very
m ni nrum you get rid of the no worse off than they
woul d have been ot herw se.

And then you nove up to sonething that speaks
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to sone understandi ng of basic primary nedical care
during the course of the trial that m ght also include
adequate nutrition, which is sonetines a

consi deration, and once again it is sonetines self-
servi ng because you want the subjects to be well
nour i shed.

It may al so include certain obligations with
respect to health education that is inportant to the
basi c well-being of the population that is the
research subject pool and it may al so include things
i ke child care assistance and transportation, and
thi ngs of that sort.

But | amnot doing justice to a conplicated

question. | want to go to the flip over for a second
before | get -- hear Bob's response.
On the exploitation question, | do not think

we know enough to know how to gui de people as to how
to think about whether sonmething is an instance of
exploitation or not to say nerely that it has to be a
research project that fits with the national

priorities and that it -- and the reasonable
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avail ability standard, | think, does not get us far
enough towards hel pi ng peopl e think through whet her
sonet hi ng constitutes an instance of exploitation.

| do not have any brilliant suggestions so
far. | have been working on it as to how to nmake that
nore specific or to provide it wth nore gui dance but
I know that one of the nore telling considerations has
to do wth questions of timng and that is when there
coul d be an expectation that whatever it is that m ght
be the benefits of the trial would be available in the
context of that particular country.

But nmy own thinking has gone nuch nore
recently in the direction of attenpts to set up
procedures that have to do with good faith agreenents
and under st andi ngs between the relevant parties before
the work proceeds that specify what woul d constitute
an acceptabl e nonexploitive context sufficiently
detailed -- with sufficient detail so that you would
know i f you had fail ed.

My big concern is that we end up with sort of

gui dance of people say, oh, yes, this | ooks well, and
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then the guidance i s so anbi guous, so unspecific that
afterwards truly reasonabl e people coul d di sagree
about whet her the standards had been net or
expl oi tati on had occurred.

Somehow we need to have agreenents in place
I n advance that are the kind that | end thenselves to
an interpretation afterwards as to whether they have
been satisfied or not.

PROF. CHARO  Excuse ne.

DR. SHAPIRO Alta, we will get to you in
just a second. Ckay?

DR. FADEN. Hi, Alta.

DR. SHAPI RO Bob, and then Alta, who seens
to be getting anxious, and Bernie and Arturo and then
Ruth wants to say sonething al so.

DR. LEVINE: As | understand the question to
me, it has to do with whether or not you could follow
all the rules and still be exploiting people and that
IS -- 1s that it, JinP

DR. CHI LDRESS: That is part of it and that

IS whether we m ght have a sense of self-inposed
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obligation or ideals that would | ead us to say, well,
just follow ng those rules we have agreed to
internationally would not be sufficient for our
under st andi ng of what woul d be appropriate noral
participation in international research.

DR. LEVINE: | think we have to recognize the
limtations of guidelines. | mean, you can specify
certain types of behaviors that you hope people, in
general, wll adopt and adhere to but | have yet to
see a coherent set of guidelines that says, "And while

you are followng all these rules it would behoove you

to be decent people.” Virtues do not fit well into
regul ati ons but one -- | think an awful |ot of what
Ruth is tal ki ng about has -- when she tal ks about such

t hi ngs as good faith agreenents, we do hope that the
researchers will be people of good faith but we cannot
regul ate that and we have to be alert to the
possibility that sone are not.

| think, also, we have to keep in mnd as we
devel op all of our guidelines to protect people in

devel opi ng countries fromexploitation that this cane
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out loud and clear in the 1993 version of the Cl OVB
I nternational Ethical Guidelines.

What came out even nore |oud and clear |ater
was the people fromthe resource poor countries that
say, "Were do you get off treating us so
paternalistically? W have read your guidelines and
we are alarmed by the fact that the guidelines for
dealing with us are remarkably simlar to the
gui del i nes you devel oped for dealing with children.
Maybe we are in the best position to determ ne what
sorts of research can be done in our countries and
under what circunstances."”

| agree with Ruth that -- Ruth Faden that
Cl OV5 does not go far enough. That is unm stakeably
true and in recognition of that we are engaged in
revising it to go a little further although | expect
we still wll not go far enough.

Ruth is concerned about a standard that says
do not | eave people worse off than you found them |t
is an inportant criticism That should not be the

substantive standard for justification of research
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The statenment in ClOVS that you should not |eave
peopl e worse off than you found themis enbedded in a
docunent that says there are certain ways that you
must | eave people better off. You have to contribute
to capacity building. You have to do this and that
and the other thing, and incidently do not |eave them
wor se of f.

What did they have in mnd? WIlIl, one thing
they had in mnd was, as Ruth put it, you set up a
program during the conduct of research to provide
health care for the popul ation you are drawi ng on for
research subjects and when you set up this program
that the resources that the host community previously
put into health care are depl oyed el sewhere. The
researchers are taking care of our health care.

And then at the end of the project the
researchers go hone, the health care facility, you
know, begins to |look Iike a Walmart in a shopping nal
that i s abandoned, and they have no resources at al
for health care. That is one of the things that

sponsors are exhorted to keep in m nd when they are
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adnoni shed not to | eave people worse off.

One final point, and that is the issue of
good-faith agreenents. All of the obligations for
sponsors in the CIlOM5 docunent are stated in the form
of prima facia rules that here is what you ought to do
unl ess you can find an ethical reason to do sonething
el se and in the docunent it says because there can be
uncertainties or differences in people' s expectations
it I's necessary before you begin the project to reach
agreenents as to how you are going to interpret this
standard or that standard.

Thi s has becone greatly strengthened in the
U.N. Al DS gui dance docunent. | am assum ng now t hat
It 1ooks somewhat simlar to what it |ooked Iike |ast
time | sawit. They talk about what | think is a very
val uabl e, not nmerely conmmunity consul tation but
communi ty col | aborati on where everybody is involved in
devel opi ng everything fromthe scientific design to
the obligations for capacity building right fromthe
earliest phases of devel opnent of the program

Thank you.
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DR FADEN. My | --

DR. SHAPIRO Ruth, yes, if it is short. W
have got a |l ot of comm ssioners who want to speak

DR. FADEN. Let ne just -- two things really
qui ckly. | do not want to sort of offend Bob by
knocki ng the | eaving people no worse off in the
follow ng historical sense: It is very inportant to
recogni ze the history as he has indicated it and,
I ndeed, there have been unfortunately situations in

whi ch peopl e and communi ti es have been |eft worse off.

The problemis that in enphasizing do not
| eave people worse off it sonetines stops there and |
was not referring one way or the other to howto
interpret CIOVS but rather to the recognition that
t hat has now been burned in people's mnds in many
respects in the international context to the extent
where it seens to take care of everything as |ong as
we do not | eave people worse off when we | eave the
country, |eave them sonehow with their infrastructure

devast at ed.
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VWhat | amtrying to do, and then just let ne
just articulate this one nore second and then | wll
take the comments, what | amtrying to do is find a
way to think through how to separate questions of
capacity building and infrastructure and human rights
at a general level. The duties that fall into that
category really cannot be worked out research project
by research project.

| nmean, if | had nore tine | would tal k about
I f you want to sort of think through what the ethics
of rich countries doing research with poor countries
really require. It requires sone transfer of
resources fromrich countries to poor countries that
has to occur in a coherent and coordi nated sense that
Is separate fromthe review of the particulars of this
research trial and that clinical trial, and that drug
st udy.

And | think part of our problemin not being
able to nove forward in the ethics of international
research is we have not unbundl ed, we have not

recogni zed that you cannot solve the structural parts
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of the noral problemby a review process that goes
proj ect by project so that is what | was trying to
articul ate.

DR. SHAPI RO  Thank you.

| now have an even |onger |ist of
Comm ssi oners who want to speak so I wll ask
everyone, if they can, to keep their remarks as short
as possi bl e.

Alta, et me turn to you fromfar away.

PROF. CHARO Ckay. Harold, | amsorry. It
Is hard to let you know | wanted to get put on the
list without interrupting people.

Very short questions, one for each.

Bob, with regard to the placebo contr ol
trials, the exanple that you gave of the 076 trials is
one in which the "best avail able" therapy or standard
t herapy was unworkable in that country but one can
I magi ne situations where you want to test a new
I ntervention as against a standard approach that is
avail abl e but scientifically it is nore efficient to

test the new approach agai nst a pl acebo.
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Are you suggesting that in general the
interests of scientific efficiency should permt such
pl acebo control trials in these resource poor
countries under exactly the sane kinds of rules that
we use here in the United States or in other devel oped
countries or is there sone kind of m ddle ground here
about when pl acebos are appropriate and when the
deni al of standard therapy is appropriate?

DR. LEVINE: Should | answer and then she
will ask Ruth a question?

DR SHAPI RO. Yes, please answer that.

DR. LEVINE: Alta, thank you. If I could
have planted a question | could not do better.
think that the relevant standard for any clinical
trial is the standard that is called "clinica
equi poi se." However, | think the standard of cli nical
equi poi se properly applies only in trials where there
Is a chance of injury to the research subject if the
research subject is deprived of standard therapy.

That is why | amable to defend the standard

I n devel oped countries and industrialized countries of
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doi ng pl acebo controlled trials of anal gesics, of
antianxi ety drugs and so on.

So | would say that if you are working in a
resource poor country and there is a standard therapy
available in that country and you want to do a
clinical trial that you could not justify the use of
pl acebo on grounds nerely of efficiency. You would
have to neasure up to the sanme standards that apply in
an industrialized country and that is you can use the
pl acebo control if this does not expose the control
group to nore than negligible risk of enduring injury.

PROF. CHARO Thank you.

DR LEVINE: Thank you very nuch

PROF. CHARO And second, and | appreciate
your patience with ne, Ruth, on the question of the
definitions and understandi ngs of exploitation, | am
sure you are famliar with the witings of Werthei mer
and ot hers who have suggested that an inportant
element to this is to evaluate the justness of the
background conditions that create this power

i nbal ance.
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In other words, a slave owner who says, "I
will stop beating you if you will perform sone
terrible task" is exploiting a slave even if that
terrible task is better than the beatings because the
background condition is one that is fundanentally
unjust and was, in fact, created by the very slave
owner who is now using that as |leverage to create a
situation where a deal that, you know, is in the
short-term better for the slave is nonethel ess viewed
as unj ust.

So it strikes ne that it is very hard to
descri be our notions of what is fundanmentally
exploitative and, therefore, ought to be avoi ded at
all costs or at |east ought to be mnimzed to the
extent possible w thout actually addressing the degree
to which those of us who are fortunate enough to live
in the industrialized world want to take on sone
noti on of nmoral responsibility for a wong and that
wrong being the phenonenal inequity in financial and
heal th resources across the worl d.

If we think about it as sonething that is
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fundanmental |y unjust or partly our own responsibility,
it would make for a very strong argunent that we
shoul d be doing as little research in these settings
as possible even if it is in the short-term advantage
of the participants or even of the country.

DR. FADEN. Alta, let ne --

DR. SHAPIRO Do you want to press your
butt on?

DR FADEN. | amsorry. | forgot to press
the red button. Ckay.

The two pieces in that way of anal yzing
exploitation, | think, the way you have said it -- the
way Wertheinmer sets it up, the way it is set up
generally just make the noral |ife conplicated but
conplicated in a way we cannot avoid. | guess where |
am going on these issues is to the first part as you
set it up. Are the background conditions unfair?

Yes. (Kay.

So then where all of the problemlies is on

the second question if you use your slave owner

exanple. Do we stand in sone way |like the slave
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owner? Do we have any responsibility for the

i ncredi ble mal di stribution of wealth and power in the
worl d? And | do not see how the answer cannot be yes

but let's assune if you set it up and said, "Well, no,
no, this is not ny responsibility. W are just trying
to do a research project,"” it seens to ne that is to

i gnore sone of the nost basic noral truths of the way
in which the world is set up at the nonent.

What | do not buy is your conclusion, okay,
that the response should be that we ought, therefore,
not to do any research in the devel oping world because
to do any woul d be obviously exploitive since the
background conditions are unjust and since we bear
sone noral responsibility for themwe, therefore -- |
mean, the logic of that does not work for ne and this
Is why it does not work for ne.

There -- to not do research in the devel opi ng
worl d would be in a sense to perpetuate and to w den
the gap in inequality between the wealthy and the
poor, between the advantaged and the di sadvantaged in

the world. That is what nekes this whole thing so
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idiomatic (sic). If it was sinple, if we could sinply
say, "Yes, the background conditions are unjust; yes,
we bear a responsibility. Therefore we should not

t ake advantage of them" the answer is, yes, it is
done. We just do not do any research in the Third
Wrld. W do not get involved in any way. W may
have ot her obligations but we certainly do not do that
but, in fact, to pull out would be only to wi den the
gap in, for exanple, |life expectancy and quality of
life and health between the poor and the rich which we
ought not to do.

So now t he probl em becones how do you
construct conditions under which it is ethically
acceptable given the fact that the background
conditions are unjust and we bear responsibility for
t hem - -

PROF. CHARO. Ruth --

DR. FADEN. -- to proceed.

PROF. CHARO. -- | amsorry, Ruth, but I
really did not nmean to suggest that you never do

research in these countries but what it really was
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| eading to was a kind of skepticismwth which al
these research proposals are approached. WMany of the
conditions that Bob Levine was outlining begin to
address how one woul d answer that skeptical approach.

That is you start by saying, "Wiy in the
world are you doing it there? Prove to nme why you
have to do it there. Prove to ne why you have to do
it this way and only if you can prove that to ne are
we going to approve this." So it is not that you
never do it but that you do it with skepticism

DR. FADEN. That is, of course, right. That
I's, of course, right but I would say that that is not
sufficient. | think that if we are really going to
address the problem of how to proceed norally given
the whol e anal ysis as you have laid it out there has
to be -- and this is the part that is the nost
difficult politically to go forward with -- there has
to be transfer of resources. There has to be a way to
begin to address at |east for those elenents of the
structures of governnents and societies that bear nost

directly on research invol ving human subjects and on
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narrowi ng the gap in health and burden of disease
around the world there has to just be nore transfer of
resources in addition to a careful scrutiny research
proj ect by research project.

PROF. CHARO  Thank you.

DR. FADEN: Now whet her that conmes fromthe
private sector or the public sector or sone
conbi nati on those are very, very |large questions but
to pretend as if we are not supposed to speak to those
I ssues because that is technically not part of the
paradi gm for research involving human subjects is, |
think, utterly inappropriate.

DR SHAPIRO. Ruth, that is the Ruth up here?

DR. MACKLIN Yes. | want to thank you both
for the presentations and | have a brief question for
each but | did want to also thank Ruth Faden for
poi nting out that the question which we franmed did not
make the distinction between researchers and sponsors
and their obligations, and that nmay partly be because
there was an assunption, possibly wong, that

researchers thensel ves would not have the resources to
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be able to provide sonething followng the trial but
sponsors surely could so perhaps it was ill-framed and
we failed to make the distinction.

My question to -- let nme ask Bob first just
in this order. You endorsed or appeared to endorse
the Cl OVS provision that suggests that the successful
products or results of the research shoul d be nmade
reasonably avail abl e and, indeed, you used that --
followi ng the research you used that as one of the
justifying conditions for doing the research.

Coul d you give us your view of what --
el ucidate briefly how you see reasonably to be
understood in that sentence?

And I will just ask Ruth because nmy question
Is brief also.

You referred at several points to human
rights. \When you were tal king about the background
conditions you referred to exploitation, et cetera.
You referred to human rights. Are you in speaking of
human rights talking in the somewhat narrow but

literally correct sense of the human rights that



10

11

12

13

14

15

16

17

18

19

20

21

81

appear and exist in the human rights instrunents

around the world or did you nean nore broadly the way

people tend to throw the terns around these days?

And i f you neant

it in the narrow because you

al ready nodded that you did, it would hel p us perhaps

not at this neeting but naybe if you are willing to do

alittle nmore work for

us to point to the specific

i nstrunments and the provisions in themthat you think

are relevant to the human rights questions.

avali
want

wi |

will
gi ve

Capr

DR. SHAPI RO  Thank you.

Bob?

DR. LEVINE: What
| abl e?" | do not know.
to say that those who

not .

do we nean by "reasonably
| should stop there but

know me well know that |

| think this is going to be a judgnent that

have to be worked out

contextually but let nme

you a scenario that Ruth Macklin and | and Al ex

on sat through, and that is what happens when you

have a vacci ne devel opnent programwhich is carried

out

in nultiple countries,

and you m ght do the Phase
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| studies in two or three countries, and you m ght do
the Phase Il studies sonewhere else, and you m ght do
the Phase |1l studies sonewhere else, and at the end
of the day your vaccine does not work.

And then let's say you di scover another
vaccine and you try it out and repeat the scenario in
three separate sets of countries and this tinme the
vacci ne works.

To whom nust this vacci ne be nade reasonably
avail abl e? Just the people who participated in the
successful one or all of the people that participated
in the full program of devel opnent nati onw de or what
about the countries that were not invited to
participate in this?

Let's say you carry it out in the Ganmbi a but
you do not carry it out in Cote d' Ivoire or sone other
pl ace i n the nei ghborhood. Wy should the citizens of
Cote d'lIvoire be punished because they were not
selected for participation in the trial?

And when | say | do not know the answer to

your question, that is just one of the reasons that |
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do not know. Thank you.
DR. SHAPIRO Ruth, do you have any further
conment on --
DR MACKLI N:  No.
DR SHAPI RO. Okay. Thank you.
Ber ni e?

DR. LG | want to thank both Bob and Ruth

for their really useful presentations and | would |ike

to ask Ruth if she would be so kind as to wite up her

remarks and let us read them There is a lot for
t hought there. | know they are prelimnary but |
think it would help us to --

DR. : W get a transcript.

DR LO Well, | nean, | have read
transcri pts and sonehow they do not quite seemto
catch the intellectual --

DR FADEN. Bernie, | wll nake you a deal.
You give ne the transcript and | will work on it.

DR. LO  Ckay.

DR. FADEN. How woul d that be?

DR LO  Ckay.
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DR. CASSELL: It is just as hard as starting
from scratch

(Laughter.)

DR LO But let nme --

PROF. CAPRON:  You can revise and extend your
remar ks.

DR. LO -- both of you have been hel pful in
sort of giving us an appreciation of how even nore
conplex it was when we first started thinking about it
and | think you have both pointed out the sort of
paradoxes and contradictions, and inherent tensions in
what we are trying to do.

| want to sort of pursue that wwth this
noti on of what do we owe subjects |eaving aside the
communities for a while because one of the things that
seens to happen is that there are lots of different
strands that go into that and one strand is the
obligation researchers feel as physicians to do | ess
than they would be doing if they were jetted back to
their honme clinic in the U S.

Anot her has to do with sort of a hunmanitari an
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response to, you know, inequity, suffering, poverty,
whatever. It seens to ne what you do as part of the
clinical trial to the control group has inplications
for whether the trial is interpretable as being

rel evant to the problens of the host country.

| nmean, you could give interventions to the
control group that would help thembut it would change
their quality of care so substantially that the
results would no longer apply to the conditions -- the
basel i ne conditions in the host country.

And, you know, | think there is an argunent
to be made that that is exploitation in the sense that
you have not answered the question that would help
them and that does not seemto ne to satisfy, Ruth,
the relational drive to do sonething for the people
you have conme in contact with and interacted wth.

| wonder is there nerit to thinking about
trying to do the -- to fulfill your relational
obligations in other ways? And it nmay be educati on,
public health, things |ike that, building

Infrastructure. But to try and separate that out from
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providing clinical care, which nmay sabotage the very
scientific nmerit of answering a question that w |
make a difference in the host country.

DR. FADEN:. Bernie, your point is well taken
and, in fact, we have -- | have worked with coll eagues
on exactly that kind of tension and, of course, we
have this history in the United States as well.

You know wel | the controversy years back
about whether to provide safe sex education in the
context of HIV vacci ne devel opnent trials where we
were struggling between on the one hand we ought to be
advi si ng people and they are our subjects especially -
- we have a special relationship with them and we
ought to nmake sure that they understand about safe sex
practices but on the other hand if we sl ow down the
rate at which they are going to acquire the infection
as a consequence will be able to attend and understand
whether it is the vaccine or the behavioral practices.

DR LO But the difference in efficiency
versus making the results --

DR. FADEN: No, | understand. | amjust -- |
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understand that, in fact, the inplications for the
trial and the interpretability of the results would be
different but sone people argue that you mght, in
fact, have such a change in behavioral practices that
it would look Iike the vaccine was protective or the
people -- if, in fact, the groups sonehow responded
differently to the educati on.

But, yes, that is why | think it is very
problematic in terms of interpreting what exactly --
when Ji m asked ne the question about specifying what
it would nean to | eave peopl e sonehow -- sonet hi ng
beyond no worse off than when they started and in sone
contexts it may be that the way that has to be
expressed so as to have neani ngful and useful results
to the country in which the work is being done is to
extend care understood nore broadly than in nedical
care at the same tine.

And | know you have heard this from
I nvestigators or physicians as well, | have heard you
say it, it is very hard in the context of basic

primary care not to provide it even if the background
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conditions are that, in fact, basic primary care is
not wi dely available and that may have sonething to do
wi th that other question that | was raising or that
ot her precondition, you know, ought we really to be
going in and doing research in contexts in which even
the nost basic primary nedical care is not avail able.
And should we not first at |east have transfer of
resources sufficient to ensure that that is the case.

So there are other responses to that like in
the way Alta phrased it, do we have to go where, in
fact, not even basic primary nedical care is sonething
that is -- can be considered avail abl e enough that it
woul d not ness up the trial to nmake sure that during
the course of the study everybody gets it.

DR LG  Thank you.

DR, SHAPIRO  Arturo?

DR BRITGO |, too, have sone questions that
-- the sane type of question Ruth Macklin asked you,
Bob, about reasonably available in the readi ngs and
the question that Ruth had rai sed before has given ne

sone trouble but thank you for being so candid in
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saying that you also have difficulty in how you define
t hat .

This question is related to that but it is
really for Ruth Faden. In theory, | agree about the
m ni mal i st view about no worse off and how i nadequate
that is. Wen we are tal king about naking things
avail able or what is offered to the individuals, not
the comunities now, | would be concerned about at
what point -- and see what your thoughts are on this -
- at what point does it becone coercive in and of
itself to prom se sonething to individuals in a
resource poor country.

DR FADEN. | think there is probably -- for
every tough question in this area -- a point where you
hit that double edge sword and this is one of them
One response that | often nmake to that challenge is
the odds are that however you set it up, in many
contexts there is not going to be a good reason to
refuse. That is to say in many research projects, in
fact it is a nonissue because even if you do not do a

whole ot it is kind of attractive to be in the
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research project.

So you start with that recognition which is
why for so long now | think people have argued that
focusing on individual consent will take you not very
far towards addressing the noral problens that these
ki nds of research projects raise. That is not a sort
of conceptual or theoretical response to your problem
You certainly could bunp up against it.

What | am saying is you are usually already
there. You al nost always start out in a context in
whi ch unless the trial is very noxious or the people
are very callous there are good reasons to participate
In the research project fromthe perspective of the
self-interest of the individual subject in many cases
al ready.

DR. SHAPI RO  Thank you.

Let me turn to Eric now Eric?

DR, CASSELL: | nust say that as a clinician
| al ways thought the best case of all was one where
you could not figure out the answer what was w ong

w th sonmebody and | am not nmuch clearer so | think the
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| ack of clarity alone nakes ne cone to a concl usion.
I do not know very nuch about nost of the countries in
which this kind of work is done but | do know one
foreign country in which research would have been just
as problematic as it is as say in Cote d'lIvoire and
that is the 1950's United States.

If we were in 19 -- in whatever this is

cal l ed, "ought-ought," and goi ng back 50 years and
saying, "Well, how would you do research in that
communi ty when the standard of care was this and so
forth."

well, we would have a |lot of trouble with it
and, in fact, people did have a |lot of trouble with it
and the ideals that were set forth did not seemto
wor k very well and yet they were ideals and they were
held out. And then gradually a system was devel oped
so that the popul ati on becane understood, both
research and investigators understood what the ideals
wer e.

And then we finally got to where we are now

over a 50 year period so that when we go into another
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country and expect to use our standards of research in
that other country we get to -- it just does not work
and | am pushed nore and nore to what Bob Levi ne says
about depending on the people in the country where the
research i s being done.

And al so understanding that they, too, wll
be educated over the course of this just as this
strange country of 1950's United States becane
educated if | amtold how great the inequities are,
how fundanental injustice is present in those
countries and that the fat cats who are making out in
this research. Well, | cone froma country that
cannot provide nedical care for one quarter of its
popul ation so | amnot too noved by lack of justice in
ot her countries being a reason for us not to do things
but | do see this as sonehow whatever we do has to set
in notion the solution down the |ine.

| cannot hear the two of you cone to anything
wher e nobody knows nore than the two of you. Comng -
- well, that is okay. Maybe sonebody does but | do

not know t heir nane.
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(Laughter.)

DR. CASSELL: And the two of you cannot cone
to an ideal that -- you know, that you find no
exceptions to so if that is the case that is the
answer. Wiat, in fact, do you do in the face of such
uncertainty and what we nostly do in clinical settings
Is try to do no harmfor the period of tinme when we
know not hing and set in notion sonmething that will get
time to pass and build know edge?

DR. SHAPI RO  Thank you.

DR. LEVINE: WMay | respond very briefly?

DR. SHAPIRO Very briefly.

DR. LEVINE: | want to take exception to only
one word and that is "ideals.” | do not think that
gui del i nes, regul ations, ethical codes are a good
vehicle for expressing ideals. Mny of the docunents
devel oped in the past express ideals that we hope w il
aspire to and perhaps achieve in Eric's 50 year span.
However, your guidelines have to be practical
statenents of what you expect people to do today. |If

they are put as ideals everyone knows you cannot do it
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so it licenses the investigators to pick and choose
whi ch ones of your guidelines they want to foll ow.

Thank you.

DR. SHAPI RO  Thank you.

D ane?

DR. SCOTT-JONES: | have a question for Bob
and a question for Ruth.

Bob, you shared with us an anecdote about a
person from a devel opi ng country who found our
i nternational regulations to be paternalistic and your
coment pronpted ne to think about how nuch we are
m ssing the voices of the people in the devel oping
countri es.

In our next nmeeting we are schedul ed to have
a researcher fromHaiti and a researcher from Brazi
to speak before us. | was wondering if you have
t hought s about how we m ght becone nore aware of the
vi ews of people from Sub-Saharan Africa and ot her
parts of the developing world. How could we do that
efficiently and effectivel y?

DR. LEVINE: Efficiently and effectively.



10

11

12

13

14

15

16

17

18

19

20

21

95

One of the problens we have is that Africans are just
i ke us. Many of them have their own political
agendas. One thing we found early in this

I nternational business was that very often we got
people comng to us to advise us on the devel opnent of
gui delines that were thenselves entirely too
west er ni zed.

| have sat through a lecture froma nman from
Nigeria we tried to persuade us that the standards in
Lagos are about the sanme as they are in London with
regard to infornmed consent.

You have available to you a wonderful
resource called Ruth Macklin who has spent a | ot of
time figuring out who can speak credibly fromthese
countries and | would defer to her. | also have ny
own little address book of favorites but these overl ap
to sone extent.

DR. SCOTT-JONES: (kay.

DR. SHAPI RO. Thank you.

D ane?

DR. SCOTT-JONES: M question for Ruth is



10

11

12

13

14

15

16

17

18

19

20

21

96

simlar to the question that Alta raised.

| was wondering, Ruth, if you think there are
I nstances in which a devel oping country is sinply too
poor to justify research being conducted there when a
nmore humane response fromthe devel oped world woul d be
to work on the food supply, the water supply, vaccines
for children and ot her aspects of well-being in those
countri es.

DR. FADEN: Dependi ng on how you set your
hori zons, near-termor long-term it may always be the
case that the nore humane response fromthe wealthy
nati ons woul d be to spend resources right now on
i ndicators of illness and disease. It m ght always be
the case to take the way you have set it up that if
you were to look at least in ternms of short-term
consi derations that the nore you -- your main response
woul d be to transfer the dollars in the formin which
the countries could use the resources to reduce the
dramatic differentials in life expectancy that exists
there relative to here.

So that, | think, is a problem It is a part
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of the deep problem of the whole structure. Now that
takes a short-term horizon. You will imrediately --
this again depends on your sort of -- how you think
about what justice requires and whet her you take
account of obligations |ooking towards the future and
if you are in -- if you take those obligations
seriously and if you also are concerned about
ultimately -- | have to be careful here or | wll
start to use the buying nore disability adjusted life
years form of anal ysis.

But if you are, in fact, thinking in those
terms as | do in a lot of the work that | do now, you
m ght end up buying nore lives over tinme by investing
in the right kinds of research that could result in
the right kinds of interventions for even the poorest
nation.

So |l think it is even nore problematic than
you have tagged it. It is not only the poorest of the
poor countries that raise this problem of whether we
ought to better spend whatever noney we want to

transfer.
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It is also nore conplicated, however, by the
fact that when we do invest resources in research in
the developing world it is sonetines, as Al ex has
poi nted out, for a global set of considerations. That
I's where the health benefits are expected to benefit
everybody. GCkay. Not only the people in poor nations
but the people in wealthy nations.

In sone cases it is with an eye towards
benefitting primarily or perhaps only exclusively,
given the target diseases, the people who live in the
poor est nations.

And anot her part of this mx, which is
sonething that is so conplicated to address with
respect to the ethics of international research, is
| ooking at the portfolio. How much of what we spend
in the north and west, we spend on research focusing
on illnesses and di seases and causes of health burden
that we have that are terrible pressing concerns in
t he poor and south nations of the world.

DR. SHAPI RO  Thank you.

Laurie, do you have a question?
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DR. FLYNN: Yes. | want to ask you to think
for a nonent about community in just alittle
different context. Not so much the physical
community, the location, but community in the sense
that many of us in health advocacy think of it. Those
who have shared a particul ar health experience or
chal l enge or those who are struggling wwth a specific
i1l ness.

In this nation we have a history of not for
profit organizations that have taken a lively and in
many ways effective role in shaping research agendas
and chal I enging research paradigns and in being a
sust ai nabl e advocacy voi ce and, indeed, are in many
ways part of the consultation process that goes on as
we t hi nk about these issues.

| am wondering if there has been any
experience in this kind of participation of those who
are nost directly involved with illnesses and risks in
t he devel opi ng nations and whet her that m ght present
a potential strategy as we think about strengthening

the ethical infrastructure and the ability to continue
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to nonitor the justice and social goods that we
believe we are fostering as we nove into these
countries wth conplicated research projects.

DR. FADEN: Is that for -- that is for both
of us?

DR. FLYNN: Yes. Either -- | did not know
whet her you could both comment or --

DR. LEVINE: Well, | did not nean to inply
that the idea of comunity, as Laurie puts it, as
understood widely in the United States is not an
inmportant thing. It is just different fromwhat the
term"community" was intended to nean originally. It
Is collectives of people who have common i nterests.
think they are extrenely inportant in the United
States in providing sound advice on shaping public
pol i cy.

| am not aware that we have any wel |
devel oped advocacy organi zations in nost of the
resource poor countries right now |f anyone is aware
of such -- of sonething that let's say is the

equi val ent of NAM in Sub-Sahara and Africa | would
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| i ke to hear about it.
Thank you.

DR SHAPIRO. Ruth, do you have a comment ?

DR. FADEN: | do not think | have a base for
being able to comment on that. | just do not know.

DR. FLYNN: | guess if | could just -- if |
could ask and then followup with Bob. | amnot aware

that there are such organi zations around any set of
i1l nesses, including AIDS and others. M/ question --

(Si mul t aneous di scussion.)

PROF. CAPRON: In AIDS there is.

DR. FLYNN: Yes, but again | realize -- but |
am not sure how legitimte they are the voice of the
I ndi viduals in some of these nations. But even
granting that that may have happened, is there a sense
that that kind of involvenment across sone of these
other areas is comng, is being seen as another way to
strengt hen the bal ance fromthe concerns about ethical
designs and ethical conduct. | am struck by how
little we hear about this and | have checked with

col | eagues representing other chronic and life-
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threatening illness and they just are not aware of any
recognition of the role these organi zati ons can play
over tine.

DR. LEVINE: | can tell you that there --
certainly the people who are participating in
devel opi ng these international docunents are aware of
the inportance of such things in the industrialized
countries and | trust you all know that there are
strong voi ces throughout Europe on a variety of these
speci al diseases that link them or interests in
specific diseases that |link them

| think the way | see in the international
docunments, and now | have to exclude Hel sinki, but in
the U N. AIDS gui dance docunent and in Cl OVS you see
sonet hing that used to be called comunity
consultation but it is changing its nane as well.

That takes into account involving all of the inportant
voices in the area in which the research is to be
carried out and one of those -- and it specifies
people who are interested in the disease, people who

are potential -- in the potential target popul ation
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for the devel opi ng new product and so on. This then
woul d enbrace the advocacy groups for these specific
pr ogr ans.

DR. SHAPIRO Ruth, do you have --

DR. FADEN: No.

DR. SHAPIRO Larry, did you have anot her
question? This wll be the |ast question.

DR. MIKE: Dr. Faden, | am sure you do not
mean it in the sense that | amgoing to start off with
so |l would really like to -- and naybe you can provide
sonme comments | ater on but one of the problens |
al ways have when we are faced with difficult problens
IS people rephrase it as an even nore difficult
probl em so you cannot do anything about it.

And that is sort of the sense | get when you
tal k about, well, you know, here we are tal king about
clinical research in devel oping countries and part of
your answer is that, oh, we have got to really
I ncrease our foreign aid budget or change the whol e
structure of the country if we can even get serious

about clinical research in these countri es.
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| am sure that is not what you nean and |
would -- no, | nean, yes, but -- but it gets us
nowhere in terns of -- you know, you cannot say, okay,
we are going to put foreign aid nonies into the NI H
budget and they are going to go ahead and do it. That
iIs atotally inpractical solution

So | would be nore interested and perhaps you
cannot give it to me now but |ater on about what do
you nmean when you tal k about increasing resources to
these countries in a sense about linking it to sone --
In some practical means to the objectives around which
we are discussing it?

DR. FADEN: The criticismis fair and | have

been accused of that before and it is fair. | nean,
the way -- but the response cannot be shall we throw
our hands up and we cannot -- | think what | -- the

only part of your characterization of ny remarks that
I woul d take exception to was the chronol ogy that |
woul d hold up research in the devel oping countries
until we have the kind of redistribution that | think

needs to be in place.
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It is just that it cannot -- it has to work
together but here is what | think is nore practical
about what | am kind of -- what | am-- you know, in
an inchoate way trying to propose that it is certainly
not realistic to look at NIH or | ook at Novartis or
| ook at the European -- |INSERM (phonetic) in France or
what ever organi zation, private or public, and say,
"Ckay. You now bear the burden of transferring huge
anmounts of resources so that we can bring the standard
of living of people in the poorest countries up at
| east to sonething that we do not have to be so
i ncredi bly ashanmed is currently the case.” But it
I's, | think, reasonable to address the question of the
ethics of international research in structura
questions in this respect.

| think we can | ook at -- and | am repeating
nmyself here -- the fact that the infrastructure sorts
of responsibilities with respect to both scientific
Infrastructure, health infrastructure, not for the --
not in the grand sense but relative to clinical and

bi omedi cal and public health research, and with



10

11

12

13

14

15

16

17

18

19

20

21

106

respect to ethical and social review

Those obligations to have the transfer of
resources, and that is not just noney, it is also in
ternms of other kinds of resources, educational and
ot herw se, that has to be thought through and it has
to be thought through and delivered not research
project by research project.

Okay. Maybe it is region of the world by
region of the world. Maybe it is nation by nation and
there is sonme nove in that direction if you | ook at
what the Fogarty Center at NIH, for exanple, is doing
in terms of beginning to invest in the training of
I nvestigators abroad in research ethics. That is one
little exanple. It is not tied to a particular
research project but you could, in fact, redirect
resources both fromthe private sector and public
sector thinking of this as -- you know, it is the sane
i nfrastructure, whether it is a particular HV
clinical AIDS trial or it is, in fact, |ooking at
schi st osom asi s.

Basically you want to nmake sure that the
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country has the infrastructure to be able to deal wth
both the ethics and the science of the project and
that -- those kinds of transfer of paynents need to be
happeni ng now.

DR MIKE | guess then the rough anal ogy
woul d be I'i ke how NIH woul d fund clinical centers.

DR. FADEN:  Yes.

DR. MIKE R ght.

DR. FADEN: Yes. W need to be devel opi ng
nodel s that are sonething like that that begin to
recogni ze that the problemis nore conplicated than,
okay, we got this research project, we got to | ook at
the ethics of that research project, and we have got
to decide whether it is ethically acceptable or not.

It 1s just not that sinple.

DR. SHAPI RO  Thank you.

First, | really have two things. | want to
not ask a question since we do not have tinme for it
al t hough I have many on ny mnd but | want to first of
all thank both Ruth and Bob. Your help here this

nmorni ng has been great as well as stinulating and very
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i nformative, and | want to thank you both for taking
time out of your busy schedul e.

| would |like to nake, however, two commrents.
One is that virtually all the discussion this norning
has concerned international research in imagining a
resource rich versus a resource poor country and just
fromthe perspective of the comm ssion | think that
sone tinme during our deliberations and the report --
it is something | have talked to Ruth about -- we
really have to parse this out.

There are issues that concern our
relati onships with countries who are every bit as well
off in every way we can think about as we are and that
I's one set of issues. There is an additional set and
much nore conplicated set of arrangenents when one
deals with resource poor countries for all the reasons
that have been very well articulated here this
nmorning, but | think in our report if we can
di stinguish these it wll be helpful and | think it
will be hel pful, in thinking through our

recomrendati ons as wel | .
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Ruth, you hit on a particular subject which
has puzzled nme for a very long tinme and | was really
very interested in the way you articulated it, and
that is in ternms | wll use how one's noral space and
psychol ogi cal space interact and inpact each other.

| think that is a really trenendously
Interesting issue. | had never really thought about
it in this connection so | amvery grateful to you for
raising that. It is areally quite inportant issue in
general and we will see whether sonething conmes here.
| was very grateful to you for having brought that
I ssue here this norning.

So once agai n thank you bot h.

W are a little behind schedule so | wll ask
if we can try to take a ten m nute break and
reassenble at 11:00 o'clock and I want to apol ogi ze to
Messrs. Giffin and Gantz that we are running a
little bit late this norning but thank you both very
much for being here.

DR. FADEN:. Thank you.

(Wher eupon, a break was taken from 10:49 a. m
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until 11:00 a.m)

DR. SHAPIRO. All right.

Eric has -- we are going to change our agenda
because one of the people who was going to be here
speaking to us this norning is still on a plane
because of the snow in Boston but, Eric, do you want
to just indicate how we will rearrange our schedul e?

DR. MESLIN. Sure. So far we have heard no
i ndication that there are public -- nenbers of the
public who wish to conment during the coment period
schedul ed for 1:15.

If that is incorrect, please |let our staff
know at the table, but assum ng that that is correct,
Len G antz from Boston University is en route at this
point so we have decided to have hi m appear
I mredi ately after the lunch break because he, in fact,
has to turn around and get back on a plane and go back
t o Boston.

And we w Il then proceed with the schedul e
accordingly so we wll just shift everything as

needed. |If there is no public coment our schedul e
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will be right ontinme. |f the public comment is
necessary it wll occur right after Professor d antz.

DR. SHAPI RO Thank you very nuch.

| now want to welconme Dr. Paul Giffin here
this norning. He is here fromWHO and | think it is
al so true that he had sone other business here in
Washi ngton. In any case we wel cone you with the
hospitality of someone who has cone all the way from
CGeneva to speak to us and we are very grateful of you
taking sonme tinme here today.

He has broad experience especially in the
reproductive health area but will speak to us on
I ssues that he has encountered in his experience wth
prior agreenents and ot her such arrangenents for
sponsoring research trials in other countries.

Dr. Giffin, welconme. It is very nice to
have you here today.

PANEL 11: PRI OR AGREEMENTS

DAVI D GRI FFI N, REPRODUCTI VE HEALTH RESEARCH,

WORLD HEALTH ORGANI ZATI ON

DR. CGRIFFIN. Thank you very nmuch and | woul d
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like to thank the conm ssion for giving nme this
opportunity to share with you a little bit of our
experience in this area.

| feel alittle bit anxious being the only
person on this panel and com ng froma country which
is renowned for its snow and skiing. | hope it is not
a bad onen that the other two nenbers are del ayed
because of snow and skiing accidents respectively but
anyway | will press on.

Ruth Macklin asked ne a little while back if
| could conme to the comm ssions neeting today to
address the issue of WHO s experience in the area of
prior agreenents with participants in research in the
context of ensuring availability of resulting
products. | amgoing to confess that | amgoing to
steer a little bit away fromthat particul ar issue
because as far as | am aware we do not actually nake
explicit, docunented, |egally-binding prior agreenents
of that type. Although, of course, that intent is
inplicit and often explicit in everything that we do.

What | thought m ght be useful for the
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comm ssion, and | apologize if the first few overheads
are very sinple and obvious to you all, and in sone
respects cover sone of the issues that have al ready
been addressed this norning. I think it mght be
useful to put in -- to help us see it in the context
of WHO s positions and responsibilities.

(Slide)

One of the things we have to consider is the
definitions of the study population fromthe WHO
context, and as we have heard already this norning one
definition is clearly and obviously the individuals
and conmunity that actually took a part in the study
but al so, of course, our target, of course, is the
popul ation that is in need of the intended
I ntervention, whatever that nmay be, and | do not
thi nk we must overl ook the broader objectives of the
research

If | can have the next overhead.

(Slide.)

Just to rem nd you what WHO s position and

mandate is, it is an intergovernnental technica
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agency in the United Nations system It currently
consi sts of 191 menber states and countries and, of
course, it is responsible for health issues and
addressing the needs of those nenber states that are
brought to WHO for attenti on.

So it has a global rather than a | ocal,
nati onal perspective and, of course, the majority of
these nenber states, and as a consequence the vast
majority of the popul ations of them are in the
devel opi ng worl d.

(Slide.)

Now what is WHO s primary objectives in
col l aborative research and devel opnent activities and
they are summari zed in these three basic principles
here, which is to ensure the general availability to
the public of the resulting product. A kind of
obvi ous statenent but that is neverthel ess what guides
us in our work.

(Slide.)

And then secondary to that but perhaps nore

Inportant is to ensure the availability of the product
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to the public sector in devel opi ng countries on
preferential terns. | wll cone back to the issue of
preferential terns |later on to indicate how we

achi eved that particul ar objective.

We also, to a nmuch | esser degree, sonetines
receive royalties which we invest in the public
interest either to offset the cost of products or to
fund further research to neet the needs of devel oping
countries primarily.

(Slide.)

And the very fundanental mechani snms used by
WHO t o achi eve these objectives are to encourage and
facilitate new product research and devel opnent by
processes | will cone to in a nonent, and al so
I nprovi ng access to the products by a variety of
financial and health service nmechani sns.

(Slide.)

And linked with this is also the issue of
bui |l di ng up national self-reliance in research and
devel opment and sonetines in manufacturing which has

al so been addressed today.
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(Slide.)

| think it is also worth renenbering that
there are a nunber of types of research, and as a
consequence, a nunber of types of resulting products
and | have summari zed t hem per haps rat her
sinplistically on this slide to indicate that we carry
out, and research can be carried out on social -- in
the social science area, which |argely produces
I nformati on on know edge and attitudes and perceptions
and behavi or that inpact on health.

And the products that result fromthis type
of research can be broadly described as inproved
education and inproved public health policies. And
they are relatively quick and should be easy to
i npl enment in the sense that they do not require najor
financial or capital infrastructure.

They can have major inpact on the health of
I ndividuals in the conmunity, and as a consequence of
that, sonme can have major effects on social/politica
change through affecting policy.

The products of bionedical research are the
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things that nore readily spring to m nd which are the
drugs and devices that result from bionedi ca
research. These are the things which people usually
t hi nk of when they talk about products and I will cone
back to this later on.

There are al so products of operations in
service research which can be translated into
organi zational information, if you |ike, which could
be used to inprove the efficiency and effectiveness of
heal th services. These, too can be relatively quick
and easy to inplenent and of course it does have
resource inplications both in ternms of financial and
per sonnel investnents.

And then there are products of
epi dem ol ogi cal research which can inpact in a sense
on all of the above and can be relatively easily
i npl emented in terms of information and change
practices which can have an i nmedi ate and w de i npact
on public health.

(Slide.)

So if we summarize these types of products,
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they are information, drugs and devi ces, change
practices and inproved services. O these | want to
now spend a little time on the drugs and devices
Issues. | think that is one that is of nost interest
to this group.

(Slide.)

And there are essentially two main situations
that arise in the collaborative research and
devel opnent activities between WHO and the private
sector. These involve inventions that belong to a
conpany in the devel opnent and assessnent of which WHO
expresses an interest and/or is invited to coll aborate
by the conpany where it is thought that the resulting
product coul d have major inpact on public health
particularly in the devel opi ng worl d.

But there are also inventions belonging to
VWHO whi ch are a consequence of the fact that 10 or 15
years ago WHO took a nmuch nore aggressive stance in
ternms of applying for patents on the research or the
I nventions comng out of the research that it was

f undi ng.
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This gives us a nuch stronger bargaini ng
position, for instance, with which we can coll aborate
with an industrial partner, which is needed, of
course, for the final stages of devel opnent and
i censing and manufacturing of any products. So
these are essentially the two main situations in which
VWHO and the private sector collaborate.

(Slide.)

And the respective inputs of the two are
getting summari zed very sinplistically here. WO
provides scientific, technical and |imted financial
i nput and al so the design and conduct of the studies,
whereas industry provides again scientific, technical
and maj or financial inputs and of course provides the
downstream fornul ati on, manufacture and helps with
regul atory issues for registering the products.

Now WHO nakes a very small financi al
contribution in conparison to industry but | think we
are able to maxim ze the inpact of this small
I nvest mnent through the process of seeding projects and

acting as catalysts to get funds fromprivate and
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public sources to expand the research.

(Slide.)

Just to give you a couple of exanples of
areas of successful collaboration, there are many
ot hers but these are perhaps ones that you nay be nore
famliar wwth. There are two very large research and
devel opnent prograns in WHO

One concerned with tropical diseases and one
concerned with -- primarily with fertility regulation
al though nore recently it is expanded to include a
broader spectrum of reproductive health. There are
exanpl es of successful collaboration with industry in
t he devel opnent of drugs against three of the six main
tropical diseases that programis concerned with and
sone with the other three. | have listed sone of the
exanpl es al so of how successful collaboration has been
with the industry in the devel opnent of new and
| nproved contracepti ves.

Now t hese, | nust stress, are just exanples.
There are many others in other areas of WHO s work but

| did not want to burden you with too nuch detail
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today, but they all have the sanme objective obviously
in ensuring the availability of the products to our
constituents.

(Slide.)

Now what nechani sns do we use to ensure the
avail ability? These are again summarized here. Any
or all of these could be used for any product. The
techni cal assistance is a two-way street between the
private and public sectors and devel opi ng and
devel oped countri es.

We can use the nechani sm of technol ogy
transfer which is largely to the public sector in
devel oping countries fromthe private sector. For
I nstance, in the provision of know how and often
assistance with the building of manufacturing
facilities.

There are |icensing agreenents from WHO f or
its own products, if | can refer to themas such, to
I ndustry to ensure that the public sector rights to
the products are saf eguarded.

There are a variety of preferential pricing
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procedures that are used using a variety of cost-
plus, profit and royalty subsidization, bul k purchase,
t hese ki nds of nechanisns to ensure that the products
can be made available at the | owest possible cost in

t he devel opi ng countri es.

And occasionally, relatively rarely, we also
have straight forward donations from sone conpani es,
or products that may have been devel oped for other
pur poses but which are found to be useful for
devel opi ng country health applications. And we have
had one or two exanpl es where that product has
actually been donated free of charge.

So this is a very sunmary overview of the way
in which we try to ensure that any resulting product,
whet her it be a tangi ble drug or device or change in
behavi or or services or operations, are translated and
made avail able to the populations in nost need in the
devel opi ng countri es.

It goes part and parcel with the whole
process of international devel opnent. As | nentioned

earlier, the issue of infrastructure devel opnent both
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in ternms of research and in terns of ethical practices
and in ternms of eventual product manufacture in the
devel opi ng countri es.

| apol ogi ze for the very superficial nature
of this presentation but | thought it m ght be useful
for the conm ssion to see the sort of general
framework within which we operate and try to achieve
the objectives that | think are the subject of this
sessi on.

Thank you.

DR. SHAPI RO Thank you very nuch and thank
you very much for your presentation. Let ne just ask
one question just to begin with. You referred a
nunber of times to WHO policy to try to nake products
avail able to the public sector on a preferential basis
and you expl ai ned what you neant by a preferenti al
basi s.

| aminterested in what you nean by the
public sector in these countries and -- well, let ne
just ask the question that way.

DR GRIFFIN. Well, the public sector is -- |
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cannot recall the precise definition, but it is
essentially the popul ation that benefits from
nonprofit health provision so it is the -- it could be
that it is the nonprofit agencies, the governnment
agencies in the countries because our -- we operate
through the Mnistries of Health and the governnents
of the countries and usually the poorer segnents of

t he popul ation that depend on the public health system
for their health care.

There is a rapidly enlarging, in many
devel opi ng countries, private sector as a consequence
of the expanding mddle class, and these definitions
do get a little bit blurred.

DR. SHAPI RO  Thank you.

Larry?

DR. MIKE: Could you tell us a bit about how
your organi zation's policy is set and what is the
structure like? |In other words, you are an
organi zation of multinations. How is it decided which
areas to go into, when to collaborate with a

phar maceuti cal conpany, why a particular country, and
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who makes those kinds of decisions

DR GRIFFIN. Well, the ultimate authority is
the World Health Assenbly which neets each year in My
in Geneva and is represented by all of the 191 nenber
states, so you can inmagine it is quite a |large
neeting. They each send a del egation of anything from
two to six or eight people.

And it is there that the state of the world's
health, if you like, is reviewed, and the health needs
of the world is reviewed each year, and fromthat
review essentially the priorities are identified for
where the organi zati on should be nore -- woul d be nost
effective in working. Cbviously we cannot do
everything that needs to be done but our focus is
primarily on the needs of the devel oping countries.

But the health priorities and the research
needs are essentially identified at that stage, but
they are largely also selected as a consequence of the
detail ed reports of the Secretariat that WHO provi des
to the assenbly for discussion, and these are based on

surveys of the health situation in different
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countri es.

DR MIKE: What | had in mnd was really can
you just quickly walk nme through a particul ar research
project? How it got generated? Wy they decided to
go where with what product, et cetera? | nean, who
makes those -- is that a staff technical discussion
and it is a pro forma approval by the General
Assenbly? | nean, how are these priorities set and
how do they actually get set into notion and how do
t hey get inplenented?

DR GRIFFIN. Well, perhaps | can give you an
exanple fromthe program| know best, to use to WHO
speak, which is the Human Reproduction Programin
which I work. And as | nentioned, the primry focus
of the programuntil quite recently was the
devel opnment of new nethods of fertility regulation and
the process essentially is to |look at all of the
possi bl e options, the research opportunities based on
the knowl edge of the field, and then to -- and at the
same tinme to involve inputs fromthe devel opi ng

countries in ternms of their needs in the perspective
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of their capabilities of providing new nethods through
the existing infrastructure and so on.

And the priorities are then selected on the
basis of a variety of criteria. It is obviously
expressed need and priority and preference fromthe
devel opi ng country perspecti ve.

Feasibility of devel opnent, possibility
per haps of private sector interest in collaborating in
their devel opnent because there is a limt that WHO
can do in terns of how far it can take new net hod
devel opnent .

And we then convene -- | mean, this is not
done in a sequence. This is all done in a -- as
part of a much broader structure but then there would
be a steering conmttee of experts in that particul ar
field of clinicians, scientists, health service
providers, community representatives, who would sit
down and di scuss the details of the research strategy
in that particular area, and fromthat would flow the
I ndi vi dual research projects and then once you have

the individual research projects, of course, you then
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make sure that it consists of all the appropriate
scientific, technical and ethical conponents that are
requi red to conduct the research.

W try as early on as possible to involve
people fromthe countries in which the research is
likely to be conducted and the countries are obviously
t hose whi ch have expressed the need and preference for
t hat approach, but again, as has been nentioned
earlier this norning, nmuch of the early stages of
clinical research, the Phase | and to sone extent the
Phase |1 stages of clinical research when you are
testing the safety and efficacy of the new
intervention, we try to do as nuch as possible in
devel oped countries for a variety of reasons but then
as qui ckly as possible involve the devel opi ng
countries in the | ater stages of devel opnent to ensure
that the work, once it gets to that stage, is carried
out in a relevant popul ation.

DR. SHAPI RO. Thank you.

Ber ni e?

DR LO | would like to ask you a question
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relating to the suggested guidelines that a
precondition for doing research in devel opi ng
countries is that an arrangenent be worked out before
starting the research to nake the intervention, if it
Is proved efficacious, "reasonably available" in the
host country.

| have heard researchers conplain about this
gui deline saying that it is inpractical. It would
sl ow up research and that drug manufacturers woul d not
agree to that. | wanted to ask your view based on
your experience and the experience of others trying to
do international research how practical is that
requirement ?

Is it an ideal that we should strive toward
but probably may not achieve nuch, or is that
sonet hing that with good negotiating is likely to be
wor ked out in practice in this day and age? | do not

have a feel for how that works out in actual practice.

DR GRIFFIN. Well, the requirenent is

mandatory essentially in all our negotiations wth
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Industry in the two primary situations | described of
them comng to ask or us going to them One of the
very first things that is put on the table for

di scussi on, but perhaps not for negotiation, is the
fact that they nust insist on naking the product

avail able to the public sector in devel oping countries
at the | owest possible cost.

And, as | nentioned, there are a variety of
mechani sns that we can use to achieve that objective
and that is essentially nonnegotiable. That is a
mandat ory requirenent of the coll aboration with the
private sector. Sonetimes, and | would like to think
rather rarely, it leads to a rapid end to the
di scussi ons.

My personal experience has been that all of
the maj or and snall pharmaceuti cal conpanies, for
I nstance, that we have negotiated with in the past
have all agreed quite readily to this concept.

How you inplenent it and ensure that that
obligation is net is nmuch nore problematic in the

sense that you may end up with a product which even at



10

11

12

13

14

15

16

17

18

19

20

21

131

cost price or at a subsidized price is still
unaf f or dabl e because of the nature of the product.

You heard an exanple this norning of the HV
t her apy.

One way around that is to effect transfer of
technol ogy which is another requirenent that, you
know, if the conpany cannot neet our objective of
provi ding the product at an affordable cost in the
devel opi ng countries they nust agree to provide
technol ogy transfer with safeguards to ensure that
| ocal manufacture is possible which should perhaps
reduce the cost to a point where it is affordable.

But, as | say, ny personal experience and |
thi nk the experience of ny other coll eagues in WHO who
are involved in these kinds of negotiations, is that
whether it is altruismor profit notive, | do not
know, but the vast majority of the conpanies are quite
happy to accept this requirenent.

DR LG If I could just ask one quick
followup. And is it your view that even if it were

not a requirement, as it is for WHO, if the research
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wer e sponsored outside of WHO auspices, is it your
sense that drug conpanies woul d probably be willing if
this was -- the negotiations were handled wsely to
agree to simlar sorts of provisions?

DR GRIFFIN: | would be reluctant to
specul ate on the m nds of the governing bodies of the
pharmaceutical industry but | think there are exanpl es
of good ol d-fashi oned altrui smcom ng through
occasi onal | y.

DR. LO Let ne ask it another way. |Is there
sonet hi ng specific about WHO or the type of research
or the diseases you deal with that nake it nore likely
a drug conpany will agree to the provisions with you
as opposed to H V studi es where they can use the --

t hey woul d have the sane drug avail able for market in
the devel oping world at rnuch higher prices for
exanpl e?

DR GRIFFIN. Right. Well, | think the
i ndustry, the private industry, does see sone
advantages with working with WHO. | nean, they often

see sone di sadvantages. | nean, the protracted tine
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frame, the rather extensive requirenents and
regul ati ons that we inpose on them

But | think the advantages they see is the
I nternational recognition, the credibility of the
organi zation, the neutrality of the organi zation, and
the fact that we are an intergovernnental agency. W
have direct access to the Mnisters of Health, the
regul atory authorities, to the whole of the R& and
eventual product introduction and use infrastructure
that | think they can see sone advantages to that.
Al though, | think it is fair to say also that sonme of
them do see the cunbersone bureaucracy and the
extensive requirenents as a limtation as well.

DR. SHAPI RO  Thank you.

Alta, are you coughing or do you have
sonet hing you would |ike to ask?

PROF. CHARO No, no, | amfine.

DR. SHAPIRO You are fine. Thank you.

Let ne ask a question. | aminterested in
the -- you identified four subsets of -- four classes

of research that WHO was i nvol ved i n. One of which is
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bi omedi cal and that is the one that you focused on.
The ot hers were social science or kind of

or gani zati onal or operation services and

epidem ological. That is at |least how !l recall the
four categories.

Coul d you give ne sone sense of how WHO s
efforts is distributed anongst those, is nost of the
effort in bionedical, is nost of it in
epidemological, is there -- just give ne a feel for
how t hat m ght be distributed in your judgnent.

DR GRIFFIN:. | cannot give you any precise
proportions and | think it varies fromone programto
anot her and from one health area to another because
not all of WHO is concerned with addressi ng di seases.
There is also sections that deal with health service
devel opnment and so on but how nmuch research they are
conducting | really could not say as a proportion of
their overall work | oad.

| can only talk again in the context of the
specific programw thin which | work, the Reproductive

Heal th Program and | argely because of its history and
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tradition of working in fertility regulation | would
t hi nk approxi mtely 50 percent of its R&D budget is
still going into bionedical research and perhaps 25
percent into social sciences, and the remainder is
split roughly between the other two areas but that is
very much a programspecific picture and it may well
be different in other prograns.

DR. SHAPIRG If | could ask another
guestion, in the area of bionedical research when it
comes to doing trials in which -- | guess we wll take
the case where WHO owns this process and it may and
may not have partners at the stage of clinical trials.
What kind of -- which of the many different kinds of
et hi cal guidelines that we see offered around does WHO
feel itself bound by? |Is it the Helsinki Declaration?
Is it CCOMS? Is it sonme other conbination? Do you
have your own? How would you characterize that kind
of -- that issue from WO s perspective?

DR GRIFFIN: Well, again within our program
and | think it is true, also, of the other progranms,

the other research programs in WHO, we use as our
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gui ding principle the Hel sinki Declaration and the
Cl OM5 gui delines. But we have al so devel oped a nunber
of guidelines, again, specific to our particul ar needs
i n reproductive health.

For instance, guidelines on research
I nvol vi ng adol escents, research in reproductive health
I nvol vi ng adol escents, and research in reproductive
health which requires or may require partner
notification, and these kinds of things that are
specific to our particular research interests, and we
do have within our programa scientific and et hical
review group of which Ruth Macklin is one of the major
menbers, which has the responsibility as functioning
essentially as a departnental IRB for review ng
research proposals that conme through either -- sent to
us by investigators or solicited frominvestigators
and they have to pass through that review process.

DR. SHAPIRO Let nme ask -- if you do not
mnd, let nme ask a followup question on that and | am
trying to fornulate this question in a way that would

give me sone sense of whether a set of ethical
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gui del i nes, which do guide your work, both the Cl QOV5,
Hel si nki and your own additional guidelines in
reproductive health. Do you find that there are
situations where you would like to do a trial but find
yourself unable to do it because you just cannot
sati sfy these guidelines because of -- | do not really
want to know about particular countries. | am not
asking for a specific exanple, but just trying to get
a sense of in what way these guidelines really, if at
all, constrain the work that you m ght otherw se do.
DR GRIFFIN:. | amnot aware that they
actually constrain. They facilitate the discussion
process. There have been a nunber of situations, and
it is constantly arising in the works of the
scientific and ethical group, that new ethical issues
are raised as a consequence of the research that is
bei ng proposed which we have not had to address in the
past, and these guidelines provide a franmework within
whi ch we can fornul ate and di scuss the issue, and
hopeful ly resol ve any di ssent anongst the nenbers.

| am desperately trying to recall if there
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have been any situations recently that provide an
exanpl e of the kind of situation you are raising where
we were unable to resolve a fundanental ethical issue
that prevented a study from being carried out.

Rut h?

| am | ooking at Ruth hoping that she has a
better nmenory than ne but | cannot think of any
i1 lum nating exanple of that.

DR SHAPI RO. Ruth, maybe --

DR. MACKLI N Actually I cannot either. Not
when we are thinking of the -- or referring to the
Hel si nki Decl aration or the ClOV5S guidelines. There
are circunstances that occasionally arise when one of
t hese ot her guidelines that David just nentioned, for
exanpl e, the partner notification or the spousal
agr eenent .

Now since the guidelines essentially in
principle reject the idea of spousal agreenment -- |
mean, this is in -- usually in contraceptive fertility
regul ati on for wonen and the gui delines presune

agai nst such spousal regulation. The commttee puts a
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stipulation, that is the Ethical Review Commttee, the
Scientific and Ethical Review Group, puts a
stipulation on the acceptability of the research and

this information is then sent back to the

I nvestigators. | nean, the way the review process
works is there is -- there are certain categories of
revi ew.

One is approval, w thout any need for
anything else. Then there is a recomrendation for
approval with anmendnents which are held to be binding
anmendnents, approval with clarification of sonething
that is unclear, defernment or disapproval.

So this would be in the category of an
anmendnent that there not be spousal agreenent if it
does not fit wth those guidelines.

Cccasional ly sonething el se cones up that a
menber of the commttee raises that does not fit into
any gui del i nes but becones an ethical issue.

For exanple, there was a suspicion at one
point -- | do not renmenber the details, the scientific

details, but a suspicion of sone -- at one point that
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sone tissue that was being collected for research was
actually com ng from executed prisoners and the
commttee if | recall correctly would not approve --
wanted a clarification of where they were getting the
tissue fromand woul d not approve the research w thout
havi ng the answer to that question. So, | nean,
there are specific questions that may arise that do
not even find their way into the guidelines.

But having said that, let nme add -- and |
mean, | guess David would agree, but it is no
different fromwhat it is wwth research carried out
here in the United States. This conmttee | ooks at
gui delines, its own guidelines and pieces of paper and
representations, and sends back approval based upon a
paper representation fromthe researcher that the
researcher will do what is stated or what is
stipulated, and it is no different in this country.

| nmean, the question of |ooking -- going and
doing a site visit or making a surprise visit in the
research context to see whether or not that is going

on -- | mean, | do not think that happens there, but
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It surely does not happen here, so | nean the

I npl ementation is a different question fromwhat the

commttee mght require.

DR. SHAPIRO At one stage in your

presentation you referred to attenpts at -- or at

| east a requirenment of sonme kind or an ai mof sone

type regardi ng the general

product or device of sone kind.

successf ul

availability of a potenti al

| took that to nean that if the trial were

that the product or device would be

avail able sort of on a -- | do not know, we all use

these terns "reasonably avail abl e basis.”

understood it is preferential to the public sector.

understood that, but by "general avail

you say a word about that? What that

supposed to be thinking about in that

DR. GRIFFIN.  Well, again it

ability," could
-- what | am
respect ?

is to refl ect

the fact that we are the operating arm if you |ike,

of 191 different countries and our

therefore, is to make sure the product

al

of those countries and t he others.

responsibility,

is available in



10

11

12

13

14

15

16

17

18

19

20

21

142

| do not know -- | cannot recall how many are
|l eft out of the total nunmber in the world so that we
are not being restrictive in terns of the popul ati ons
that will receive the product. W want to nmake sure
it is generally available and that is what we nean by
the word "general™ in that context.

Wthin that "general availability" conmes up
the issue of ensuring that in the resource-poor
countries it is available at an affordable price,
whi ch may be considerably different, several
magni tudes different, to the cost in the private
sector in a devel oped country for instance.

DR SHAPIRO. Sorry to be asking so nmany
questions but one final question | have, and that is a
guesti on of whether WHO does conduct research at |east
fromtine-to-tine in devel oping countries.
understand you -- excuse ne, devel oped countri es.

Most of your efforts are in developing countries. |If
so, how woul d you characterize that work?

DR GRIFFIN. In ternms of preclinical or

clinical research?
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DR. SHAPIRO | was thinking of clinical

DR GRIFFIN. dinical. Although again in
our area, in the area of the human reproduction
program the reproductive health program a
substantial nunber of the early stages of the clinical
research, the Phase | safety studies and Phase |
prelimnary efficacy studies are carried out -- |
woul d say perhaps in the majority of cases in the
devel oped countries for a nunber of |ogistic and
political reasons.

Logi stics being, generally speaking, a
greater degree of control over the work and perhaps
greater reliance in the information, although that
sounds a bit patronizing, but also because we do not
want to be accused of using devel oping country
popul ati ons as guinea pigs at the early stage of
clinical investigation and -- but obviously as soon as
we have evi dence of safety and prelimnary efficacy,
we try to involve, and they demand to be invol ved as
much as possible, the m xture of devel oped and

devel opi ng country centers.
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DR. SHAPI RO. Thank you.

Any ot her questions from nenbers of the
comm ssion for M. Giffin?

PROF. CHARO One quick one if | may.

DR SHAPIRO. Alta?

PROF. CHARO  \When you tal k about naking
t hese products reasonably avail abl e, one nechanismis
t hrough reduced price. For how many years is that
avail ability assured, generally?

DR GRIFFIN. It is again the subject of
negotiation. W -- there is no fixed tine limt. The
only thing that is conditional on the tine is the fact
that at the end of the agreed period of tine the
conpany concerned nust agree to provide technol ogy
transfer to enable the country or countries concerned
to continue either to manufacture the product
t hensel ves or through a sublicensing arrangenent to
have sonebody el se manufacture it for them So, we try
to maintain the availability for as I ong as
f oreseeabl e.

PROF. CHARO  Thanks.
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DR. SHAPIRO. Yes, Bette?

M5. KRAMER: Thank you for your presentation.

| do not know if you were in the audience
when Dr. Levine spoke earlier. He raised an
I nteresting question, and that is if a vaccine is
initially tested in three different countries and
subsequently fails and then another version of it is
| ater tested in three different countries and
succeeds, which countries then would be -- to which
countries would there be an obligation to provide the
vaccine on a lower -- at a lower price basis to nake
it nore readily available? Do you all ever conme up
agai nst that question?

DR. GRIFFIN. W do not distinguish between
them The principle of preferential pricing extends
to all devel oping countries, the public sector of al
devel opi ng countries which have a need for the product
i rrespective of whether they took part in any studies,
even whet her the study they did take part in was
successful or not.

M5. KRAMER: So irrespective of whether or
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not they took part or were invited to take part.
Thank you.

DR SHAPI RO. Ruth?

DR. MACKLIN:  Yes, David, you referred to a
broader obligation. | nean, in addition to the
speci fic one of making products or research results
avail able, and this cones up fromtine-to-tine and we
heard it earlier this norning, the obligation on the
part of sponsors and particularly fromthe
i ndustrialized countries to engage in sone form of
capacity building so that at the end of the research
it is not only that there may not be a product there
but there is not even the capability of being able to
deliver a product that m ght be nade avail able but the
capability.

Coul d you say a word about any efforts or
activities that WHO does or any commtnent it has in
this area of capacity buil ding?

DR GRIFFIN. Well, it is a major function of
WHO s work. There are a nunber of prograns outside of

our's which are engaged in resource strengthening per
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se. That is the sole raison d' etre, is to build up
nati onal capabilities ranging from strengthening
medi cal schools all the way through to manufacturing.

A significant proportion of our work within
our program one third in fact of our total budget,
and | think it is true, also, of the Tropical D seases
Program is specifically designated for building up
national capability with a view to devel opi ng nati ona
self-reliance in research and devel opnent in these
areas, both in the social sciences and bi onedi cal
sci ences and strengthening ethical capabilities.

DR. SHAPI RO Thank you. Any further
guestions by conm ssi oners?

Wel |, once again, |let nme thank you very nuch.
| hope there is no snow or skiing accidents as you
return to Geneva and we very nuch appreciate you
taking a little extra time to be here today. Thank
you very mnuch.

DR. CGRIFFIN: Thank you. It was a pl easure.

DR. SHAPIRO Let ne suggest, unless there is

any particul ar question that anyone has now, that we
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-- | guess -- is there anyone in the audience -- we
have no one signed up for public coment but does
anyone in the audi ence want to speak to the conm ssion
at this point?

| guess not. Then let ne nake a suggestion.
Let me nmake a suggestion that we break now for |unch.
It isalittle before 12:00. And that we reassenbl e
at 1:00 o' clock. This will give our next guest, who
Is M. Gantz, a chance to -- a better chance to nake
his return flight to Boston and so on.

So let's break now and then reassenbl e at
1: 00 o' clock as pronptly as possible. Thank you very
much.

(Wher eupon, a luncheon recess was taken from

11:52 a.m until 1:11 p.m)

* * * * %
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AFTERNOON SESSI ON

DR. SHAPIRO Alta, later on we are going to
have Eric di agnose you from afar.

PROF. CHARO | amsorry. \Wat?

DR SHAPIRO. Later on today we are going to
ask Dr. Cassell to diagnose you from afar.

(Laughter.)

DR. SHAPIRO Al right, colleagues. | would
like to begin our afternoon session. Let ne, first of
all, begin by welcomng Professor antz here this
afternoon, who tried his very best to be here this
norni ng and was del ayed only by an unexpectedly
difficult snow stormin Boston.

| told Professor Gantz that | appreciated
himsticking it out and com ng down to which he told
me there was nothing he could do on the tarmac. They
woul d not | et himback -- would not |et himback to
the gate and we have all experienced that.

So wel cone and thank you very, very nuch for
com ng.

M. dantz is -- Professor Gantz is an
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Associ ate Dean of the School of Public Health at
Boston University and Professor of Public Health
especially focused in the area of law, and with a | ot
of experience in the areas that we are tal king about.
As you know, Professor dantz was going to be
part of this norning' s panel dealing with prior
agreenents and arrangenents as we go ahead to set up
research projects in other countries.
So, welcone and we | ook forward to your
remar ks.

LEONARD G ANTZ, J.D., BOSTON

UNI VERSI TY SCHOOL OF PUBLI C HEALTH

PROF. GLANTZ: Thank you very nuch.

DR. SHAPIRO You have to press the button
there and the red |ight goes on.

PROF. GLANTZ: There it is.

DR SHAPIRO. There it is. Thank you.

PROF. GLANTZ: Okay. Anyway | wanted to say
that | cannot tell you how pleased | amto be here,
particularly considering the alternative that | was

facing. It is much nicer than watching the snow fall
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around your airplane and de-icing it and all that
stuff.

| was supposed to be here on a panel called
“Prior Agreenents" and | just want to start by saying
that | do not want to get too hung up on the term
"agreenents" which has occurred in the past when
tal ki ng about this issue.

It has a sort of legal ring to it and com ng

froma |awer, in particular, | am concerned about
taking -- making it sound too nmuch like a legalistic
approach. | think it really in this context has nore

et hical strength than | egal strength.

| want -- the underlying issue, the essenti al
I ssue, is how can we better assure that products are
devel oped as a result of research conducted with
popul ati ons in devel oping countries and that those
products are made avail able to those popul ati ons.
The prior agreenents are early planning or a neans to
attain that goal of getting products to those
popul ati ons.

Here briefly are the three propositions that
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| would start with and then | wll talk briefly about
t hem

The first is that prior to research being
approved, not just research in devel oping countri es,
there nust be a show ng that the potential benefits to
the popul ati on outweigh the risks. | think that is a
readi |y acceptabl e concept.

Second, in order to denonstrate the potenti al
benefits of research in devel oping countries outweigh
ri sks, the researchers' responsible for the research
must denonstrate that if the proposed research is
successful the products of that research will be nade
avail able in the country in which the research was
conduct ed.

The only way to do that, | think, is to
identify a commtted source of funding for the
purchase or manufacture of the product and for the
di stribution of that product.

The third proposition is that research that
I's done in devel oping countries that will benefit

devel oped countries or private industry but not the
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popul ati on of devel oping countries is exploitative and
vi ol ates basic principles of justice.

The very justification for conducting
research in devel oping countries is that |ess
expensive interventions are required because
I nterventions that are known to be effective are
sinply too expensive to be nmade avail able in those
countries. The AIDS trials in Africa are the paradi gm
for this.

At the time those trials was conducted it was
known, or | should say at the tine the trials were
proposed, it was known that the 076 regi nen worked to
substantially reduce transm ssion of H V from not her
to infant. The argunent for research to develop a
shorter and | ess expensive reginen was entirely an
econom ¢ argunent that poor countries could not afford
the effective 076 regimen so sonething nore affordable
had to be done.

So in instances such as this, what needs to
be solved is not primarily a scientific or nedical

i ssue. What needs to be solved is an econonic
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problem The question should have been is there sone
dose of this drug that will be effective and that w |
actually be made available to the popul ation at risk?

This can only be determned if it is known
how nmuch the new regi nen would cost and if there is
sone entity available who is willing to pay that
price. |If the new reginmen continues to be unavail able
because it, too, is too expensive then its
effectiveness is irrelevant. This nmakes the research
that determnes its effectiveness simlarly
irrel evant, nonbeneficial, and | woul d argue,
therefore, not justifiable.

So, for exanple, it has been determ ned that
$50 worth of drugs used in the 076 regi nen appears to
reduce the transm ssion of HV fromnother to child
but the question is why was $50 worth of this drug
chosen for research purposes. |f $50 would al so end
up being too expensive then that know edge is just as
usel ess to the devel oping world as the data that
existed for the 076 trial itself and this, of course,

I s what happened.
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The fact that it is known that short-course
AZT adm ni stration can reduce maternal to infant
transm ssion of H'V has really not provided any
benefit to the devel opi ng worl d.

The point is that prior to conducting
research there nust be a denonstration that potenti al
benefits outweigh the risks, that is the general
proposition. In the absence of show ng that a success
-- that if successful the intervention will be nade
avai |l abl e, one cannot conclude that there wll be any
benefit and, therefore, | do not see howit could be
determ ned that the benefits outweigh the risk.

Furthernore, in the absence of such a show ng
| do not see how it can be denonstrated that the
subjects were equitably selected assum ng that equity
I ncl udes notions of fairness and justice.

So both the existence of a favorable risk-
benefit ratio and the equitable selection of subjects
are preconditions to the approval of research under
any research ethics standards.

So in order to neet these criteria it seens
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to ne at the outset that the investigators need to
have an econom c¢ hypot hesis since they are dealing
with trying to solve an econom c problem The
hypot hesi s woul d be, we believe that a drug given in a
particul ar dose, in dose X, wll cure the condition
but again we have to cone back and ask why did you
choose dose X

The answer will need to be because we
reasonably believe, based on sound scientific
information, it will be effective, and based on sound
econom c information that it can be realistically nmade
avai | abl e.

So I was recently discussing this issue with
a col |l eague who asked ne about AIDS vaccine research
and how this mght apply to that circunstance and she
had said to ne that the conpany that woul d manufacture
the vaccine said that it could not say how nuch it
woul d cost and, therefore, could not neet the standard
that | am proposing and | woul d have a few answers to
t hat issue.

One is that | do not find it believable.
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sinply do not think that people go into that --

I ndustry is sophisticated, the pharmaceutical industry
devel oped goods -- w thout having any idea of what it
woul d cost, that they m ght be creating sonething

whi ch certainly is just unaffordable to anybody.

| do not -- | understand that industry m ght
not be able to say it is going to cost $27.55 but we
coul d ask the question so do you think it will cost
nore than the hepatitis vaccine that was devel oped in
Senegal and is not available in Senegal? Wuld it
cost |l ess than the hepatitis vaccine? |s there sone
reason to believe the manufacturing practices or
devel opnent costs would be different?

So it is just hard for nme to believe they do
not have sone kind of a business plan before taking
this on.

| also think, by the way, in the absence of
this informati on we do not have any reason to believe
that the vaccine would be nmade available to
I npoveri shed countries. | think the burden of proof

inregard to the ultimate utility of the product
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shoul d be on those proposing the research.

Finally, I would say that the scientific and
epi dem ol ogi ¢ reasons for selecting countries wth
serious epidemcs is not sufficient justification for
doing the research in those countries. The fact if
one wants a large at risk population in order to
efficiently test a vaccine is not the answer but the
probl em

Froma justice or equity perspective, the
wor se outconme is to develop a vaccine in the
devel opi ng worl d because it has the horrible economc
conditions that nmakes it ideal for testing and then to
have the vaccine available only in wealthy countries
because it is so expensive.

It seenms to me this is the probl em of
exploitation, but there may be a variety of ways to
resolve this issue wthout just a prom se of funds,
and | know that someone fromthe International Al DS
Vaccine Initiative will be here this afternoon to talk
about it and | think that that organization is trying

to acconplish sone of these things.
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So it may be, for exanple, that a
manuf acturer of a vaccine mght be willing to say we
will give a free license to the country to manufacture
the vaccine on its own and if the country is able to
say, yes, we are capable of manufacturing the vaccine
and will plan to distribute it, that in a sense
resol ves the problemthat we are discussing.

But what is happening with I AVI, and again |
think it wwll be worthwhile talking to Dr. Berkley
about it nore this afternoon, is there a better way to
sort of deal with this issue than perhaps it has been
dealt with in the past?

So in one of their newsletters, the
newsl etter dated Cctober 1st, 1999, there is an
interviewwth a Dr. Bhamarapravati, who was involved
in the AIDS Vaccine Trials in Thailand. He was asked
in this interview whether there was any di scussion
about maki ng the vaccine available widely in Thail and
and here i s what he says:

He says, "Yes, for the first tinme in any

vaccine trial in the world the manufacturer gave us a
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letter of intent to work with Thailand in making the
vaccine if it proves to be effective. So VAXGEN w | |
reach an agreenent with the Thai governnenta
phar maceuti cal organi zati on whi ch manuf actures EP
vaccines to have it produced in a dosage format a
reasonabl e cost."

Further, there could be an agreenent to

produce a vaccine locally. O course, a letter of

intent is not real -- is not yet a real agreenent.
There is still a lot to be done but the Ietter has had
a lot of visibility anong authorities. It is true

that a letter of intent is not a real agreenent.

It would be interesting to know how cl ose
they cane and why it would stop there. W have the
manuf acturer. We have the country that is involved
and | amnot sure what the difficulty would be in
wor ki ng out that agreenent at that point.

So let ne say that the goal ultimately shoul d
not be to do research in devel oping countries. That
is really not the goal.

The goal should be to do research in those
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countries that can realistically be expected to reduce
or elimnate the serious health problens that confront
those countries and that that determ nation, | think,
needs to be made prior to doing the research and the
approach that | am proposing to you | hope would sort
of further that goal.

Let ne stop there.

DR. SHAPI RO Thank you very nuch. Thank you
very nuch, indeed, for those remarks.

Questions from nmenbers of the conm ssion?

Ber ni e?

DR. LO | want to thank you very nuch for
com ng and sort of being heroic in your efforts to
over come Mt her Nature.

| have a question that sort of has to do with
the type of study we have in mnd, that as | hear you
talk it seenms to me that the studies that this would
be nost applicable to are definitive studies that give
you the answer that, yes, this vaccine, which we are
really going to use at this dose, wll be nade

avail able for a particular price. There is a |ot of
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sort of work that is short of those definitive trials
where | coul d understand various fundi ng agenci es
saying, well, we are not ready to conmt on that.

It is really nore of a proof of concept idea
that if you can show us that, for exanple, a shorter
course of AZT works al nost as well in sone sense as
the | onger course, what we wll commt to is doing
nore research to try and find a reginen that really is
af f or dabl e.

PROF. GLANTZ: Right.

DR LO But we do not feel confortable going
to sonething that is affordable right now because it
m ght either be ineffective or dangerous or sonething
so it seens to ne there are internedi ate stages of
research where I amnot sure it would be quite so easy
to get what you are calling an agreenent. | was
wondering if you could comment on the sort of things

that are not the end stage clinical trial but the nore

PROF. GLANTZ: Sure, and | think that is an

I nportant point. | think that the question has to do
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then with why are you doing that research in a
devel opi ng country, that if you are -- where you are
dealing with sort of the initial research issue. |
think it requires a justification for doing it there.

DR. LO Let ne -- you know, | may not be
able to think of the right exanple right now but
suppose you have evidence that an 076 regi nen works in
the U S. and people say we -- it would be great to
have sonet hing that prevented vertical transm ssion
and was affordable, how can we do it, and peopl e said,
well, there is a couple of approaches. W are not
quite sure which one works yet. W should try and
start to devel op those prograns of research know ng
that our ultimte goal if it all works out is that
there wll be a reginen that is effective or at | east
effective enough and i nexpensive enough that it wll
confer the sort of benefit you are tal king about.

PROF. GLANTZ: Right.

DR LG But we need sone internedi ate steps
to get there.

PROF. GLANTZ: Well, | think that it is the
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I nexpensi ve enough and that when people -- | think
even the proposal at the beginning to say that this
will lead to sonething which is inexpensive enough, |
still think that that statenment requires
justification, and I am not sure what that
justification would nean.

So we coul d ask, for exanple, and | do not
know how you m ght cone out on this, should the full
076 regi mren had been used in Sub-Saharan African
countries just to see whether or not it has any effect
at all, whether or not that -- you know, those kinds
of drugs have an effect on the types of AIDS that one
m ght find there.

You know, | am not sure what the
justification would be even for sort of a basic
science -- notion of basic science to try out an $800
drug i n Sub-Saharan African countries.

| nmean, | guess if | had a better -- if | had
nore concrete exanple | mght be able to think of --

DR LO | nean, the $50 reginmen. | nean, |

could imagi ne an | RB sayi ng why subj ect soneone to a
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dose of AZT that may be totally ineffective, that it
Is just speculation it is going to work. Let's try a
slightly longer reginmen knowng that it is still not
affordable in that country but it is the first step
towards then a second study or a third study which
will end up with an inexpensive enough reginen for
that country.

Now one argunent is do it in a country that
can afford the $50 rather than --

PROF. GLANTZ: Yes.

DR LO -- you know, their other -- | am
just -- | guess | am-- ny concern has to do with
trying to apply to a concrete situation ideas |ike,
you know, agreenent and econom cally feasible because
as you said at the begi nning exactly how you interpret
that is -- how you apply it is inportant.

For instance, when you say you need to
identify a commtted source of funding, that is nuch
different than saying an agreenent to have a licensure

agreenent so that the host country can nmake it at cost

wi th technol ogy transfer.
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PROF. GLANTZ: Well, | think -- but that is
why it would be interesting this afternoon to find out
what those agreenents wth other countries m ght | ook
l'i ke.

So it will be interesting to know even what
Thai | and m ght have had in mnd that | think is --
they would say in disagreenent if VAXCGEN had said
there were circunstances -- there were no
ci rcunst ances under which the people of the country
will not receive this drug because here are the
various alternative schenes that we have consi dered,
and those schenmes woul d be concrete. Concrete
schenes.

And one of them m ght be that you have drug
manuf acturers in Thailand to stand prepared to give
the drug in Thai -- the Thai governnment prepared to
distribute it. Then the noney al nost does not matter
as long as you have a systemor considering a system
in place to make -- to distribute this new found
benefici al substance.

DR SHAPI RO Al ex?
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PROF. CAPRON: | wonder what we should do to
avoi d sonme of the unintended perverse effects of
certain kinds of rules, particularly those that | ook
to the country as the relevant unit.

What | have in mnd is on the one hand we
want to avoid a situation in which you kind of have a
race to the bottom that countries in order to have
the potential long termbenefit of being able to have
access to specially priced nmedicines or the scientific
technol ogy transfer, things that are supposed to go
al ong with research, offer up their popul ati ons under
conditions or for research designs that other
countries are reluctant to undertake.

Anot her and sonewhat different problem would
be countries wanting to hold off participating in
research because they want the research to be far
enough evolved that it is likely that sonething good
Is going to cone fromit and in many of these areas
the early studies are nuch less likely to yield an
effective treatnent. The later studies nore so. So

you want to hold your country back and then put it
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forward at the right tine as a research site so that
there is very likely to be a benefit.

Laurie Flynn pointed out this norning when
you were not here in talking to Bob Levine about sone
of the issues of comunity that in sone ways the
peopl e see thenselves in comunities that are quite
separate frompolitical jurisdictions and particularly
in the area of diseases are likely to | ook nore
broadly across regions or countries, | suppose around
the world, that identify with other people as being in
the same community of sufferers froma particul ar
condi ti on.

But if we follow that too far then the drug
conpani es are going to be told, well, once you
research in the community of people with H'V you now
owe to all people in that community who cone in al
shapes, sizes and colors with all different
nationalities access to this new treatnent, and they
are going to say, well, it was one thing to say that
the Thai's can get it cheap but Americans who suffer

fromthis or Anericans who want to, suffering fromit,
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what ever, ought to pay whatever price we can extract
fromthe American market.

So how do we deal with these -- that if you
start erecting these agreenents and so forth, you have
these different unfortunate incentives that you build
in. What is the relevance of political jurisdictions
here and so forth? What kinds of assunptions are
built in? Can you explore a little bit of that?

PROF. GLANTZ: Well, | have a |lot of synpathy
for the argunent that country lines are arbitrary,

t hat di seases and conditions, social conditions as
wel | as nedical conditions cross lines. | do not
think there is anything you can do about it though.

| think that for conveni ence sake that those
country lines have cone to exist and when one | ooks at
the various requirenents and research codes,

I nternational research codes, there were discussions
of , you know, community approval, country approval,
Mnistry of Health approval. | think they sort of
assuned that the unit -- the negotiating unit will be

a country.



10

11

12

13

14

15

16

17

18

19

20

21

170

Although | think there is again a really good
argunent that that does not really solve the rel evant
problem The rel evant problens are people who are
poor with di seases and they cannot afford the
treatnent, that that should be the unit of analysis,
but I amnot sure that there is any way to get around
it.

| would certainly, you know, |like to see a
commtnment to the poor of the world to make useful
products avail abl e.

In terns of the rush to the bottomissue, or
countries wanting to hold off -- the rush to the
bottom i ssue of countries being willing to have |ess
stringent ethical standards, for exanple, has to do
wth reviewin this country, and we are tal king about
research bei ng done by devel oped countries,
particularly the United States and ot her pl aces.

And | think that we have to apply strict
research criteria and ethical criteria to research in
ot her countries. The fact that another country said

this is okay with us is not satisfactory. | think it
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IS a necessary condition, obviously, but not a
sufficient condition.

In ternms of countries wanting to hold off,
you know, what can you say? | do not think that that
iIs a mtter of this problem You know, |ndia had
refused for many, many, nmany years to be involved in
research of this sort because the popul ati on was
concerned, or many of the popul ati ons were concer ned,
about being used as guinea pigs, and | think there are
countries that are nore or |less sensitive to that.

The -- and as far as country | eadership is
concerned, | nean countries are faced with terrible
di seases or terrible conditions. | do not know how
many countries would hold off if there was a sense
that help was really on the way as opposed to research
bei ng on the way.

PROF. CAPRON: May | just foll owup though?
So much of the science in this field, ny understanding
Is, is going to be cunulative and so what one group of
researchers does is going to be a little bit better

tonorrow t han what anot her group does today because
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they are going to | earn fromeach other.

If we said that this kind of obligation that
you are describing, which is to be formalized in an
agreenent between the researcher or sponsor on the one
hand, and the Mnistry of Health, on the other, of the
country, is very specific to this research project.

| do think that the sense not of holding off
because you do not want to be a guinea pig but you
want to be a guinea pig at the right nonent could
really be a problem [If we said that, ook, Thailand
participated in this trial, the next trial is being
conducted in Indonesia but a year later and they are
just that much nore advanced and nmuch nore likely to
get the product, is there sone way of saying to the
Thai's that your research participation wll gain you
as favorable treatnent as the Indonesians are going to
get?

O herwise -- | nean, this reluctance to be
involved in the real cutting edge, which is a
necessary thing and it may strike gold. | nean the

first tinme it may work, but it may not be the first



10

11

12

13

14

15

16

17

18

19

20

21

173

time. It may be the second, third or fourth iteration
that finally works.

The peopl e who have gone before have as nuch
nmoral claimto having made a sacrifice for the general
good as the people who are in the fourth iteration and
yet they are not in the sponsor, researcher, letter of
agreenent, prom se, commtnent situation with that
sponsor for that research

PROF. GLANTZ: So the -- just to understand
the question, so the second piece of research is done
by a different sponsor or a different person?

PROF. CAPRON. A different sponsor, yes, but

t hey have | earned sone things. Sone things are now in

the published literature. It turned out that grow ng
themin egg -- this vaccine does not grow well in eggs
so they are going to use this or that. So, | nean,

you know, things are found out and | eads are pursued
and ot her ones that do not work are dropped. And you
cone along and you are in the group nunber three of
four where it finally clicks.

PROF. GLANTZ: R ght.
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PROF. CAPRON: But in terns of noral status
t he peopl e who cane before you and got -- whose
research involvenment did not |lead to the successfu
product are -- are they out in the cold? | nean, they

have contri buted as nuch to the final solution

How do we get beyond these kinds -- in other
words, | amvery struck and it is very -- it is very
good to say, well, we ought to press and see why can't

there be formal agreenents with real ironclad
commtnents up front. | think your suggestion that we
basically go to Thailand and to VAXGEN and say spel

out for us how close you were, what were the

I npedi nents, what questions kept the conpany from
comm tting, what questions kept the other side from
Insisting that they get an ironclad comm tnent instead
of intent.

It is all very good but that pursues a nethod
that says this is all very specific to a particular
country and a particular research sponsor and it does
not look at this as a worl dw de process in which

contributions are made by others who cone at a
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different stage in the process.

| am worried about building an ethical
argunent that says that sonehow the people who were
there at the right nonent are ethically and norally
entitled. It is not just that their governnent m ght
have to reach such an agreenent. W ought to say that
the research should not go forward wi thout getting us
as far towards that agreenent as possi ble.

But what we are saying is sonething that
coul d have this perverse effect on the whol e research
process. W could overcone that if there were sone
way of nounting -- of turning the noral obligation
towards people in the earlier research into a real
comm tnent of sonme sort. | just wonder if you see it
as a problemand if you have any sense about how you
woul d overcone that.

PROF. GLANTZ: | nean, | do not know that |
see it as a problem because | am not sure how perverse
the incentives are. | would certainly see it as a
goal because | certainly agree with your outcone that

everybody who -- with your prem se that the
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popul ati ons that were involved should reap the
benefits of that fromearly invol venent.

The difficulty that | have in trying to cone
up with sonmething concrete to do, that is, that I am
not sure who to inpose the obligation on when you are
dealing with different sponsors so that |I -- so that
as a noral obligation | could see it as sort of a free
floating noral obligation in a sense that we all owe
to the early volunteers but | am not sure whose
obligation it is that one could actually point to at
that point, so | see it as a practical problem

Let nme say by the way that, you know, the
guestions that you ask that | would not for a nonent
begin to think that this is a perfect solution to the
I nequalities of the world.

The point that | would nake is that it may be
a solution in appropriate circunstances and it nmay be
a solution to sone of the problens, and particularly a
solution, | think, to the circunstance in which the
argunent is made that we are going into this country

because we know what works and they cannot afford it.
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| am saying that in that particular area that
| think that this concept works particularly well and
again it conmes back to the issue of having an econom c
hypot hesi s because you are dealing with the resol ution
of an econom c probl em

There may be other areas in which it does not
work as well, and there mght need to be alternative
approaches so there mght need to be a series of ways
of dealing with the problem of econom c inequality
t hr oughout the worl d.

DR. SHAPIRO. Ton®

DR. MJURRAY: Thanks, Harol d.

Len, | want to thank you for your
presentation which was crisp. Your purpose was
| audabl e, which |I take it to be to find a way to
assure that exploitation does not occur, and you had
the courage to present, | thought, very clear and
rigorous criteria. | think we will benefit in our
del i berations fromthat, whether we accept them or
not .

PROF. GLANTZ: Sure.
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DR. MJRRAY: And | am about to give you sone
reasons why | amnot ready to accept thementirely at
this tine.

There is an imge of research which is, you
go in and you do the 076 variant trial, that that is
the kind of research you are tal ki ng about, and that
Is a very inportant kind of research but it is by no
means the only kind that is done, and Al ex has just
expl ai ned -- you know, just carried out the
i nplications of the fact that there is a spectrum of
research fromnore basic through a variety of
applications, successful and not successful.

Furthernore, research trials often take place
over several years so here | amgoing to list three
probl ens.

One is we may be -- if we adopt your three
criteria we may be asking scientists to do those
t hi ngs which they may not be at all well qualified to
do, and that is to negotiate the sorts of econonic
agreenents and to anticipate the kind of political

devel opnents that m ght occur that would affect the
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future availability of whatever it is they are working
on. That is nunber one.

So we are asking scientists to do sonething
that maybe no one can do and they are particularly --
they have no particular qualifications to do. Sone
woul d argue they are particularly unqualified in many
cases to do that, but we will just say they are not
wel | qualified.

Second is this -- these principles as |
understand them hold the science hostage to econom cs
and politics in very pal pabl e ways.

What do we say to the scientist who goes in
with what she thinks is a pretty good agreenent that
this drug, if it works, will be avail able and the
country sinks into a depression during the three years
of the study? O there is a change in government
during the three years of the study? Should we then
ask the scientists to fold up the study because we can
no | onger guarantee? | nean, you wll have all those
ki nds of questions that scientists wll have to deal

Wi t h.
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Thirdly, the standard that we are proposing
here or that you are proposing would inpose -- | know
you are conscious of this -- much nore strict criteria
than we woul d ever think of inposing in the United
States in the sense that we do not require scientists
to guarantee that what they are working on will, in
fact, be available to the Anerican people at sone
point. Scientists typically hope it will but then we
do not require them before they do their research to
provi de guarantees that they will. Maybe you accept
that inplication and do not find it problematic but I
woul d appreci ate your response.

PROF. GLANTZ: Sure. Here are the
responses to those questions: Very, | think,

t hought ful questions and real issues.

One is | do not think scientists should do
it. 1 do not think scientists should do it. | think
scientists should do the science so | do not think the
scientists at VAXGEN should be negotiating this. | do
not think the scientists at the NIH or the scientists

at the CDC should be negotiating it, that there are
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very smart adm ni strator types who can be doing the
negoti ati ng.

| think the scientists should do the science,
so | agree with you. Scientists are not able to do
this and not inclined to do it. | would not ask them
to do it, but again | do not think a scientist is
wor ki ng, you know, out of, you know, out of their
home, that they work for, you know, organizations and
agencies that are very adept at negotiating all kinds
of things. | nean, you could talk to ny overhead
adm ni strator sonme time and you will see how well the
scientists are able to get things negotiated for them

Certainly the econom cs and politics, and
ci rcunstances m ght change but | think that that is
unavoi dable and I think it happens all the tine in
research, by the way.

So, you know, when one does continuing review
on I RBs, one sees changing circunstances which | eads
either the scientist or the institution to say we are
not going to do this research anynore. It m ght be

that the scientists leave, it mght be that popul ation
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at risk really was not there, things change.

| think that the fact that things change
| ater does not nean that you do not try to set those
standards ahead of tinme with the understandi ng that
there are things that happen that m ght cause changes
to occur so that, you know, if a country has an
econom ¢ col | apse, they had said we are going to nmake
this vaccine, then it is a perfectly justifiable
reason for not follow ng through on the agreenent, but
It does not nean they did not make that agreenent in
good faith ahead of tinme, which is why ny concern was
with the word "agreenent” when | was tal ki ng about the
| egal i stic aspect of it before.

| am not saying, therefore, you go in and you
sue the country for breach of contract, but | think
what it neans is to have a realistic plan and a rea

pl an and a convi ncing plan assum ng all goes as

pl anned, because in the absence of a plan it wll not
happen. | nmean, | think that is the reality.
The final thing -- | would say this idea of

being nore stringent than in the United States, when
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076 was developed in the United States, an expensive
antiviral reginen, the people who it was given to were
poor people. The poor people were the prinmary

reci pients of the reginen.

| think that the realities are -- | nean, it
is hard for me to think of sonething that was
devel oped in the United States, which has not been
di stri buted because of econom c problens. There are
certain inequities. Ckay.

But what | would say to you is, if there were
research done in the United States and the research
subj ects are drawn exclusively fromthe poorest
popul ati ons, okay, and then that was -- none of that
was nmade avail able to the poorest of the popul ations
in the United States, only the wealthy could get it,
that that would be a scandal of major proportions. It
woul d be absol utely unaccept abl e.

And so | amsaying that in reality -- | am
saying that the economc realities of the devel oped
world, Iike the United States, are so different that

you do not need that kind of promse in the United
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States. It just happens because of the wealth.

Now i n Massachusetts, after Harvard Pilgrim
has col l apsed, it may not happen there anynore but the
-- but I amjust saying that | think one has -- the
reason why one needs agreenent is because in the
United States we have seen the distribution of these
goods all across social strata wthout such agreenents
and in the developing world we see that these goods
have not been nmade available in the absence of such
agreenents.

DR SHAPI RO. Rhetaugh, do you have a
questi on?

DR. DUVAS: | amso -- | want to wait a
while. | amreally troubled by this discussion and |
need to get a little bit clearer about why it is so.
| have a nunber of questions. For exanple, if we know
t hat sonet hi ng works and al t hough a country group can
or cannot afford it, is that the basic criteria for
deci di ng whether or not it should be tried for them or
made avail able to thenf

There are al so a nunber of assunptions that
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are being made about the nature of sponsorship and
about the obligations that that carries that is
confusing for ne. How does a single investigator
negoti ate and manage these issues?

| al so have a concern about the question
about the assunption that the standards that are
applied here and the way that we manage the research
enterprise cannot be transported to other countries.
So | amgoing to hold off until | can get a little
cl earer about what ny concerns are there.

DR. SHAPI RO Fair enough.

Larry?

DR MIKE: These are agreenents so | assune
that there is another side that you agree with. |
want to know -- | would |ike to see about how hard and
fast the conclusions are, although | do not want to
use the word "rul es" but |oosely use the word "rul es”
in this.

Suppose | amin a country where ny part of
the objective is to build a research capacity in ny

country and | amw lling to take on research that may
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not be of direct benefit to nmy people in the initial

stages with the ultimate aimthat | am going to have

research capacity later on that | can have a greater

say in these agreenents that we are going to have with

the host and with the sponsoring countri es.

In those kinds of instances --

guess ny

question is twofold. Suppose the host country

di sagrees with the norality we are inposing on them

and you have heard these kinds of argunents before.

PROF. GLANTZ: Sur e.

DR MIKE: And that is one.

And second of

all is that if nmy ultinmate aimis to do exactly what -

- that | agree with what your ultimate aimis but ny

way of getting there is different, how nuch

flexibility are you wlling to budge, to nove in on

fromyour side?

PROF. GLANTZ: What | tried to say at the

begi nni ng, answering your second question first, is

that | think that in order to denonstrate ahead of

time -- in order to inprove research, that there are a

series of criteria that have to be met,

think one is
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that subjects are equitably selected, and | think that
the second is that the benefits outweigh the risks.
Ckay.

And what | was saying is that | think that in
the kind of research | was tal king about where it is
done because countries are too poor to use what is
al ready available -- to get what is already known to
be effective, that there has to be a showing that if
the research is successful that the products wll be
made avai l abl e.

If there is an alternative way of show ng
that, | amdelighted to hear it and of course that is
the ultimte goal. But before the fact | woul d want
sonme show ng, sone denonstration that if new products
are devel oped out of that research that will be nade
avai l able in that devel oping country. That is why |
say there may not just be a show ng of noney. It
coul d be a showi ng of, you know, free |license
agreenents and manufacture wthout royalty in the
countri es.

What you need to know at the outset is that
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assum ng that that happens it is still how nmuch wll
it cost. If it still costs $1,000 to nake --

DR. MIKE: But that is not what | am asking
you. What | am asking you is that suppose as the host
country representative | say to you, | amwlling to -
- we are wlling to do -- allow you to do research
anong our popul ation and our people that may not be of
wi dely avail abl e benefit just given the economc
situation of the country.

W would like to get there but the way | feel
about it all is you folks cone in and you conduct
research and we sort of have to agree or not and you
have i nposed these conditions and the conditions you
have i nposed are, hey, we are not going to cone in to
do research unless the research we do is available to
your peopl e.

| would say, "Wiy is that your business to
tell me to do that?" | would |ike to do that
eventual ly but can we not do sonme studies in the
begi nning that help us to build a capacity anong our

researchers to be able to have a nore equal position
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wi th you when you cone in and say we want to do a
particul ar kind of research or work.

PROF. GLANTZ: Ckay.

DR. MIKE: Because right now we are sort of
i ke, you are the great benefactor and we can say yes
or no and you have inposed all these conditions on us.

PROF. GLANTZ: Right. | thought that was
your first question and so | nean -- so let ne try to
respond to that one, which is | think we can inpose
condi ti ons.

Now whet her or not this particular condition
in that circunstance is an appropriate one in al
ci rcunstances, again | want to say that | think this -
- ny proposal works particularly well in circunstances
where the justification for the research is that there
are these econom c inequalities and that what one is

trying to do is deal with the econom c problem

But | think -- I nean, frommnmy own
perspective, | think it is another discussion, is that
sure, | think, that we can inpose conditions. Wen we

provi de noney, we provide resources, we could say we
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are doing it on the follow ng conditions because we
think that there are certain essential elenents of
human rights that have to be regarded.

So if, you know, the country -- if you had a
country which said, you know, all the risky -- we were
tal ki ng about this at lunch, all risky research wll
be done on wonen. Ckay. We -- you know, bring your

goods, you bring the noney, but that is going to be

our rule that all at risk research will be done on
wonen and not on nmen. | think it is perfectly
legitimate for us to say, well, we are not doing it.

DR. MIKE Just one response then. Then you
woul d not be satisfied if the risk/benefit equation is
applied only to the test population? You want the
ri sk/ benefit equation applied to the whole country?

[f I come in and --

PROF. GLANTZ: That is correct because | do
not think research is designed to address the problens
of the research subjects. Research is designed to
have nore generalizable inpact and that the -- and

that one has to show that the benefit -- | do not
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think that the benefit part of the equation is
satisfied by show ng potential benefit just at the
subjects but |I think you have to show potenti al
benefit to the population fromwhich the subjects are
dr awn.

PROF. CHARO Excuse ne. Could | get on the
list, please?

DR. SHAPIRO Ckay. Alta, | will put you
next .

PROF. CHARO Thank you.

DR. SHAPIRO This is Alta Charo, who is on
the tel ephone.

PROF. GLANTZ: | thought | was having a
hal | uci nati on.

(Laughter.)

DR. SHAPIRO No, you are having a dream

(Laughter.)

PROF. CHARO And obviously, Harold, | do not
nmean to keep cutting off any other people who are on
the list, I just do not know whose hands have been up.

DR. SHAPIRO Al right. Your hand is up and
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why don't you go ahead, Alta.

PROF. CHARO Ckay. It actually follows a
little bit on Larry's question. | wonder if you m ght
gi ve your reaction to the foll ow ng scenario that
actually did occur which raises sonme of these
probl ens:

The conm ssion has previously had distributed
copi es of a paper that described a breast cancer study
that took place in Vietnam And it was designed to
test the use of oophorectony in order to prevent
breast cancer reoccurrence in a popul ati on where
chenot herapy was unrealistic because it was both
| ogistically and econom cally out of reach for the
maj ority of people in the popul ation.

One of the concerns nedically with the
particul ar protocol had to do with the use of
oophorectony in the popul ati on of Asian wonen because
this is a particular treatnent that is associated with
osteoporosis for which Asian wonen are at higher risk
t han non- Asian wonen. So it is a study that could

have been done, for exanple, in Sub-Saharan Africa
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wi t hout that extra probl em of osteoporosis.

The reason why the study was being done in
Vi et nam was not because there had been sone gl obal
exam nation of potential populations and the selection
of Vietnamis the best of all populations, but rather
because there happened to be -- and this is not
uncomon in the academc world -- a relationship
bet ween the academ c researcher and sone people in the
research comunity in Vietnam

As | recall, | could be m staken, but as I
recall there were underlying docunents that expl ained
that the Vi et nanese governnent wanted this research
specifically to inprove the capacity of the research
community in Vietnamto help train nore physician
researchers in that country.

So that the IRBin the United States that is
| ooking at this potential collaboration has to
consi der whether this kind of cost benefit analysis on
the part of the Vietnanmese governnment is sufficient
given that the therapy, if it works, mght well turn

out to be useful for this popul ation despite the fact
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that ideally if we were free of all these other kinds
of considerations we m ght choose to start this kind
of research in a different country where the risk
benefit analysis to the research subject would be even
better.

| wonder if you could comrent on how you

m ght approach this kind of problem

PROF. GLANTZ: | do not know. | nean, | need
nore time to think about it, | think, to be quite
honest. It is a difficult question. | amnot sure.

You know, just sort of thinking out loud a little bit,
| amnot sure that | am convinced that one has to go
to the country where it is nost suited to do the
research

The question, | think, is whether or not it
IS appropriate to do the research in this particular
country even if it mght be nore appropriate to do it
i n another country and the factors that would go into
effect have to do, | think, with the health status of
the wonen generally, what the inpact of the operation

woul d be on their health status.
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So even if there were no other country, is it
that -- where one m ght be better off doing this? |Is
it still appropriate to do here and so | do not know
that one has to start wth the ideal place as |Iong as
there are legitimte reasons for doing it in Vietnam

PROF. CHARO Ckay. Thank you.

DR SHAPIRO. Let ne ask a question which is,
| think, trying to clarify for ny own m nd sone of the
exchange that took place between yourself and Larry.
That is, | certainly understand we want the potenti al
benefits greater than the risks both for the people
who are participating directly in the trial and for
the country as a whole. So let's just accept that.

And as | understood Larry's question, and I
apologize if | got it wong, it was who is it that
adds up the potential benefits and who is it that
decides what is on that list?

Now | understood the little interchange as
you are saying that what has to be on the list is the
products of the research itself. What | took Larry

to be asking was, yes, that is possible but nmaybe
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sonet hi ng el se ought to be on that I|ist.

And the question to you is do you care what
Is on the list or do you have sone restrictions as to
what is allowable to go on that list?

PROF. GLANTZ: Well, the question of who has
to determine the risks and benefits, | think that both
the country in which the research is done certainly
has to do that but | think that assum ng that the
researchers conme fromthe United States, and | think
that is what we are tal king about, we have to do that,
too. Sonebody here has to do that also.

And the fact that it is satisfactory that the
particular country is wlling -- has a certain risk
and benefit equation does not nean that it is enough
for us. Wiat | amsaying is that -- what | am
proposing is that we need to add this into our risk
benefit equations particularly in research which is
done because of the economc differentials between
this country and the other country.

DR. SHAPIRO | certainly see where you are -

- | mean, | agree with everything you have said up to
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a point. However, | do not understand why -- even

t hough we have to be satisfied with the |evel of
benefits that flow, and | think that is fine, but why
t hose benefits have to flowin a certain formis not
clear to ne.

Now it may fit the particular case of
econom ¢ hypot hesis that you brought up before but it
Is certainly not clear to me why the benefits have to
be of a particular formthat we Iike.

PROF. GLANTZ: Well, | amtal king about -- |
mean, to use the AZT trials in Sub-Sahara in Africa as
an exanple, one that conmes up all the tine are vaccine
trials, that it would take the formthat | am
proposi ng because that is the benefits, that is the
ultimate benefit that is being promsed, that we are
doing this research so that poor people will have
access to therapies that are now not available to
t hem

DR. SHAPIRO. | can certainly understand
t hat .

PROF. GLANTZ: And the question is, well, how
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do we know that will be the case? |If that is the
benefit, how can we determne that that is the
benefit? |If we |ook at benefit in other ways, it
woul d require statistical analysis to show that we
have, you know, adequate sanple size, to show that we
have scientific benefit. But now there is an argunent
for economc benefit and | think that that should be
subject to denonstration too.

DR. SHAPI RO. Thank you.

Tonf

DR. MJRRAY: | amtrying to see, Len, how
your principles would work in a case |like this where
the technology is not new, it is old. It is
I soniazid, where it is not expensive, it is relatively
cheap, although given the average per capita
expenditure in a particular nation it mght actually
be a hefty portion of that and where the purpose of a
study was to find out whether isoniazid actually
prevented death and active TB i nfection anong peopl e
who are already HV positive. This is a real study

and not a hypothetical study.
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Wul d you feel that the researchers were
noral ly prohibited from conducting that study unl ess
they could receive sone reasonable — iron clad
assurance fromthe | ocal governnent that, in fact,

I soni azid woul d be made available if it were shown to
be effective in people at different stages of HV
I nfection?

As it turns out, they have different --
different results depending on the stage of the
I nfection.

Or woul d you say that they can do that in the
reasonabl e hope and expectation that that governnent
woul d eventual |y adopt that?

PROF. GLANTZ: No, | do not think they could
do it in the reasonable hope and that is exactly the
problemthat | have. | think that things that have
been done with the reasonabl e hope have not worked out
and | do not see the reason for relying on reasonabl e
hope when | think that there are nmechanisns and |
thi nk that one coul d expl ore what those mechani sns

m ght be to not have to rely on hope.
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Wiy -- what nmekes the hope reasonable in that
ci rcunst ance?

DR. MURRAY: Well, the governnent -- the
governnents -- | go to the government and | say,
"Look, we want to do this study. It would cost you $2

per person per year to provide it if we can showit is

effective." And the governnent health m nister says,
"Well, that is an intriguing proposition. Show us the
evidence. | cannot conmt today but we would -- if

you can show us that, in fact, it works, if it saves
lives, it prevents transm ssion of TB from now --"
PROF. GLANTZ: Yes, if you can show us it
wor ks, yes.
DR. MJURRAY: Yes. "-- then we would consider
it."

PROF. GLANTZ: At $2 then we woul d consi der

DR. MURRAY: "But | can nake you no prom ses.
PROF. GLANTZ: But why woul d they consider it
then and not now? What woul d change between then and

now t hat woul d make their consideration different?
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DR. MURRAY: That they woul d have evi dence
that it actually works.

PROF. GLANTZ: No, but | am saying assune --
why don't we say assune that it works, would you pay
for it? Wen he says, "It is intriguing," what does
t hat nean?

DR. MJRRAY: He says, "I do not" -- and he
says, "I do not know. W have got this public health
budget and | have not --"

PROF. CAPRON. What was the process?
DR. MURRAY: | want to see how effective it

iIs. Your results mght be that it is, you know --

prevents infection in 30 percent or it mght be it

prevents it in 95 percent. You have got -- | do not
know. Show ne the results. | nean, | think if | was
-- if I were a health -- if | were the health m nister

of that country | would probably give you an equi vocal
answer and | would be right to give you an equi vocal
answer .

PROF. GLANTZ: Wy?

PROF. CAPRON: No, | would give you a firm
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answer but | could only actually deliver an equivocal
resul t.

PROF. GLANTZ: | nean, the thing that
surprised -- | nean, one of the things that really
surprised ne was the fact that nevaripi ne was not
wi dely adopted at $4 a dose. | nmean, that -- you
know, when South Africa, which is anong the wealthier
countries, said, "Nevaripine at $4 a shot, even though
it mght reduce or it looks like it reduces HV
transm ssion by 50 percent, we are not going to buy it
at $4 a shot." That is surprising.

O course, one would think realistically if
you could do this -- | nean, there are economc
anal yses that shows once the preval ence is over 12
percent that at $4 a dose it becones very cost
effective and so forth and so on. They said, "W are
not doing it."

It would be useful to ask themthat and not
assume that $4 |ooks like a pretty good deal and,
therefore, they are likely to do it. Wy put the

subjects at risk at that point?
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DR SHAPIRO. Excuse ne. | will have only a
coupl e of short questions. Alex, Eric and Larry,

Di ane. They have got to be short otherw se just say
pass.

Al ex?

PROF. CAPRON:. We were rem nded this norning
by Bob Levine that sone rules that are established
| ook to the people who are affected as being very
paternalistic and we have certainly heard that, for
exanple, in this country fromthe prison popul ations
on whom a great deal of research cannot be done.

My question to you is when we | ook at
research being done in a country | assunme that we are
t hi nking of the people in the country as being in a
different relationship to the people who are the
deci sion makers than the prisoners are to the wardens.
We would not think it was appropriate to say, "Well,
we W ll do the research here if we can get the warden
to agree."”

Wiy -- what criteria would you use for

deciding in which circunstances the politicians who
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are speaking "for the population" are truly doing
that? |Is that a relevant thing for a US. IRBto
start getting into or does that smack in the end

sinply of too nmuch paternalisnf

PROF. GLANTZ: | mean, | do not think it
smacks of too much paternalism That is not a problem
that | would have. Wether or not it should be IRB's
that do it --

PROF. CAPRON: O whoever.

PROF. GLANTZ: -- raises another question but
| do not think it smacks of paternalism | think that
human research regul ation involves protecting the
rights and welfare and the welfare part, | guess, one
coul d al ways see as paternalistic but | would say to
this to use your analogy that if a Departnent of
Corrections said, 'Yes, you can cone in here and test
this drug and see if it works but | could tell you
this: W are not going to use it in our prison
popul ati on, you know, it is just not going to work.

We just do not have the noney for it but sure, go

ahead, give it a shot.' | do not think we should do
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that and | think that we could determ ne ahead of tine
whet her or not they are -- |ooking at the budget of
the Departnent of Corrections and | ooking at the
nature of the health care that people get whether or
not that is likely to happen.

DR. SHAPIRO Eric?

DR CASSELL: | guess ny problemwth it is
that -- ny problemw th your answers is they all have
to do wth this nonent and they all have to do only
wi th your concern. You cone in and you rmade -- you
say, "Listen, if we can showthis to be a good and
effective drug at $4 a shot will you use it," and I
say to you, "W wll have to see." Wiy? Because
your's is not the only problemon the I|ine.

| am a good person and true and it suddenly
turns out we are beginning to have a tubercul osis
epidemc in the north and ny budget has got to go to
t hat tubercul osis and maybe two years from now we are
going to get back to your drug and | amglad it is
only $4 and we are going to hold you to the $4 two

years from now.
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is wonderful if

you are worKi ng

wi th the budgets of health departments in the world |

find it not sufficiently conplex.

you. |

DR.  SHAPI RO

Larry?

DR. MIKE Yes. Just a quic

k answer from

seemto have -- you seemto have a very

definite idea of what benefits were and | asked about

capaci ty buil ding.

Yet when Alta asked you the

gquestion you did not dismss that out of hand. So did

you agree that -- did you agree wwth her that it was

okay to conduct that experinent

in Vi etnam when t he

benefit explicitly was really capacity building and

not availability of that procedure?

PROF. GLANTZ:

So that -- | d

understand that from her question. So

id not

t hat when this

was done that oophorectony woul d not be available to

t he women i n Vi etnanf

PROF. CHARO:

No. Well, to clarify, Larry,

It was not clear at the tinme the research was starting

whet her

it would ever

beconme avail abl e.

It depended
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on the outconme of the research, how effective it
turned out to be for preventing breast cancer
reoccurrence, and how severe the side effects were,
i ncluding things |ike osteoporosis.

My point sinply was that this was an exanpl e
of a protocol that was being proposed and justified on
the basis that it was on bal ance potentially
beneficial for this particular population in Vietnam
but where the real notivation that was driving the
research col | aborati on was about capacity buil ding and
if it were entirely about the science of |ooking at
oophorectony as an alternative you woul d not
necessarily start with that population. You would
start with one where the risk benefit analysis would
be nore favorable fromthe begi nning.

| nmean, as with nost things, it was not
really clear at the outset howit would all turn out
both scientifically as well as econom cally.

DR SHAPI RO. D ane?

DR. SCOTT-JONES: It seens that some of the

I ssues that we have brought up m ght be addressed by
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| ooki ng at what has happened when U. S. researchers go
to devel oping countries to do their work and for us to
have a careful analysis of what has happened, in fact,
I nstead of specul ating so much about what m ght happen
or specul ati ng about whet her people feel a sense of

pat ernal i sm

| feel just a strong need for sone enpirical
evi dence of what happens and could you speak to what
typically happens when researchers do this kind of
wor k?

PROF. GLANTZ: You know, | do not know if |
coul d say what typically happens and | think that
given the epidemcs of AIDS, in particular, that in
terms of research that is done in particularly in the
devel opi ng countries, so if you look at things |ike
polio vaccine and stuff |ike that, you know, that
research was not done in the devel oping countries.
About 15 or 20 years after it was distributed in the
United States it got distributed to devel opi ng
countri es.

But | do not knowif | could tell you
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typically. Wat | can think off hand -- | do not
know, maybe Bob could help on this -- is research that
I's done to resolve those econom c types of problens
where we need | ess expensive things for those
countries that get devel oped and then are wdely paid
for or distributed.

DR SCOTT-JONES: Okay. Well, polio is an
exanple. Polio vaccine -- how widely distributed is
that in say Sub-Sahara in Africa? Isn't polio still a
probl em t here?

PROF. GLANTZ: | cannot tal k about Sub-
Sahara. | do not know. | do not know what the answer
I'S.

DR. MJURRAY: W are very near worl dw de
eradi cati on on polio.

PROF. GLANTZ: That is nmy understanding.

DR, SCOTT-JONES: W are?

PROF. GLANTZ: Yes.

DR MJRRAY: Yes.

DR, SCOTT-JONES: (kay.

PROF. GLANTZ: Close to iIt.
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DR SHAPIRO. Well, thank you very nuch
Once again, thank you for com ng here. You are
wel cone to remain. You are not obligated but you are
wel cone to remain with us this afternoon.

PROF. GLANTZ: Well, | appreciate the
opportunity to speak wth you. Thank you.

DR. SHAPI RO. Thank you.

Let's turn now back to Professor Levine who
tal ked to us this norning.

Now this afternoon, as | nentioned earlier
today, we are really asking Bob to take on a subject
which is nore directly relevant to the subject that we
wi || be tal ki ng about tonorrow norning, which is the
overall -- our so-called conprehensive report.

As you know, federal regulations in this area
very often start off by having you deci de what
research is so if you tal k about | ooking over a system
fromthe top down a concept of what we nean by
research in this context is extrenely inportant to put
it mldy and Bob has thought about this a good deal

over tinme and so we hope to benefit from your
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observati ons.
Thank you again for being here yet again
today. Thank you.

ETHI CAL AND POLI CY | SSUES I N THE

OVERSI GHT OF HUMAN SUBJECTS

PANEL [: THE DEFI NI TI ON OF RESEARCH:

PROBLEMS AND | SSUES

ROBERT J. LEVINE, MD.,

YALE UNI VERSI TY SCHOOL OF MEDI Cl NE

DR. LEVINE: Being here for two different
topi cs caused your executive director to tell nme this
norning that | was entitled to two nuffins for
br eakf ast .

(Laughter.)

DR SHAPIRO. Only two, right?

DR. LEVINE: | only took one.

DR SHAPIRO: In that case we owe you a few.

PROF. GLANTZ: But | took a letter of intent.

PROF. CAPRON: Peopl e speaki ng on only one
topic got three nmuffins, Bob.

(Laughter.)
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DR. LEVINE: Good point.

The di scussion you were having with Lenny
G antz, | would really personally prefer to continue
t hat di scussion but then you m ght take one of ny
muf fi ns away.

(Laughter.)

| do want to nmake one comrent, though, and
that is when you bring up the experience of the United
States in thinking about research invol ving prisoners,
that would be a marvel ous case study for you where a
nati onal comm ssion confused the agendas of prison
reform and research involving prisoners, and set up a
bunch of criteria for justification for research in
prisons that even the prisoners |aunched a class
action suit saying that the regul ations that derived
fromthis deprived themof their constitutional rights
to participate in research wthout due process.

This suit was never |itigated because on the
eveni ng before it would have been litigated the Food
and Drug Adm nistration withdrew its regul ati ons but

It is inportant to keep clearly in m nd what the
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agenda is in devel oping guidelines for nmultinational
research. So much for that.
Now t hat | have given advice on guidelines
for research | will turn to what Marjorie thought I
shoul d tal k about and that is just what is research.
| am going to have a nuch | ess fornal
presentation this afternoon than | had this norning

and | hope the reason for that will becone clear soon.

| think really that there are so many
particular problens in the consideration of
definitions and in consideration of what is at stake
in the definitions that | would like to allow maxi num
time for conversation about this.

First, I wll begin by telling you sonething
you al ready know.

(Slide.)

Here are the definitions of research and of
practice that were devel oped by the National
Comm ssi on and sonewhat nodified for incorporation in

the federal regulations.
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It is inportant to notice that as the
Nat i onal Comm ssion developed its definition it partly
created the definition by show ng a contrast between
research and practice. It said, "This is practice not
only in the field of medicine but also in various
fields of behavioral therapy."”

Wiy would it do this? Well, the main reason
for this is that the National Conmm ssion was given the
mandat e by Congress to consider the boundaries between
research and sonething that it called the routine and
accepted practice of nedicine or routine and accepted
practi ce.

So it was responding to a congressional
charge. An awful lot of the |legislative history of
why the Congress decided to create a Nati onal
Comm ssion has to do with peopl e persuadi ng Congress
that it was very, very difficult to tell the
di fference between research and practi ce.

As you look in the legislative history the
maj ority of cases that the Congress identified as evil

research, there was no research at all going on. \Wat
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was really going on was nal practice |ike one of the
cases was sterilization of two sisters with nenta
retardation. This was not research. No one was
attenpting to contribute to generalizabl e know edge.
They were attenpting to solve a public health problem
and that is the passage of what they considered
defective genes on to the next generation.

This is sonething -- this is why we have this
-- these definitions that are devel oped as a contrast
bet ween research and practice. This, | think,
expl ai ns why al though this definition mght apply
quite well to the mainstream of bionedi cal research
that it is a poor fit for social sciences. It is a
poor fit for public health work and it is a poor fit
for research in the area of health policy just to nane
a few.

Now | ooki ng nore deeply into the definition
of research, there is in the first line the word
"designed.” This is an artifact of what personalities
wer e involved in devel oping the definition.

It was ny assignnent to wite the definition
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and | relied on what the class of activities was

i ntended to acconplish. As it turned out, one of the
comm ssioners was a radi cal behaviorist nanmed Joe
Brady and behavi oral psychol ogi sts do not recognize
anything called "intent."

There was a | ong debate | asting around 14
nmonths wth sone breaks and we finally negotiated a
conpromi se with the word "design" but many of us
wal ked out believing that this really was what the
researchers intended to do. The behavi ori st
position is you cannot see or neasure intent.

My position was if all you do is |ook at the
behavi ors then you have no possibility of prior
review. You have to wait until they behave and then
you evaluate it. So that is the neaning of the word
"desi gned. "

As a footnote to that | want to say that ny
job for the National Conmm ssion was in their words to
wite its background theoretical essays so each
sentence in Part Il1.B of the congressional mandate to

the Comm ssion becane the title of a paper | wote for
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t he Conmm ssi on.

The very first paper | wote was a paper
call ed "A Consideration of the Boundaries Between
Research and the Routine and Accepted Practice of
Medicine." It is the worst paper | ever wote and
that is the one that was selected for inclusion in
your briefing book.

About six nonths later | wote a better paper
in which | took all of that back. Basically when
wote that first paper I, too, |ike everyone el se, had
bought into the distinction between therapeutic and
nont her apeuti c research and when | recogni zed the
error in that and the National Comm ssion endorsed ny
recognition | then wote sonething el se.

And what | did is after your briefing book
was put together | Fed Ex'd a copy of part of chapter

one of a book | wote called Ethics and Requl ati on of

Cinical Research, which contains what the Conm ssi on

finally decided with regard to definitions.
Al'so in contrast to the papers | wote for

the Comm ssion it is very nuch briefer. | think it is
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only four or five pages long and it has all you need
to know about this.

(Slide.)

Now t he National Conmm ssion did recognize
that there was another class of activities which many
peopl e call ed research and which many of them call ed
t herapeutic research.

It gave the nanme "innovative or nonvali dated
practice" to this class of activities and | have
sni pped part of their definition of this.

"Significant innovations in therapy" should be

i ncorporated into a research project. That is the
therapy itself is not research. Rather you want to do
research to see whether or not this novel therapy is
all you hope it is. So the research would be designed
to establish their safety and efficacy while retaining
the therapeutic objective.

(Slide.)

Now I think there is alnbst no anal ogy to
I nnovative practices in social sciences, in |laboratory

psychol ogy or social psychol ogy, in epidemn ol ogy, and
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there is little analogy to this in public health, and
this also is synptomatic of the fact that the
definitions really do not -- there is really not a
good fit with the requirenents in these fields.

| think what we all desire is a termthat
will define the scope of applicability of qguidelines
for the conduct of research. The term "research"
properly understood does not solve that problemfor
you.

| want to also go on to say that it cannot
sol ve that problem for you and it should not be
distorted in an attenpt to solve that problem There
I's, in general, a problemwth stipulated definitions
in public policy docunents and many of our public
policy docunents have extensive stipul ated
definitions.

The big problemis that when you stipulate a
definition for a word that is commonly in use that it
does not convey neaning to people who did not
participate in the stipulation unless you have a

footnote repeating the stipulated definition each tine
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you use the word.
The term"research” as it was defined by the
Nat i onal Comm ssion has the advantage of being roughly

identical with what is in Webster's Dictionary. I n

fact, in the days when | was witing these background
theoretical essays for the Comm ssion usually the top
few pages in the -- in what | submtted to the

comm ssi on were phot ocopi es of various pages out of

Webster's Third International Dictionary just to nmake

sure that we were all tal king about the sane thing.
One tinme in order to anuse nyself | kept
track of the proceedings of the Comm ssion's debate on
research involving the fetus and in the course of one
afternoon four separate apparent agreenments, consensus
agreenents di ssol ved when the Conm ssioners were
i nformed that they had departed fromtheir stipul ated
definition in reaching that agreenent. | just
cannot enphasi ze enough to avoid stipul ating
definitions.
Now | think current public policy recognizes

the problemthat we have. It is not unprecedented for
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us to say, "Well, the definition of research does not
hel p us define the entire universe of activities for
which we want to have, let's say, |IRB review inforned
consent of the type that confornms to the standards
usual |y associated with research.™

And al so the definition of research is too
broad. There are sone things that fall within the
definition that really we do not want to waste all
that tinme and energy with | RB review and so on.

One exanpl e of a docunent -- one of the first
docunents that deliberately extended the scope of
application of the standards for research was in 1983
when a group of people working out of the Hastings
Center put together sone guidelines for the -- for
mai nt enance of confidentiality in epidem ol ogic
studi es on what was soon to be called AlDS.

VWhat they -- we had, in fact, quite a
contingent fromthe CDC participating in the
del i berations on this and we went into what seened to
be endl ess debates about whether research guidelines

shoul d be applied to activities called "surveillance"



10

11

12

13

14

15

16

17

18

19

20

21

222

or "public health practices."

And the way we solved the problem was not by
stipulating a new definition of research but by
stipulating that in the field of HV infection that
the requirenment for IRB review and i nfornmed consent
shoul d be mai ntained equally to these variously nanmed
activities such as research, surveillance and the
like. This seenmed to solve that problem

It was not that we were saying that al
surveill ance conducted by public health officials
shoul d be reviewed by an IRB but there were features
of AIDS that it seened to us would be -- the proper
response to these features of AIDS could best be
managed by requiring I RB review.

| amreferring particularly to the fact that
in the early 1980's the discrimnation against the
sorts of people who were in the so-called "at risk"
groups for AIDS was form dable and we felt that it was
necessary to have sone systematic | ook at nai ntenance
of confidentiality safeguards.

We al so have in our public policy experience
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various ways that we Iimt the application of research
regul ations to things that do conformto the
definition of research

(Slide.)

For exanple, in our Common Rule we have a
variety of activities that are identified as exenpt
from coverage by the federal regulations. Now these
exenptions were not reconmended by the Nati onal
Conmm ssi on.

What the National Conm ssion instead
reconmended is that for activities of this sort there
shoul d be, in general, expedited review. However, the
nature of expedited review recommended by the Nati onal
Commi ssion is vastly different fromwhat cane out in
the regul ations that were published in 1981 shortly
after the National Comm ssion filed all of its
reports.

What woul d be eligible for expedited review
was largely related to the experience of the
institution in which the expedited review woul d be

carried out and what we got instead was a |list of
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procedures which the National Conmm ssion had
publ i shed. What they did is they found a |ist of
procedures that had been nom nated for expedited
review wthin the NIH dinical Center and they
publ i shed these as, for exanple, you m ght consider
procedures |like this but then the regulation witers
got it and said, "It is not for exanple anynore.
These are the procedures. No others.” There has
been quite a bit of inflexibility until recently in
interpreting that definition.

Now why did we end up with a class of
research activities exenpted from coverage by the

regul ations? It largely has to do with the successful

| obbying of a political scientist named Ithiel de Sol a

Pool e (phonetic), who went directly to the Congress

and said, "Social scientists like ne, we are not |ike

those NAZI physicians. W do not do anything but talk

to people. And if you inpose a prior constraint or
prior restraint on our talking with people, this is
unconstitutional."

VWhat he did is he distorted the neani ng of
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prior restraint as the termis used in constitutional
law. [In any event, he got what he wanted and we ended
up wth a whole bunch of exenptions and they are
really not all that bad especially if we keep in mnd
the exhortation | have put on this slide.

(Slide.)

This is by me. Not by the National
Comm ssion or the regulation witers. And sinply put
It nmeans that exenption from coverage by the
regul ations is not the sanme as exenption fromthe
ethical obligation to be responsive to relevant norns
and principles. Just because it is not covered by
regul ati on does not nean, for exanple, that you can do
certain sorts of things to or with people w thout
their infornmed consent.

What we think, though, is that the
probability of injuring or exploiting people in the
exenpt categories is so small that it is sort of like
a de mninus standard. W are not going to use the
energies of the IRB to deal with these things.

Now | want to close with four
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recomrendati ons. Sonme of these are already inplicit
or even explicit in what | have said but this is also
by way of sunmary.

First, I want to urge you to recognize that
the term"research" does not define the scope of what
you want covered by research regulations or by the

Code of Federal Regulations. |In particular, you

cannot force this termto fit all of the areas in
whi ch you m ght want to have | RB or sone ot her
conpetent comm ttee conducting review.

Secondly, you cannot stretch this definition
or this termto cover all areas in which inforned
consent is necessary. Even the National Conm ssion in
defining research as sonmething to be contrasted with
medi cal practice acknow edged not only did you have to
get inforned consent in nedical practice but every
single requirement in the regulations for the
protection of human research subjects was, in fact,
derived fromthe Common Law devel oped in the course of
litigation in nedical practice, not in research. So

there is a strong relationship between the areas at
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| east with regard to infornmed consent.

My second recomendation is please do not
stipulate definitions of terns that are already in
comon use. It wll inevitably Iead to confusion.

My third recommendation is to define the
categories for which you would like to see review by
an IRB or sone commttee like that. It mght be that
you want to say public health surveillance in the
field of HV infection should be reviewed by sonething
that looks like an IRB but | do not think you woul d
want to extend that for public health surveillance in
response to reports of food poisoning. You just do
not have simlar features that would call for this
degree of review and prior approval.

And finally I would recomend bl endi ng
exenptions with expedited review procedures. There
are many areas where there are judgnent calls. |If
sonething is in an area that you have exenpted from
coverage by the regul ati ons many i nexperi enced peopl e
inthe field who really want to follow -- who really

do not aimto be cutting any corners, they really want
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to be behaving ethically and in accord with

regul ations, may msread the set of exenptions and
say, "I think | amdealing with research in exenpt
category."

What | would do is have expedited review of
activities in the exenpted fields. Now the expedited
review would not be the full fledged sel ection of
subj ects, you know, inforned consent, bal ance of risks
and benefits. The expedited review | amcalling for
Is sinply to verify whether the proposed activity
really nmeets the criteria established in the
exenpti ons.

Thank you for your attention

DR. SHAPIRO Ckay. Thank you very much
agai n, Bob, for those thoughtful remarks.

Menbers -- any questions from nenbers of the
Comm ssion? Comrents, questions?

PROF. CHARO Request to be put on the I|ist.

DR. SHAPIRO. You are on the list and you are
speaki ng.

PROF. CHARO It happens every tine.
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DR SHAPIRO Alta.

PROF. CHARO Bob, first, thanks very nuch.

| amtrying to understand how one woul d
i npl ement your four reconmendations. OCkay. And | am
t hi nki ng now specifically about your |ast one where
you sai d define the categories of things for which you
woul d want an IRB or IRB type review because | am
trying to understand how one m ght devel op such a
l'ist.

Am | right to understand that you are
thi nking things |like any research that involves a
physi cal invasion of the body would be on our |ist of
things to be reviewed? Anything that involves
questi oni ng peopl e about the sexual habits of their
famly nmenbers as opposed to thenselves only, right?

| amnot sure | really understand how you
woul d i npl enment the suggesti on.

DR. LEVINE: What | am --

PROF. CHARO. | amsorry. | cannot hear you.
Can you use the m crophone?

DR LEVINE: Wth that rem nder, too.
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DR SHAPI RO. You have good eyesi ght, too.

(Laughter.)

DR. LEVINE: You could tell the red |ight
wasn't on. Al right.

Now what | am tal ki ng about are the things
that are outside the bionedical mainstream

PROF. CHARO  Ckay.

DR. LEVINE: So physical intervention is
sonething that is rarely done outside the context of
bi omedi cal research and when it is done outside that
context as, for exanple, the NASA does research on
osteoporosis, this confortably fits within the nedi cal

model in its definitions.

VWhat | am nore concerned about is research in

such fields as epidem ol ogy, denography, soci al
psychol ogy, other psychol ogy, and so on.

Your question about, well, would you say
anything that entails asking sensitive questions --
for exanple, the exanple you gave about, for exanple,
sexual behavior, should that be reviewed by an | RB?

And nmy answer is you are going to have to think about
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that and ny tentative response is you are probably
goi ng to conclude no because then you are starting to
regul ate the activities of journalists and other such
people who inquire into such matters fairly often

t hese days.

| do not want to go any further with this but
it is minly you are going to find -- for exanple, one
of the activities that | reconmended for the National
Comm ssion to consider is a formof practice which is
not research which | call practice for the benefit of
others. This would be proposals.

For exanple, one hot topic in the 1970's was
using the major tranquilizers as they were called in
those days to quiet people in nmental hospitals and one
of the purposes of doing this was to create -- was to
contribute to the confort of those who had been
annoyed by the noisy patient.

| thought even though that does not conform
to the definition of research that is sonething that
you m ght want to have reviewed by sonething like an

I RB to see whether or not particular cases or policies
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in general -- other areas that | would consider under
this would be, for exanple, program evaluation. Do
you want |IRB review of all program eval uation?

You will probably decide for the nbst part no

but the exanple that cane out in the New Engl and
Journal about ten years ago of rewarding residents in
a hospital for decreasing the nunbers of |aboratory
tests they got as routine tests on adm ssion, there is
sonething in there that mght want you to say maybe we
woul d want to regulate sonmething like that. That is
the sort of thing | amaimng at, Alta.

PROF. CHARO Well, if I can -- may | just
clarify or ask for clarification?

DR LEVINE: Sure.

PROF. CHARO  Bob, first of all, the reason |
gave that second exanpl e about sexual habits is
because of the e-mail that | think it was Kathi Hanna
di stri buted yesterday for the comm ssion nenbers from
the story about the Virginia Cormonweal th University.
One of the objections had been froma mn who had

di scovered that his daughter had been surveyed wth
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guesti ons about whether or not her father had various
ki nds of, you know, genital abnormalities.

So | guess | am beginning to wonder if at
this point rather than |ists of specific kinds of
research that woul d be issued by sonebody and you have
used the phrase "you would want to" and | am not sure
exactly who the "you" is, is what you are really
getting at is situations in which there is an
expectation of a certain kind of relationship between
t he professional and the nonprofessional that is not,
in fact, present.

And the reason why | amconfortable with IRB
review of research even when it is conparing two
standard therapi es, one against the other, even though
our investigators here may bitterly conplain about it,
Is precisely because to a very small extent but
nonet hel ess to a real extent at this point the
I nvestigators are now putting the interest of science
as their primary concern and the interest of their
pati ent second.

They do not tweak things as best as they
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coul d possibly guess just for the patient the way they
would in a purely clinical encounter. They try to put
peopl e on standardi zed regi nes and they are going to
try to keep themthere until there is a real good
reason to take them of f because they want to get

sonet hing out of it.

And that actually transforns what is usually
a situation in which the patient feels the doctor is
| ooki ng out for her interests to the exclusion of al
other interests into sonething slightly different.

So is it possible that what we are getting at
here in your exanples about benefit for others and the
resonance, any situation in which one senses that
there has been a slight change in the kind of
fiduciary duty that is usually expected between this
ki nd of professional and this kind of |ay person?

DR LEVINE: Thanks again, Alta.

First, the topics that | am di scussi ng now
that -- of activities that |ie outside the mainstream
of bionedi cal research are topics -- are areas in

whi ch we tend not to have a professional wth
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fiduciary responsibilities.

PROF. CHARO Yes, exactly.

DR. LEVINE: So I think in nost of the
research area where you are dealing wth fol ks that
have fiduciary responsibilities you are dealing
usually with practitioners of either nedical or
behavi oral or related practices.

Now t he VCU, the Virginia Commonwealt h,
experience was appalling. | do not think it had

anyt hi ng whatever to do with whether or not the

gui del i nes were adequate to direct activities to -- or
to class -- this was clearly a research activity. |
think the thing that strikes you nost -- the thing

that strike ne first is why were they having young
femal es describe the sexual behaviors of their
fathers? Were -- | think sonething nust have been

| eft out of the story that got to me. There nust have
been sone basis for thinking that these young people
woul d know about the sexual behavior of their fathers
but the issue there was not whether or not sonething

required review by an IRB. | think it was clear that
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it did.

Now your discussion, Alta, of research in
whi ch you conpare two standard therapies, | do not see
the problemthere. As far as | amconcerned if you do
a formal evaluation of two standard therapies you are
I ntroducing into the practice of -- let's say these
are nedical therapies -- into the practice of nedicine
I nterventions or procedures that are done for no

pur pose other than to devel op generali zabl e know edge.

Just the fact that you are random zi ng people
to one treatnent or another. So | see this as a non-
problem | also cannot restrain nyself fromrecalling
the last conversation we had in Decenber. This is why
| hold that there is no such thing as therapeutic
research. There is always conponents of the activity
that are not designed to be beneficial to the
I ndi vi dual subj ects.

Thank you.

DR. SHAPI RO  Thank you.

Ji nf
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DR CHILDRESS: | think in a way |I amjust
aski ng another version, a |ooser version of Alta's
guestion. | think what you have provi ded, Bob, has
been exceedi ngly hel pful both in terns of historical
perspective but also in terns of sone of the
difficulties in trying to set conceptual boundaries
and, in particular, trying to use research as a
category that will help us really to determ ne what we

want to cover under regul ations.

But then that -- nowto raise Alta's question
in a nore general way -- that does force us then to
consider -- not -- since you have asked to define
categories -- the kinds of criteria we wll use to

define categories that we think should be brought
under sone kind of protection, particularly sonme kind
of commttee review, IRB review or IRB-like review,
and i nfornmed consent.

So I wonder now sort of |oosening it up a
bit, tell us about the criteria you think are
i nportant -- would be inportant for what we shoul d

I nclude as we are trying to define those categori es.
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DR. LEVINE: The categories that | think are
inmportant -- | amjust going to give a partial |ist of
these categories. The first is a category in which
you have in general terns sonebody who is socially
relatively powerful interacting with people who are
percei ved by thensel ves as socially sonmewhat | ess
powerful in which the purpose of the interaction could
be confused. | amthinking particularly of areas in
whi ch peopl e m ght presunme sone sort of fiduciary
rel ati onship where none real ly exists.

DR. CHI LDRESS: Thank you.

DR. LEVINE: | am al so thinking about areas
I n which people are asked to do things that are for
the benefit of the collective, small collectives or
| arge coll ectives, and which put themto either sone
ri sk of physical or social or psychol ogical or for
that matter economc injury where it nmay not be clear
what the purpose of the activity is or what the nature
of the risks m ght be.

These are the sorts of things that I -- and

as -- | would not say all things that have those
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criteria ought to be nade the object of regul ation but
wi thin those categories you could identify -- earlier
| tried to develop a distinction between surveillance
for the incidence or prevalence of HV infection or
the incidence or preval ence of risk behaviors in that
field and said you mght want to -- Alta, when | say
you m ght want to, | nmean the NBAC m ght want to
devel op sone sort of guidelines for review of
activities in that field while at the sane tine
activities that are in all superficial respects
identical that are conducted in response to reports of
out breaks of food poi soning.

You m ght decide that there are -- this |acks
the features, particularly in this case the grave
consequences of breaches of confidentiality that would
trigger a need for oversight.

Now | realize that what | am proposing is not
likely to be found -- is not likely to make the garden
vari ety bureaucrat enthusiastic. They, | think, in
general, would require very broad definitions and

everything that conforns to this definition nust be
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done one way and everything el se need not but | think
it would lead to a nore sensitive approach to
provi di ng oversight for the various activities we are
tal ki ng about.

| think, also, you have a big -- | nentioned
heal th policy research. There you have got a big
problem There are certain sorts of activities where
the unit of neasurenment is not the individual. The
unit of measurenment is na collection of people.
menti oned the project which was designed to eval uate
the effects of rewarding residents for ordering fewer
routine | aboratory tests.

But there is many health policy research
where the -- you have a controlled clinical trial
where one armof the trial is hospital A and the other
armof the trial is hospital B, and the trial is
designed in such a way that if you happen to be in
hospital A there is no way you can get treated the way
they are treated in hospital B. That is one where you
woul d have to have speci al oversight procedures which

may not i nvol ve classical inforned consent.
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DR. SHAPI RO. Thank you.

Marjorie?

DR SPEERS. Bob, first let nme begin by just
t hanki ng you for doing double duty and stayi ng here
for this afternoon.

| have two questions and they really follow,
I think, on what Alta and Ji m have asked.

One is, is what you seemto have suggested is
that there are a nunber of activities that should be
covered that are now not currently covered and so |
just wanted to push you a bit on how broad you woul d
want to be and particularly thinking in ternms of the
nonbi onedi cal area.

Wul d you say that all data collection, data
anal ysis activities, should fall under sone type of
human subj ects protection? And t hen assum ng
again fromthere that you have exenptions or expedited
revi ew process or something so how broad do you want
to go?

The second question is it was interesting to

hear your history and to think about we are in the
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situation we are in, in a sense, because of the
mandate that the National Comm ssion had and that was
the charge to differentiate between nedici ne and
practice, which led us then to divide the world into
research and nonresearch, and then what fits under the
regul ati ons.

And it leads nme to think about whether we
shoul d not define research. Research may not be the
I Ssue as you were suggesting perhaps wth sone of the
categories that you naned. But instead to define
areas where there is potential risk and, therefore,
sone need for ethical review and inforned consent.

DR LEVINE: Thanks, Marjorie. | amgoing to
try to deal with these two questions.

There -- you and | have discussed these
questions before and | think you know that | do not
have the answer. | have sone suggestions of what
m ght be sone of the answers or subanswers.

Shoul d we establish regul atory oversight or
regul ate all data collection? That for ne is pretty

easy. The answer is no. There are certain sorts of
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data collected for certain sorts of purposes that |
t hi nk you should take a cl oser | ook at.

| do not think there is a problemwth
collecting data, let's say notor vehicle people
coll ect data that have to do wth, you know, what they
think is inportant about who drives cars in this
state. | amnot going to worry for the nost part
about that.

On the other hand | think one m ght want to
be concerned about collection of data by insurance
conpani es, particularly when these data are fed into
wi dely shared data banks where everybody in the
I nsurance busi ness has access to the data and where if
you happen to be working for a corporation that is
sel f-insured that neans your enployer gets your
medi cal history and ot her such things.

| think there is sonething in activities |ike
that that you m ght want to wonder about whether you
woul d want sone sort of oversight for that.

| do not think I would turn a job |ike that

over to an IRB. | nean, we heard earlier today about
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how hard it is for an |RB to understand the ethics and
social conditions in places |ike Vietnam and Bur na.

do not think that our IRB is quite capabl e of
under st andi ng the safeguards for privacy that exist in
Washi ngton, D.C. W have all we can do to keep up
with what is going on in our owmn city. So to ask
|RB's to contenpl ate such things as nationw de or even
| ar ger dat abanks woul d be probl ematic.

To get to your other question should we |ink
it to potential risk and ny answer there is risk
shoul d be a criterion but never the criterion. There
are many, many activities that are far riskier than
research that we do not regulate. Medical practice,
for exanple. | do not think research -- if you
believe the Institute of Medicine, | do not think
research acconplishes or research | eads to the death
of 98, 000 peopl e every year.

If you want to find ethical violations you
are much nore likely to find themin the clinic and
al so we have data fromthe Secretary -- the HEW

Secretary's Conm ssion for the Study of Conpensation
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for Research Induced Injury.

They conpared what the outcones were for
peopl e who have the sane diseases in the sane
institutions and they enunerated the instances of
permanent or tenporary disability and found right
across the board you were nuch safer if you were in a
research programthan if you were not.

So it is not risk. Risk is not the only
thing. But risk is sonmething. |f sonething is
utterly risk-free and | would include anong the risks
the risks of dignitary harns then | do not think you -
- it may be that you m ght acconplish sonething by
regulating it but | do not think that your
acconpl i shnment woul d nmeasure up in a cost benefit
anal ysi s.

DR. SHAPI RO Al ex?

PROF. CAPRON: One of the things that you had
on your list of recomrendations for us was avoi di ng
the use of stipulated definitions and yet every tine
you speak on any of these subjects | always expect to

see you riding in on a horse with a | ance aimng at
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windmlls on your favorite topic of therapeutic and
nont her apeuti c research because certainly those are
ternms which have w de currency and are used all the
time, which you would have us abjure.

| wanted just to nmake sure that | understood
what the reasons for that were because you have stated
over tinme a nunber of different reasons. Sonme of them
have to do with the peculiarities of the -- or
infelicitous of the Declaration of Hel sinki.

Sonme of them have to do with the way in which
the term nol ogy reinforces the therapeutic
m sconception that people can get in research
projects, particularly those that are denom nated
t herapeutic research although not exclusively. And so
it is a way of saying do not use the term sl oppily.
It is an oxynoron to speak of therapeutic research,
research is research, and it may be done in the
context of researching on a disease with the intention
of trying to develop a better treatnent for the
subjects but it is still research as to them

This Conmm ssion itself used the division of
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those things which are related to and intended to

benefit people and those that are not in our report on

research with -- on conditions that may affect
deci si on making capacity. | wonder if -- since | know
you are famliar with that report -- if using that as

a junping off point or other work that you think we
woul d be famliar wth, you would say for us when you
think such a distinction is usable and has et hi cal
validity, some such distinction. Draw the |lines as
you think is appropriate.

And then how we ought to express that nost
felicitously and in a way which does not fall into the
problemthat | started off with which is the
stipulation. 1In other words, comng up with
term nol ogy which we know what it neans but which is
not going to sit well with people if they are not
constantly reading the definition.

DR. LEVINE: Well, first let ne give you sone
side effects of this semantic ness. At |east one
person in this roomwho is a nenber of the Conm ssion

has argued vociferously with nme that the NBAC did not
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use this distinction in the report on nental
I ncapacity.

PROF. CHARGC And | would continue to take
that position, Bob.

DR. LEVINE: Alta, you are not in this room
| am not tal king about you.

PROF. CHARO Oh, that makes two of us then.

(Laughter.)

DR LEVINE: But there are two nenbers of the
Comm ssi on who have argued vociferously --

(Laughter.)

DR. SHAPIRO Anyone else like to raise their
hand?

DR. LEVINE: Secondly, | have in the
aftermath of the publication of the NBAC report on
mental -- you know, the nental incapacity report, |
have asked several Comm ssioners what if you had a
pl acebo controlled trial of an antipsychotic drug in
patients with schizophrenia, would this be therapeutic
or nont herapeutic research? The responses | have

recei ved from nenbers of this Conm ssion are equally
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di vided. Half have told ne it is therapeutic and half
have told nme it is nontherapeutic.

The imediate spin off of that is whether or
not your recommendations, | think they are nunber 11
and 12 or maybe -- the nunber has changed a little
fromthe draft to the finished product, whether or not
you woul d eval uate one according to one recomendati on
or the other. You would have quite a difference of
opi ni on anong the people who created the policy
reconmendat i ons.

My main objection -- first, therapeutic
research is itself a stipulated definition but my main
objection to the use of the termis that it leads to
what | have called the fallacy of the package deal,

t hat what has happened is that in general those who
are gui ded by the concept of therapeutic research wll
| ook at a protocol if it contains one conponent that
Is intended to be therapeutic.

Li ke, for exanple, in a placebo controlled
trial of an antipsychotic drug the antipsychotic drug

Is intended to be therapeutic and, therefore, the
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entire protocol is evaluated according to the
st andar ds devel oped for therapeutic research.
The standards in the ethical codes that use
the distinction tend to be nmuch nore rel axed for
t herapeutic research and so when | wote ny paper for

the New Engl and Journal | just nentioned a few of the

procedures that had been justified according to
st andar ds devel oped for therapeutic research.

These included the performance of nultiple
endoscopi es on patients who if they were treated in
clinical practice would have received no endoscopi es.
This was a requirenent that was during the placebo
control trials of the H2 receptor antagonists in the
treatnent of peptic ulcer.

We al so see the insertion of a catheter into
the coronary artery for purposes of adm nistering a
pl acebo injection. W see |liver biopsies perfornmed on
patients for no reason other than to nmaintain the
double blind in a placebo controlled trial of
chol ostriam ne (phonetic). | can go on and on and on

wth this. | do not think we should continue to nake
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It possible to have these packaged deal s.

Now what | have reconmended instead is
exactly what you will find in the current federal
regul ati ons on research involving children. They say
you do not | ook at the package. You look at in the
| anguage of the regulations. You | ook at
I nterventions and procedures that hold out the
prospect of direct benefit or that do not hold out the
prospect of direct benefit.

Then you have got separate passages in the
regul ations that say here is how you justify the
former category if they hold out the prospect of
direct benefit and here is a different way -- a vastly
different way of justifying not research protocols but
I nterventions or procedures that do not hold out that
prospect .

Now i f you are working with an intervention
that hol ds out the prospect of direct benefit you
could have a nortality rate of five percent. |[|f what
you think you have is sonmething that is going to

reduce the death rate froma di sease that is at 15
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percent wthout treatnent, if you are going to reduce
it down to a level that nakes it worth taking a risk
of a five percent nortality.

On the other hand if you are dealing with an
intervention or a procedure that does not hold out the
prospect of direct benefit you are limted to a
ceiling of a mnor increase above mninmal risk in the
children's regulations. It is a vastly different way
of | ooking at things.

One final statenent: | do not want to inply
that the endoscopies, the coronary catheterizations,
the liver biopsies and so on that | nentioned a little
while ago, | do not want to inply that these are
I nherently unethical. Wat | want to say, though, is
that they should have been justified according to
standards that were not -- that were not used to
eval uate them

DR. SHAPI RO Thank you very nuch.

| amafraid we are going to have to end this
particul ar session because we do have still quite a

nunber of things to get done this afternoon.
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Let me propose that we try to take about a
ten m nute break and then reassenbl e and begi n our
di scussi ons on sone of the material that Ruth referred
to this norning. Dr. Berkley will be here shortly
and then we will go to his discussion and return to
our own di scussi ons.

Thank you very nuch

(Wher eupon, a break was taken from 3:07 p. m
until 3:20 p.m)

ETHI CAL | SSUES | N | NTERNATI ONAL

RESEARCH (conti nued)

DI SCUSSI ON W TH COVM SS| ONERS

DR. SHAPIRO Al right. Let's begin our
di scussion this afternoon and turn to aspects of sone
of the witten material you have distributed with a
call to this neeting.

| think | amgoing to turn it over to Ruth in
a nmonent but | think it is 2B. That is right. Is it
2B or is it 2D? | guess it is 2D.

PROF. CAPRON:. 2-Davi d.

DR. SHAPIRO 2-David, right. Choosing
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research design -- study design, | think.

Rut h?

DR. MACKLIN: Ckay. Thank you.

We have here a 19 page docunent. W are not
going to go through a 19 page docunent. | think the
nost efficient thing we can do in the relatively short
time is go directly to the findings and
recomendati ons. They are bolded and we w il wal k you
through it and I hope we can get through those. If we
do not get through it before Dr. Berkley's
presentation is scheduled for or before he actually
comes and is ready to give it, perhaps we wll have
time in the remaining session in the afternoon to
di scuss sone of this as well as to go to the -- what
the main thenme was of the day.

So the first finding -- and these are --
remenber what -- the first finding appears on page 11
at line 5 and please recall what this is all about.
These findings -- all of the information that proceeds
| eads up to the findings and provi des evi dence for

them and al so attenpts to provide sone kind of
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justification for the recommendations that follow the
fi ndi ngs. The findings -- the recommendations are
based on the findings and the text that precedes both
el ucidates and tries to justify. Ckay.

So the first finding -- and | guess we w ||
just stop after each one and then go on to the next.

The first finding, 1A, page 11, although the
potential benefits of participation in research nay be
an i nducenent for people in resource poor countries
who | ack access to nmedical care, it does not dimnish
their voluntariness to the point of being an undue
I nducenent .

DR. SHAPIRO. Ton?

DR. MURRAY: First, nmy conplinents to the
aut hor or authors of the docunment, which | found very,
very well done. | worry a little bit about finding 1A
inthat it seens -- the argunent seens to rely heavily
on the particular definition of what counts as undue
I nducenent. Now a definition is cited on page 10,
lines 26 and 27. It is a definition that was quite

appropriate in the context of studies done in the
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United States where the reason one m ght get sonebody
in a study would be to nmake an excessive, unwarranted,
I nappropriate or inproper reward.

| guess | amnot confortable relying
exclusively on that definition and | could readily
I magi ne making in the vernacular an offer you could
not refuse to a subject that would not constitute
excessi ve, unwarranted, inappropriate or inproper
reward but would be a function of access to sonething,
to good health care or sonmething in a very resource
deprived country.

So | guess | amsaying the class of norally
problematic offers one cannot refuse is |larger than
those stipulated in the definition and that we should
be attentive to the larger class.

DR. MACKLIN. Can | just ask --

DR. SHAPI RO Yes.

DR. MACKLIN.  Whuld you -- since | think we
know, if it could be docunented, and | think people
can docunent it, that there are people ho -- many

peopl e who enter research in the United States in
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order to get better care than they can otherw se get.
Those were uninsured, those were under insured, those
who perhaps have -- go to public hospitals where they
do get care but they would get better care on a
research context.

Wul d you say there is a cl ose enough anal ogy
bet ween those potential research subjects in the
United States and those in another country such that
It may have arisen in other ways in the United States
but the fact of entering research in order to get
medi cal benefits is true in this country, too, for
sone peopl e?

DR. MJURRAY: | think that is correct on the
facts, Ruth. It is true in the U S. for sonme people.
Whether it is true to the sane extent and with the
sanme kind of noral weightiness, | amnot certain but I
think it is -- you draw a very good anal ogy and it
woul d be worth pursuing that a bit.

DR. SHAPI RO. Al ex?

PROF. CAPRON: | have three comments and

wll try to be very brief in making themthat | hope
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you take into account in the redrafting. | wll not
attenpt to redraft it now.

The first one is that the pronoun "it" in the
second clause is anbiguous. |Is the "it" the potenti al
benefits of participation in researching or the
di sparity between those benefits and the person's
existing condition? | think that is inportant then
for the second point.

If one is talking about this, the way it is
witten here, in talking about voluntariness it sounds
as though what our concern is sonething that is going
to lead to the validity of their consent. If that is
the case the point ought to be rewitten to take out
thi s | anguage about undue inducenent which has all the
probl enms that Tom just pointed to, and say it does not
so dimnish their voluntariness as to make their
consent invalid or sonething.

And the third point is conversely if what we
are concerned about is what we are usually concerned
about, which is the -- when we tal k about sonething

bei ng an undue i nducenent, it is that the researcher
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IS engaging in sonething -- a practice, the making of
the offer of sonething, which is being nade in a way
to overcone soneone's good judgnent and to get them
in. In which case we can drop the voluntariness from
t he di scussion here and focus on the undue i nducenent
by saying it does not anmount to a condition or
sonet hi ng whi ch ought not to be offered.

Do you see what | amtrying to say? It is
sort of -- | think the present recommendation --
finding conbines two disparate ideas. One is the
effect on the individual and the other is the action
bei ng taken, the offering of nedical care as part of
research to people who do not otherw se have access to
it.

| think it would be clearer if we could
deci de one way or the other of expressing it. So
those are the three thoughts.

DR. SHAPI RO Thank you very nuch.

Rut h?

DR. MACKLIN. Could |I make this as a general

pl ea? Maybe it is not. When the coment goes to the
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wor di ng, when it seens to accept the spirit but it
goes to the wording and how to nmake it clearer or

better, could | ask the commentators if they wll

provi de that wordi ng?

PROF. CAPRON: Wl l, excuse ne, generally |
woul d agree to do that. Here | would be happy for us
to have a discussion as to what point we want to make
because what | amsort of -- naybe instead of making
three points | really nmade one point which is this
does not convey to ne whether what we want to express
inthis finding is that the offering of a good |evel
of medical care to people in resource poor countries
who do not otherwi se have it is an acceptabl e act
because the amount of effect that it would have on
people is within an acceptabl e range and, therefore,
it is all right to do it.

O what we are doing is making a finding
about people when faced with this that they continue -
- they can continue to exercise the kind of judgnent
that we want people to exercise, that it does not

render theminvoluntary. It is a great inducenment but
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it -- because it is not done as you point out on page
10, it is not done in a way which is unwarranted or
i nproper. It sounds like a very good thing to do for
peopl e. It is, therefore, not going to overwhel m
their vol untariness.

| nmean, another way to see it -- it is a
different -- the other way of doing it says, yes, it
may overwhel mtheir voluntariness but because of what
you are doing to themis basically a good thing it is
okay to do it. | nmean, you do things for children
which they are not voluntarily choosing but we are
perfectly happy to have you do it because it is a good
thing to do for them whatever the X, Y, Z that we are
tal ki ng about here.

And so | think we need a substantive
di scussi on because this is a finding and it sounds as
though it is alnost an enpirical finding. |If it is an
enpirical finding I would be very nmuch nore inclined
to put the word "necessarily" between does and not
because it seens to nme that there would be certain

situations in which a person's need would be so great
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and the nmedical care being offered would be -- sound
so wonderful that there -- if we are tal king about
vol untariness, you would say actually that has
di m ni shed their voluntariness to the point where they
j ust cannot choose ot herw se.

| nmean, no rational person would forego this
opportunity because the risks to the research,
al t hough exi stence, are not very great and the
opportunities are just so great but we should stop
tal ki ng about voluntariness. W need anot her
mechani sm

So | cannot rewite this until we have a
di scussion that says what we really want to say is it
Is okay to go ahead, you want to have a review
mechani smto make sure it is okay, but we are not
going to be relying on voluntariness as our
justification here any longer. W are going to be
relying on that review mechani sm

O are we nmaking an enpirical finding or are
we nmaking a noral finding that although it is very

likely to weigh heavily on their voluntariness it does



10

11

12

13

14

15

16

17

18

19

20

21

263

not deserve the pejorative nanme undue inducenent. |f
that is all you are saying here, if undue inducenent
means sonething which is norally bad it is an inproper
or inappropriate reward, then the finding has kind of
Bob Levine's problemwth it. By having stipul ated
what undue i nducenment nmeans so nuch you have di sgui sed
your real neaning here and it is a very mnor point.

It does not deserve a slap against the investigator
but it really has still affected the voluntariness.

| do not know if that is clear but | know
that this is not clear to ne what is intended here and
| cannot rewite it wthout know ng what is intended
and having a group discussion of that.

DR. SHAPIRO Any other comments on this
particul ar issue?

DR. DUVAS. M interpretation is that the
possibility of undue inducenent does not overwhel mthe
vol untariness of the subjects. Now if that is
I ntended to say anything else | do not -- | did not
get it.

| think the whole i dea of what constitutes
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undue i nducenent is not discreetly defined and we are
maki ng this decision a priori so we are tal king about
the possibility and we are saying that that
possi bility does not outweigh the possibility of w se
choice on the part of the subject.

PROF. CAPRON: It is an enpirical judgnent.

DR. DUMAS:. Yes.

DR. SHAPI RO D ane?

DR. SCOTT-JONES: | had simlar concerns.
thi nk they can be handl ed by adding to |line 7 "does
not in all cases or does not necessarily dimnish
their voluntariness.” | agree with what Tom said
earlier that there could be cases when the benefits of
participation would constitute an undue inducenent but
that is not always the case. Finding 1-A reads as if
it is always the case that it di mnishes
voluntariness. So | think it could be handl ed by
adding just a few words to the sentence.

DR SHAPIRO. Eric?

DR, CASSELL: Well, | think I am addressing

the sane thing in a somewhat different way. | am
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sonmewhat concerned by the absolutist quality of the
statenment and | amtrying to |look at what is the

pur pose of these statenents. One of the purposes is
this expresses the opinion of -- after all nobody
really knows this for us -- is in a statenent at this
time, at this era what we believe, and | think that
this is also going to be true of | ater ones.

The question of undue inducenent, what
country, when, what is the situation, but the issue of
undue i nducenent remains an inportant issue all the
tinme so that one of the things about the finding is
t hat peopl e should al ways know that that issue is
al ways up there.

| actually put in just that we believe that
It does not dimnish their voluntariness because to
get it away fromthat absolutist quality, and |I have
to leave for 15 mnutes so | amgoing to mss the
fight but I think that that is an issue that cones
al ong --

DR. SHAPIRO W are not going to fight.

DR CASSELL: -- that cones along in all of
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t hese things because we have to see what are we doi ng.
Well, | think we are trying to, anmong ot her things,
get everybody to know what we think are the issues
that are on the board.

DR SHAPIRO  Larry?

DR MIKE: Well, | read the statenent
conpletely different fromthis discussion. | agree
that the coments that are made about this particul ar
way of phrasing it brings the problens -- particularly
what Di ane said about it is not an absol ute statenent.

| read this to sinply nean that just the nere
fact that there are potential benefits in a research
protocol does not mean that it is -- you cannot do the
research in these under devel oped countries. To ne
that was the gist of this first finding, which is just
because there may be potential benefits, does not nean
that you cannot do the research ever.

DR. MACKLIN. Can | just say --

DR SHAPIRO. Ruth, yes?

DR. MACKLI N:  \When soneone has said what was

I ntended we ought to acknow edge it. Okay. That is
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exactly what this was neant to do. It certainly could
not be an enpirical claimand we could not put it
forward as an enpirical claimbecause we do not have
any evidence for it. W do not have any criterion for
what woul d be or would not be an inducenent and surely
if it were an enpirical claimthen we would have to
take away the absolutist nature and say in sone cases
It is and in sone cases it is not. Here are the
criteria for determ ning whether it is or it was not.

It was neant as an in principle statenent and
| think Larry captured it as an in principle statenent
the nmere fact or the very fact of providing benefits
to people in devel oping countries is not in and of
itself -- 1 do not |ike that |anguage -- in and of
Itself an undue inducenment such that it woul d nmake
provi sion of benefits unethical and it should not.
That is what is intended.

W need to fix the language. W w ||
certainly do it because it is quite clear that
intelligent, thoughtful people interpreted it

differently.
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DR. SHAPI RO  Bernie?

DR. LO Well, along those sane |lines are
there limts? | mean, are there situations that we
can concei ve of where both the benefit being offered
conpared to what otherwi se the patients wll receive
and the nature of the risk or study they are being
asked to undergo does, in fact, in and of itself
constitute an ethical barrier so that, in general, you
could -- | think we are saying you ought to be able to
design a study where you can benefit all the
participants and it is still ethical but I think there
Is also that flag that beyond a certain point there
are real ethical problens. And to the extent
that we can help sort that out I think that woul d be
usef ul .

DR. MACKLIN  well, if we could do that by
way of exanple, it is going to be easier to do it by
exanpl e than by providing criteria. So if we could
ever do that by way of exanple that we would all agree
that in this case of providing benefits, indeed, would

rise to the | evel of an undue i nducenent and we coul d
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use it as an exanple to nake the case.

DR. SHAPI RO Al ex?

PROF. CAPRON: Well, one way to test the idea
woul d be woul d people who are not offered this
particul ar benefit agree to be in the trial? That is
to say if you were doing it in a country or with a
popul ati on that already has access to the care that
goes along with the research woul d people agree to it
because if the answer to that is no then it seens to
nme as a prima facia matter you ought to say this
begins to | ook worrisone because to ne there is no
di fference between offering a person who has access to
health care tens of thousands of dollars for doing
sonet hing which is very risky when what the person
| acks is noney. They need the noney to feed their
children but they have health care. And offering a
person who does not have health care where their life
iIs at risk just in the ordinary course where ordinary
health care would be very beneficial to themthat
care.

| mean, what is the difference between the
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dollars to the person who does not have the dollars
and the health care to the person in the resource-poor
country who does not have health care?

Now in this country nost of our focus has
been on the notion of financial rewards but | would
not draw a distinction and | woul d be very suspi ci ous
and very worried and maybe | would be inclined, as |
just said, to treat it as a prinma facie matter where
you coul d present a strong enough argunent for going
ahead anyway.

But where the answer woul d be no, people who
have enough noney for whom the i nducenent of the noney
I's not going to be enough or who have enough health
care for whomthe i nducenent of the health care is not
going to be enough to nmake a difference woul d never
agree to be in that research. The risk of the
research is sinply too substanti al

And so | would be nore inclined to get rid of
this discussion of voluntary -- just using the
conclusory word "voluntariness" here and to say, as

Larry suggested, that the nere fact that there is
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benefit to peopl e because of the health care they get
as a research subject is not enough to rule out doing
research in resource poor countries anong people who
| ack access to nedical care but I would think we need
anot her statenent to address this question of
proportionality between what people are being asked to
do and the risk invol ved.

PROF. CHARO Putting a hand up.

DR SHAPIRO. Alta, and then Larry.

PROF. CHARO | actually find this section
| ess problematic than sone of ny col | eagues on the
Comm ssion but it may be because | am separating two
I ssues that maybe are coming together a little bit.
One is the notion of undue inducenent/vol untariness
and the second being the notion of exploitation which

| amtrying to hold separate in ny m nd.

| mean, as sonebody -- | have nentioned this
before -- as sonebody who used to be a research
subject in any nunber of experinents, | can tell you,
Al ex, | would not have done them w t hout the noney and

it had nothing to do with risk. They were not risky
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at all. They were just paying. | did not want to
have to wal k over to WlliamJanes Hall to do them but
I f they paid nme enough | woul d.

| think that the discussions in public about
the concerns over transnational research have often
focused on the -- anong other things, on the idea that
sonmehow there really is a problemw th an offer that
Is too good to refuse and | would urge that we
actually do continue to address it explicitly and that
we take advantage of the opportunity to say that
offers that are extrenely good are offers that can be
accepted by sonebody who is truly making a very
vol untary decision in the sense that they are
rationally calculating their own self-interest.

That does not necessarily nean that we think
t hose ki nds of protocols should be approved. There
may be separate reasons why we think that they are
exploitative or unduly risky or any nunber of other
reasons why we do not think they should be approved
but the reason for not approving themis not prem sed

on the lack of the ability of an individual to decide
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yes or no to go in.

And if | understood the section correctly,
the only purpose here was to enphasize that the nere
provi sion of nedical services that are otherw se
unavail able is not fundanentally different than the
provi sion of any other kind of benefit that m ght seem
terribly attractive.

PROF. CAPRON: Actually, Alta, | think you
and | are in agreenent because | assune that the
research you went over to do as an undergraduate was
research which at | east sonme people woul d have been
willing to do w thout being paid.

PROF. CHARO. | do not know of anybody who
woul d. That is why they were paying us.

PROF. CAPRON: Well, that is because --

(Laughter.)

PROF. CHARO. | nean, if people want to --

PROF. CAPRON: That is because you were al
very well taken care of Harvard students but if you
-- that, in principle, if the only -- if the -- if the

research invol ves burdens which a person woul d not
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ot herw se accept if they were not given a particul ar
reward no one would -- no one would. | just want to
say as a prima facie matter that issue deserves
exam nati on

PROF. CHARO. Well, Alex -- | nean, Al ex,
seriously, | nmean | participated in research for an
entire year where | had to sit inalittle room
wi t hout wi ndows from7:00 a.m to 9:00 a.m five days
a week. Now | challenge you to find anybody on that
canmpus who woul d have done that out of altruism Only
poor people |ike ne.

DR. MJURRAY: W are doing it for eight hours
a day right here.

(Laughter.)

DR. SHAPIRO Ckay. | want to get on to the
-- 1 think I do gather the sense of this. | think
Ruth does as well and | want to get on to at |east a
bri ef discussion before turning to Dr. Berkley.

Di ane and then Larry.

DR. SCOTIT-JONES: | have another concern and

that is this is witten about the potential benefits
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of participation in research and it does not address
the issue of what the participants think about
research, that is whether participants believe that
they are going to be cured of AIDS if they participate
in the research or whether they believe that they are
going to get individualized nedical care.

There is another issue and that is what the
participants actually think that | think is a sonmewhat
separate issue fromthe one of the potential benefits
of participation as the researcher defines it and | do
not know if that has been addressed.

DR SHAPI RO Larry?

DR. MIKE  Just a comment on this
di scussion. If you |look at the bold face we have not
di scussed 1B and the recomendati on and obviously this
Is | eading towards that specific reconmendati on.

DR SHAPIRO. R ght.

DR MIKE: So | think it is just a matter of
refashi oning these things and saying just because
there are potential benefits does not negate the

study. Providing effective treatnent is not an undue
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I nfluence and that is where it |eads to and so one
could just rethink the way this is witten.

DR. SHAPIRO Let's focus our attention for
the next few mnutes on finding 1b and recommendati on
1 and then | would like to go to our guest we have
al ready kept waiting | onger than we shoul d have.

Ber ni e?

DR. LO Yes. |In both 1B and the
recommendati on we use the termthat | guess Steve
Lagakos at our |ast neeting proposed of established
effective treatnent and | know that at the begi nning
of this discussion you sort of said there are problens
wth alot of the other terns used but | actually have
probl ens knowi ng what we nean -- what Steve neant by
that and what we think we nean by that and why this is
a better termthan all the other vague anbi guous terns
that are being thrown out because | think it really
begs the question do you -- at what point do you know
that it is effective anywhere in the world? | nean,
do you assune that it has been shown to work in one

country it automatically works in other countries? |Is
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that an open question that -- where there m ght be
sonme equi poi se?

| think there are issues that we tried to
dodge by sort of changing the terns but | think they

are actually pretty serious ethical and scientific

| ssues.

DR. MACKLIN | just have to respond to that
one.

DR SHAPI RO. Yes, Ruth.

DR. MACKLIN: The question of the choice of
terms -- | nmean, we have to get to the bottom of why.

Okay. Your suggestion, and we would agree that there
are a lot -- there is built in vagueness to these
terms and | think there is going to be built in

vagueness or uncertainty to any terns that are chosen.

This term was chosen not because it is not
vague or because it is going to be absolutely clear to
anyone who | ooks at it or clear and able to be applied
unanbi guously. Instead it was used to avoid the other

-- the best proven treatnment with all the argunents.
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We can use Bob Levine's argunents that he has had in
print, sonme of the things he said today and sone of
the others to show the flaws in that reasoning and
that is what he presented to us today and he has got
that in his witten articles as well.

So it avoids the pitfalls, not just the
vagueness but the pitfalls of that term and it al so
avoids falling down to the | owest common denom nat or,
which is no care that is captured by the term
"standard of care.”

Now if we need to put in a lot nore caveats
that this | anguage does not sol ve these other problens
and how do we ever know when it is established or that
it would be effective el sewhere, that is fair enough
and | think we --

PROF. CAPRON:. Just drop the adjectives,
Rut h.

DR. MACKLIN:  What do you nean drop the
adj ectives?

PROF. CAPRON. In 1B, the adjectives

"established effective." What if you just said the
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offer to provide nenbers of a control group with
treatment that is unavail able outside the trial?
Doesn't that make your point?

DR MACKLI N:  No. No.

PROF. CAPRON:.  Way not?

DR. MACKLIN It certainly does not.

PROF. CAPRON: Because you are not -- the
guestion here is not what your obligation to themis
to provide. It is just -- here you are saying if you
provide themw th X, which they could not otherw se
get, that does not constitute an undue inducenent to
participate in the trial, whichin a way is a clearer
statenment of finding 1A

DR. MACKLIN.  Well, | guess the point here
was that the argunment that was given -- | do not know
If it was an argunent, a statement or an utterance
that to give people AZT -- the 076 regi nen, which it
was not avail able, that was the best proven treatnent
but it was not established effective treatnment, would
be and woul d have been or woul d be an undue

I nducenent. That was an additional argunent used in
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the context of the AZT.

So what this is neant --

PROF. CAPRON: But if you had offered to give
t hem normal annual physicals, which they did not have
access to, wouldn't that fit the statenent just as
wel | ? The question would be is that an undue
I nducenment ?

DR. MACKLIN: No, because that is nore |like
1A. What we had really neant to do was ratchet it up
here. 1A is giving them nedical care. GCkay. Now
suppose in the context of the AZT we said we are going
to give themvagi nal washings. You cannot get that
outside the research. | nean, is that what we are
worri ed about, that a vagi nal washing is going to be
an undue inducenent? |[|f anything, they would | ook at
it as a burden or an unacceptable thing and not want
to do it.

But if you give themsonething that is
avail able in another country that is known in another
country to be a treatnment, that is the question of the

undue inducenent. So this has to ratchet it up from
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what nedical care -- ordinary nedical care would be
ot herwi se we are not addressing the concerns that
peopl e have expressed.

PROF. CAPRON. But that is not the |anguage
t hat anybody recognizes for that. | nean, if that is
what you are trying to ratchet to the top you better
say the best avail able care because you are trying to
go up to the ceiling. | nean, whether or not you Ilike
it, an annual examfits that definition -- fits that
sentence. That is an established effective treatnent,
that is to say the American Col |l ege of Physicians
recomends peopl e over a certain age have an annual
exam We know it is -- it has sone benefit.

DR, MACKLIN: It is not atreatnent. It is a
di agnosi s.

DR. DUMVAS: That is right. Tell him

PROF. CAPRON: Well, it might -- it is not a
di agnosis. It is intervention. Al right. Well,
then not that. Then aspirin for -- | mean, just
anything that they cannot get. Penicillin for a

bacterial infection which they cannot get and you
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offer -- you say people in this trial, we are going to
try to keep you otherwi se as healthy as possi bl e.

| mean, maybe that is a good research design
and maybe it is not but that is what you are offering
t hem And peopl e know that the rate of dying from
bacterial infections is such that that is -- why
woul dn't that fit this sentence?

DR. MIKE: Ruth, I, for one, thought that
the intent was clear and it is explained enough in the
di scussi on about why you used established effective
versus best available. And that was your answer to
Berni e, which was that that was the purpose of using
that and not to get into the issues about how we
measure effectiveness and what is established, et
cetera. | thought it was pretty clear in the
di scussi on.

DR. SHAPIRO Arturo, and then Jim

DR. BRITG | want to nmake two points. One
addressing this issue directly and I think it is
I nportant to put established effective treatnent or

sone other termlike that in here and not just
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deleting it because of the -- what is addressed
earlier on page 7.

In fact, | have nade sone notes about this
because this is sonmething that you need justifications
for repeating the placebo groups in other countries
that was -- it was utilized to justify repeating 076
In other countries of the placebo groups is the fact
that there were discussions about possible
di fferences, physiol ogical or biological differences
in the HV virus, et cetera, |ike that anong ot her
popul ati ons, subpopul ati ons, et cetera.

But yet there was no good evi dence before
those trials that that actually existed or that there
woul d be any difference in the reaction to AZT of
these viruses or et cetera. kay.

So when we tal k about established effective
treatnents and to go back to the first line two on
page seven, if there is good reason or evidence to
bel i eve the biological factors are sufficiently
different, | think this is the key why it has to be

i ncluded in here is because there has to be evidence
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that sonmething is different to say sonething is not
effective. And if you just put sonething as treatnent
as a general termthen the scientist or researcher or
sponsoring organi zati on can just go into another

country or subpopul ation and say, "Well, this is a

treatnment that is available that is different than

what is established for the United States popul ation.”

Does this make sense?

| guess the note | had nade to nyself is |
want this enphasized here that the evidence has to
exi st and | thought that was inportant.

My second comment is that when we are
di scussing 1A and now on to 1B, when | had read this
the notion | had gotten, and maybe -- and this
addr esses sonet hi ng Bob Levine nentioned before, is
that one of the criticisns of bodies -- U S. bodies
and westerni zed bodies is that we are very
paternalistic in our decision making.

When | read this about the voluntariness,
i rrespective of how we phrase it, | think one of the

things this addresses is that it is up to the
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I ndi vidual or the community to nake the decision for
thensel ves and not et us, us neaning the western or
the industrialized country, make the decision for

them So I think it is one of the things that sonehow
has to be enphasi zed here that what we are trying to
do here is address this criticismof being too
paternalistic.

DR. SHAPIRO | just want to take one or two
nmore questions and then | want to turn our guest.

Berni e, you had a question?

DR. LO Yes. Again to raise ny concerns
about the ways this is set up on page one, | nean |
appreciate your point, Ruth, of wanting to avoid the
ki nd of acrinoni ous debates that centered on these
catch phrases. My concerns is that our definitions at
t he begi nning of established and effective are not
very clear and are going to raise a host of questions
which if we are going to use the term1 think we need
to parse it out of it and explain what we nean because
I think what we have done by ducki ng sone of the

t ougher issues is | eave ourselves open to different
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people interpreting this in different ways.

Is it effective because it neets, you know,
the nost rigorous standards of evidence based nedicine
or do people say that, well, | have got historical
control, | think it works pretty well. | mean, those
are exactly the types of disagreenents that | think we
need to have sone sense of how -- what standards are
we going to use to resolve it.

So | amnot objecting to the newterm |
just think we have to be a little nore specific about
what we are trying to say here.

DR. SHAPIRO  Jinf?

DR. CHI LDRESS: Followi ng up on that, |
actually found the | anguage in the new | anguage to be
quite acceptable and illum nati ng.

| guess, Bernie, what is said on 1, you would
like to see page 1, line 27, for exanple,
"established,” you would |i ke to have that
par ent heti cal conment el aborated?

DR LO Wwell --

DR CHI LDRESS: | think one of the -- the way
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it is set up here that one of the problens is that
this inportant discussion of established effective
occurs early and then we have several other pages by
the time we get to the discussion where it really
cones into play. W have sort of forgotten what was
there but | found it quite useful and that | really
like the flow of the argunent in this discussion but
tell us nore.

DR. LO Right. So what do we nean by
medi cal profession? Is it -- are we assum ng that
there is a single standard around the world? Does it
have to be accepted by the host country? Suppose it
Is accepted in the country that is funding it but not

the host country. Those sorts of issues. An

effective successful -- well, how do we judge whet her
sonething is successful? | nean, sone people say
that, you know, | want a random zed clinical trial

control trial
We shoul d say, well, you know, historical
controls for this condition are good enough for ne.

Sone people say, "Well, you know, that group that you
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studied in the random zed control trial differs from
my population in this way and this. You know, we
breast feed, they do not." | do not knowif the
results apply. Oher people say that is close enough
to ne.

So those are the kinds of debates that are
substantive sort of scientific ethical debates that
create the problens and we need to at | east
acknow edge that apparently clear terns |ike
acceptance and successful are going to lead to pretty
serious disagreenents.

DR. SHAPIRO Tom if it is very, very short
bacchus we do --

DR. MJURRAY: Yes. There is -- | know of no
expression that is going to alleviate those
anbiguities. However, it seens to ne the norally
probl ematic cases are those where there is a treatnent
which is quite clearly established and quite clearly
effective and where there really is not a | ot of
di spute about how it would work and that it would work

in the country at issue. So, | nean, | think the
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phrase works well enough. W should acknow edge al
the conplexities and uncertainties but to capture the
norally -- what is norally inportant, | think the
phrase i s adequate.

DR. LO Let ne just say that here we are
saying it is okay if you doit. |If there is then a
di scussion of do you have to do it as an obligation
then it becones, it seenms to nme, nmuch nore critical to
say if you are going to have to do it what is it that
we are saying you have to do.

DR. SHAPI RO. Thank you.

Rut h?

DR, MACKLIN:. One last point, though, of
having to do it. If you take a | ook at what the
recommendati on here actually says, later on we get to
what you have to do but this was only, as Larry
correctly points out, leading up to this rather nodest
recomrendati on, which is that researchers and sponsors
may offer to provide nenbers of a control group. That
is this is sinply saying it is not an undue i nducenent

to do this.
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Now | ater on we get into the nore worrisone
t hi ng about the obligation but right here it is kind
of a weak thing.

DR LO In this situation we have got to be
cl ear about what we are tal king about.

DR. SHAPI RO Thank you very nuch.

| think | really do want to now term nate
this part of our discussion and we will cone back to
it alittle later, other parts of this recomendation
under 2D but | want to now turn to Dr. Berkley.

Let ne apol ogi ze once again for keeping you
waiting. | know that we are running |ate today and |
apol ogi ze. | know you are very busy and we very nuch
appreciate you taking the tinme to cone here and spend
alittle time with us.

| think you all know that Dr. Berkley is

president of the International AIDS Vaccine

Initiative. | think it is known sonetinmes as |AVl.
do not know where that canme from | guess fromthe
initials. [TAVI, | think, is what people comonly use

to referring to it, whichis, as | think you all know,
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a very interesting and provocative initiative to
address obviously an extrenely inportant health
pr obl em

So we very nuch wel conme you here today and
| ook forward to your remarks especially because | AVl
has really produced sone, | think, rather original
approaches to the formati on of agreenents and
cooperative agreenents of various kinds, including at
the other end of the work possible provision of
effective product -- excuse ne, effective nedicines
and so on, vaccines in this case, that would be
devel oped.

So thank you very nuch for comng here. | am
very glad to have you

SETH BERKLEY, M D., | NTERNATI ONAL Al DS

VACCI NE | NI TI ATI VE, NEW YORK

DR. BERKLEY: Thank you very nuch. | assune
iIf I take ten mnutes and say a few things about what
we are trying to do and why and then open it up for
guestions --

DR. SHAPI RO That wll be fine.
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DR BERKLEY: Ckay.

| obviously do not have to, to this august
body, tal k about the magnitude of the problemthat we
are trying to deal with but what perhaps | want to
enphasi ze is the effect it is having in the devel opi ng
worl d. There has now been, as you know, 50 million
cunmul ative infections. Currently there is about 34
mllion people living with H 'V around the worl d.

About 15,000 infections a day.

And per haps the nost profound nunbers to ne
are what is happening nowto |life expectancy in the
devel oping world and we see nine African countries
have a |ife expectancy that has gone down nore than 20
years and the nost striking of these, | think, is
Zi nbhabwe where |ife expectancy has gone from 68 years
into the 30's, 42 percent as a result of this single
di sease. So obvi ously an enornous problemto
those countries as well as gl obally.

The problemw th this is that one woul d argue
that a vaccine is the only way that we can

successfully stop this epidemc. After all a vaccine
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Is the only traditional way to control viral

infections. It is an international public good in
that if we create a vaccine not only will it work for
the people who are at risk but those people will not

I nfect other people and, therefore, we wll change the
dynam cs in the population. So it has effects above
and beyond the people who take it.

And | AVI cane out of a history that around
1994 the vaccine effort was al nost conpl etely dead.
Peopl e said why, that is unusual. | certainly did not
believe it when | heard. Well, a couple of reasons.
On the public sector side initially the world said,
"My, God, in '84 this is a virus. W need a vacci ne.
That is the only way we know how to do it."

But what happened was the advocates who
stepped forward said rightfully so, "My, God, we are
infected wth a fatal disease. W need treatnent.
Treatnent is what we need." Science said, "W do not
know how to treat virus and viral infections." But
they persisted and they deserve the Nobel Prize

because, in fact, we now have a whol e set of antiviral



10

11

12

13

14

15

16

17

18

19

20

21

294

dr ugs.

But interestingly what happened was the
priority in the public sector shifted frominitially
vacci nes towards therapeutics and at the tinme we got
involved it was 10 out of 10 priorities at the NIH
The percentage gl obally of noney going into vaccines
was | ess than seven percent of the overall research
expendi tures and | ess than one percent of what was
goi ng into AlDS.

In addition, there is a difficulty with
wor king with industry and | am going to cone back to
that because that is inportant in what we have tried
to do.

On the private sector side it also had
shifted. One is the science was tough. W know that.
Vacci ne devel opnent is long. It takes -- it is very

expensive. But also the market began to shift to the

devel oping world and with 90 percent of the infections

in the devel oping world, God forbid you succeed and

make a vacci ne for Zanbia, say. What are you going to

do with it? How are you going to get it out there?
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Wio is going to pay for it? Howis it going to be
di stri buted?

You end up in the worse case scenari o where
the world is pounding on your door saying you mnust
make this life saving technology available. There is
no nmechanismto get it out. There is no noney for it.

And |l est you think that this is theoretical,
hepatitis B vaccine found in about 1981, we are now
al nrost 20 years into the devel opnment of it, it is
still used by less than 50 percent of the popul ation
that needs it in the wrld and it has now gone from
$150 down to about a $1 or $1.50 for the full course
of treatment for it and hepatitis B kills a mllion
peopl e a year

So it is not -- | nmean, it is not an exact
anal ogy but the point is that industry, | think, has
the right to say, "Well, we are not sure that it wll
real Iy happen.”

Lastly, there was a big decision in '94.

I ndustry had invested about $50 million in two

candidates and in '94 a decision was nade not to npve
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those forward using public sector finance. The reason
was a sense of fear of failure, the theories had
changed, and so that vaccine was not noved forward.

It is nowin clinical trials being privately
financed but one clear point to nake to the group is
that 20 years into the AIDS epidem c no vacci ne has
been tested to see if it works. GCkay. There is one
in testing now but no vacci ne has gone through Phase
[1l testing to see if it works.

Okay. | wanted to lay that as the background
of where we are.

So AVI was started with the idea of trying
to do sonething about this and our focus -- our
mssion is to ensure the devel opnent of safe,
effective, accessible, preventive H 'V vaccines for use
t hroughout the world. W say "ensure" because we do
not have to do it.

"Thr oughout the world" because that is where
the epidemc is and we nean global. W need it in the
United States because of resistance patterns, because

of the continued spread, but we need it nostly in the
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devel oping world where there is no access to
treatnents or even the basic prevention strategies.

Three major strategies. The first was to get
It back on the agenda with an aggressive advocacy
canpai gn and we have worked hard on that. | nportant
to this group deliberation was this is not only about
getting it on the agenda in the north. It is critical
that the south has it on their agenda and up to that
time devel oping countries had not been arguing
articulately for vacci nes.

Why? | f you go and ask peopl e they say,
“"Well, we thought that sonebody el se was going to do
or it is too tough. It is too difficult. W do not
know how to do it." But it was to get people involved
and engaged in this and this leads to what this
gentleman -- and | amsorry, | do not know your nane -
- but there is a sense that up until that point both
it would get taken care but also sone of the decisions
were quite paternalistic and there was sone worry that
deci si ons were bei ng made not by the people involved

and that is a tenet that | will cone back to but it is
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sonething that AVl thinks is very inportant.

The second conponent was to create an
aggressi ve science programand the way we did that is
we asked what needed to happen and what we found was
that a | ot of nobney was going into basic research, and
that is fantastic. That is the basis everything is
built upon. But applied vacci ne devel opnment was
limted and that for the devel opi ng world was
virtual | y nonexi stent.

Now why is that inportant? Well, it turns
out there are different strains in devel opi ng
countries. That may or may not nmatter but also there
are characteristics of vaccine delivery that are
critical.

If we have a vaccine that requires ten doses,
requires refrigeration and requires extensive foll ow
up it mght as well, you know, not be a vaccine at al
because it will not be applicable at |east to the very
poor in rural areas.

So there are characteristics as well as

strains.
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W net with the head of industry. The heads
of industry said the way you can nove vacci nes forward
Is to pick one of these candi dates that exist. It
does not have to be the perfect one but just show the
worl d that you can nove it forward, that you can get
it through the different stages of testing, and show
whether it works or it does not work. That was what
t hey suggest ed.

We chose two vaccines. One for South Africa,
whi ch is CLADE-C, the nobst common circul ati ng CLADE,
and one for Kenya, a CLADE-A. W created what we call
vacci ne devel opnent partnerships. That neans bringing
t he devel opi ng country researchers together with the
peopl e devel opi ng the vacci nes at the begi nning so
they are co-devel opers of the vaccine. They have
ownership init. They believe init.

We began the process of working with the
conpanies to not only nove them forward and go through
the clinical test process, et cetera, wth the
ultimate goal initially to test themfirst in the

north and then secondly in the south but wth
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di scussi ons down the Iine that we m ght nake vacci nes
specific and only for devel oping countries.

Now as part of those debates we asked the
guesti on what do we do about meki ng those vacci nes
avai |l abl e because isn't that the ulti mte goal and
isn't it our duty if we are going to bring the
countries into this? So what we decided to do was to
try to create intellectual property agreenents that
hel ped us with this access questi on.

Now if we were to walk into a small
bi ot echnol ogy conpany wth a | arge anmount of capital
and make a very large investnent we would get equity
fromthat conpany and we would, therefore, control the
conpany and sit on the board and what ever.

I nstead of that we said you get to keep al
of the intellectual property because that is obviously
the life blood of these conpanies. Wat we want
instead is access for the poor at a reasonable price.
If you do not do that then we have the right to take
that technology and license it sonebody else. So

that is the agreenment that we have tried to broker.
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We also had a small royalty that would go
back into funds to work on better vaccines but the
critical issue here is trying to get access for the
public sector of the devel opi ng worl d.

Now that inplies a couple of things. One is
that the pricing -- that tiered pricing wll be
permtted by the world and that is, as you know, a
controversial thing. And that the vaccines -- you
know, that we can manufacture themin sufficient
quantities.

So anot her thing that we have done as part of
our science programis begin to create national
vaccine prograns in the large countries. Wy? Those
countries have the problens. They have the market
that is large enough and they potentially have the
capability to nake vacci nes.

So we have worked on creating national
prograns. Not |AVI prograns. National prograns in
China, India and South Africa. Countries that
concei vably could take a vaccine if it was the right

technol ogy and produce it in that setting and
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presumably have it be cheaper, although that is not
certai n dependi ng upon the technol ogy.

The third conponent of the strategy of |AVI
IS to create a better environnent for industrial
I nvestment. Industry does not have the incentives as
| have already laid out to enter this very expensive
and | ong-time consum ng area.

What we want to do is try to do what we can
So we are doing two things. One is to junp start the
research, to go ahead and get bi otechnol ogy conpani es
to make vaccines, to get themtested as soon as
possi bl e so that when a conpany chooses a vacci ne they
al ready have the initial science work done. They have
got sone clinical data. They know it has gone through
a regul atory agency. They know sonet hi ng about how to
manuf acture it. So it reduces their risk.

At the sane tine we have this problem of the
devel oping world and how to get it out there so we are
trying to create vacci ne purchase funds, nechani sns
that can create a market in the devel oping world to

purchase these vaccines and to distribute them
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The idea would be that we -- before the
vaccine is ever made -- would have a nmechanismin
pl ace to have the vaccines purchased. Say -- | am
using a nunber -- throw in about a billion dollars

worth of vaccines for Africa and a distribution
mechanismto go with that.

And the Wirld Bank has created a bank-w de
task force to look into this. It has now gone through
a serious investigation on it and that is now going to
t he bank's board as a second incentive that we can do
wi th industry.

There also is a range of potential bills
wor ki ng their way through the U S. Congress, through
t he European Uni on and other places | ooking at
i ncentives such as tax credits for research on
vacci nes for the poor, et cetera.

| think that covers kind of the broad sets of
I ssues. What | want to nmake just in closing and open
it up for questions is the real ethical challenge here
is if you look at the world as a whole, the world

spends about $20 billion a year on Al DS.
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There is no question that a vaccine is needed
but if you go to any one group, any one departnent,

t he devel opnent agencies say, "W do not do research.”

The national research agencies often say, "Wll, we do
not do research for devel oping countries." The groups
that do pharnaceutical conpanies say, "Wll, we do not
focus on the developing world." So there is not a

mechani smto specifically focus on products that are
necessary for the devel opi ng worl d.

We have tried to create that. The chall enge
Is nowto get industry, to get politicians, to get the
world to accept the fact that one of the goals of
putting | arge anmounts of public finance into sonething
like this is to assure that the people who need it
have access to it.

And since there is not a mechanismto do
that, we have got to create these types of artificial
mechani sns and, frankly, it is quite difficult to do
that when there is not a precedent for it and when
ot her noney often goes in w thout any types of

i nkages like this.
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We have cone across conpani es that have said,
"Well, we really do not want to do that because we can
get other noney that has no restrictions." But |
fundanental ly believe that it is the right thing to do
for both the conpanies and for the world because they
are going to have to deal with providing vaccines for
these places anyway and this is a way that we can have
awn-win situation if we get the political support to
do sonething like this.

Let nme just say one last thing and then I
will stop. You mght want to ask what our strategy is
in ternms of dealing with ethical questions in
countries of testing. | am happy to discuss that.

W have not set up our own separate
mechanism W felt that that was not just adding
another layer on to it. What we try to do is work
wth the country to assure that they have adequate
mechani sns and to use U N. AIDS, which has a gl obal
mandate to work with countries to assure that it neets
I nternational standards.

A conbi nation of those two things are the
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mechani sns we use to assure that it has gone through
t he proper review process.

DR. SHAPI RO. Thank you very nuch. Let's go
to questions of nenbers of the comm ssion. Bernie and
then Al ex.

DR. LO | want to thank you and | think al
of us thank you for com ng and |ayi ng out your program
so clearly to us.

One of the things we as a conm ssion have to
do is think about policies that will apply across the
board to a ot of conditions and | am going to ask you
to try and generalize fromyour AIDS vaccine
experience or vacci ne experience nore broadly, in
listening to you it sounded |ike you have a chance to
wor k wi th boutique conpanies sort of starting to try
and devel op the intervention.

| am wondering if you change sone of those
paranmeters for other illnesses so that if you had to
work wi th established pharnmaceutical conpanies who own
a patent to a drug that is used el sewhere and you are

trying to devel op a short-course cheaper reginen, or
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i f you are dealing with a condition where there is not
the sense of, you know, gl obal urgency that, you know,
came through sort of dramatically in your earlier
coments. So, you know, malaria, river blindness. |
mean, big di seases el sewhere but sort of are not on
the map in, you know, the northern countries.

How would a -- | nean, it sounds |ike what
your organi zation has been able to do is to say as a
guiding principle we are going to require these kinds
of under standi ngs, agreenents, whatever |anguage,
before we enter into these partnershi ps because, you
know, that is the appropriate way to do it.

s that kind of requirenment going to work in
ot her context for other diseases for different
partners that you woul d deal with?

DR. BERKLEY: It is an excellent question and
| suppose the question, of course, is it going to work
even in our setting and until we are fully successful
| do not know if | can answer that but | think there
Is two ways to ook at it.

First of all, you need a nodel and the way I
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see HV vaccines is, one, an unbelievably urgent need
but beyond that | see sonething with sone politica
support at all |evels. A problemthat is both in the
north and in the south and a problemthat right now
everybody thinks is under control but it is not and is
going to once again get quite severe in the north
because of spreading viral resistance.

So when | see this as a chance to begin to
devel op the nechani sns that make sense, that can be
used across the whol e range of different products.
When we sit down and conpare the issues on nalaria to
H 'V, they are not that different.

What is different, however, is, of course,
there m ght be a much Iarger market in the north for
an Al DS vaccine than there is for a nalaria vaccine
but maybe not. Maybe travel ers, maybe the arny,
maybe, you know, others would buy it.

When we go to sonething |ike onchocerciasis
clearly there is no current market we know of in the
north and so it is a different thing but it is all in

rel ati ve degree. What the onchocerciasis exanple
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woul d bring is there would not be any market incentive
to take it forward. Wereas, for HV if you reduce
the barriers enough and you increase the push enough
you are likely to tip it over into being a positive
set of business decisions.

So our sense was create the nmechani sns, drive
them forward, and then use that. But the second point
is it relates to the political will issue and that is
until recently there has been an attitude in this
country that the devel oping world does not matter. |
mean, | am over generalizing obviously. Mny citizens
care but there has been an issue, for exanple, for
busi ness that we can supply this market. People wll
pay anything. Health care is going up. You know,
there is no problem

What we have begun to see is first of all we
are beginning to cap health care. Secondly, there is
an issue on size of market. It matters for vaccines.
It matters enornously. |f you can produce 100 mllion
doses of sonething your cost per dose is nuch | ower

than if you produce two mllion doses. And so you can
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sell it even in your primary market and make nore
noney.

So what has begun to be see is as we
globalize it is going to be nore inportant and what is
critical is we have to develop a situation where
peopl e understand tiered pricing as a critical
conponent of this. If we do not have that, if the
attitude is, you know, why should India get it at the
sane price as we pay in New York, we are going to have
a problemw th being able to do that and get things
out .

If we accept that there is sone type of
natural tiering, how and what and in what structure,
then | think we can nove cl oser towards having the
political reality of working out these deals.

DR. SHAPI RO Al ex?

PROF. CAPRON: The first couple of thigns |
wonder about are just factual questions. |In your
description of the agreenments that you are reaching
with the industries that are devel opi ng the vacci nes,

when you tal k about making the product avail able at an
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affordabl e price, are you drawi ng any distinction
between nmaking it available in the countries which
have participated in the research process and ot her
countries where the disease is ranpant?

DR BERKLEY: It is a tough issue because
there is a free loader problemif you want to | ook at
that. CQbviously what we would like to do is work in
countries, get those countries to have nati onal
prograns, get them engaged, work wth the bank, work
wi th other institutions.

They are nore likely to have nechanisns in
pl ace to, one, have the vaccine available when it is
done because, first of all, it is the strain that is
appropriate fromthere. It has been tested there. It
IS going to go through their regulatory. There is a
whol e set of reasons why it is likely to appear there
qui cker.

On the other hand what we do not want to do
Is have a situation where it is not available to the
countries that are next door that may not have that

set up. So the pricing nmechanisns we have set up at
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the nonent tal k about the -- they are defined as the
public sector of devel oping countries as defined by

I nternational bodies without regard to where it is and
our expectation would be that the mechani snms woul d be
put preferentially in place in the places that were

i nvolved in noving this forward.

Al'l of that obviously has not been worked out
because part of it will also depend upon where
vaccines are actually going to be produced so if it
was produced in India even if the research was in
South Africa it mght first appear in India and then
In South Africa.

PROF. CAPRON:. Just to nake sure
under st and, when you say "preferential" you nean
sequentially, in effect? The first places you would
go to woul d be --

DR. BERKLEY: Yes.

PROF. CAPRON: -- and that is largely defined
on the kinds of practical considerations you descri be.

DR. BERKLEY: Yes.

PROF. CAPRON: It is not a noral judgnent
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that they are nore deserving of it.

DR. BERKLEY: Right.

PROF. CAPRON: The second question is at one
point, as | understood the vacci ne devel opnent in this
field, the phrase "vaccine" was being used for
treatments which m ght be given to people who are
infected to reduce their viral |oad down to a very | ow
or unneasurable [ evel but was not the sane concept of
vacci ne that we comonly think of with small pox or
polio or whatever where you are actually preventing
the infection process.

DR. BERKLEY: Usually disease but not
I nfection.

PROF. CAPRON: The di sease, yes. Disease but
not the infection, yes. | nean, is -- where are you -
- could you say a little bit about that to clarify?

DR. BERKLEY: It is quite interesting because
the industry, of course, is nmuch nore interested in a
t herapeutic vaccine than a preventive vacci ne bacchus
you can charge nuch, nmuch higher rates for a

t herapeuti c vacci ne because people who are sick wll
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pay nore and do not discount it, et cetera.

The problemis there is no precedent for
t herapeutic vaccination. That being said I
fundanental ly believe that ultimately what wi |l happen
iIs we wll catch an infection early. W wll treat it
aggressively with drugs. W wll stop viral
replication. W will boost the immune system and then
we Wi ll pull drugs away and the i nmune system w | |
hold it in check. That is theoretical.

| AVI is focusing only at the nonent on
preventive vacci nes because we think that is where the
need is greatest. W think that is where the | argest
market failure is and we think that ultimtely the
knowl edge gained fromthat will be the thing that w |
wor kK on therapeutics but | nust say one other point
that is interesting is that industry in the past has
taken an approach that may have been prom sing, has
tested as a therapeutic vaccine. Very easy to do by
the way because it is very easy to get an IND for a
t herapeutic rather than a preventive because it is

heal t hy peopl e.
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And you can treat 10 people or 15 people and
if it shows sone prom se then scale up. Wereas in a
vaccine trial you have to have huge nunbers.

Well, what they would do is they would test
it on a small nunber. They would say, "It does not
work." And all of a sudden that whol e vacci ne
approach gets thrown out. Not just for therapeutic
but for prevention as well and | think that has been a
real m stake.

PROF. CAPRON: | will hold ny other
guesti ons.

DR. SHAPI RO  Ckay.

Rachel ?

RACHEL LEVINSON. | think you have partially
answered ny question with your response to Bernie but
| amnot sure and | just want to go back to it. Wth
t he purchase fund you are tal ki ng about vacci nes that
are not yet devel oped and that the cnopanies seemto
be wlling to enter into an agreenent w thout yet
knowi ng the full cost of devel opnent but is it that

the purchase -- | would assune that there is a tota
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anount set aside with an expectation that there would
be sufficient dose to give to the population that you
have t arget ed.

Are the conpanies -- | do not know if you
have negotiated that or not but are the conpanies
thinking of that as a | oss | eader to hel p them get
t hrough the devel opnent phase with the hope that they
wi |l have through the tiered pricing be able to charge

devel oped countries a greater anmount for that vaccine

so that -- assuming that the strain is suitable and
everything else? |Is that the -- is that the plan? 1Is
t hat what the conpanies seemto be willing to

entertain?

DR. BERKLEY: Let ne say that we have
negoti ated deal s on noving vacci nes forward. A
vacci ne purchase fund is an idea that is on the table
that has not been fully worked out yet so that is work
I n progress.

Let ne just say what the theory is behind it.
The theory would be is that conpanies should not | ose

ever on any of the vaccines they nmake but there wl|
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be differential expectations of what you will make in
the different segnents of the market.

The current return on investnent for
pharmaceuticals is rather high. You know, | do not
know exactly what that nunber is but it is probably in
the range of 30-40 percent. Cearly one would not
expect that in the |owest tiered markets you woul d
make that type of return on investnent.

However, a lot of that return on investnent
goes towards marketing costs, goes towards, you know,
executive salaries, other things that are not
necessarily going to be added on if you now increase
to serve the devel oping country market. This is often
called the RON It is not -- that is rest of the
world. It is not considered part of your profit
maki ng market and so you have a very small margina
cost to add -- | nean, if you had one dose the
mar gi nal cost is, you know, just raw materials because
you have got your plant, et cetera.

On the other hand, to get plants that are

sufficient in size, there may be nuch |arger costs and
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we have to deal with them So the concept behind the
| P agreenents would also -- a purchase fund is to
negotiate a reasonable profit margin in that segnent.

Now t hat happens now. The U S. is not
tendering but UNI CEF puts out a tender for vaccines
and the European -- a nunber of conpanies in Europe
buy those vaccines in a tendering process. They do
not |ose noney on it. Wat they get is they nake
very, very little noney. Very, you know -- half of
one percent profit margin but they get the econony of
scale as well as entree into those markets, which is
real ly inportant.

And so | think that is going to be the
critical issue which will not work for this gentleman
over here and his onchocerciasis vacci ne because there
IS no primary market, at which point we would have to
cone up wth sone separate schene to do that.

DR. SHAPI RO  Thank you.

D ane?

DR. SCOTT-JONES: | have three questions.

First, | would Iike you to say a little bit nore about
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the nature of the collaboration between researchers
fromthe devel oped world and those in South Africa in
Kenya. Wuld you say that those are relatively equal
col | aborations of the scientists?

And then the second one is the conpani es that
are producing the vaccines in China, India and South
Africa, are those conpanies fromthose particul ar
countries, are they conpanies -- international
conpani es that are doing the work? And then finally |
woul d I'i ke you to specul ate about whether it is
possi bl e that the devel opnent of all this wonderful
wor k that you are doing ultimately will nove up to the
weal thier countries instead of in the opposite
direction to the -- say African countries that are
poorer than Kenya and South Africa.

DR. BERKLEY: On the first question, if the
scientist -- if the full range of scientists existed
in the south we would work with them only because we
woul d | et them develop the vaccines if they had the
capability in their area. W are in China and India

actual ly financing national, you know, vaccine
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prograns that are working on certain concepts that
they have the capabilities to do.

The ones -- the particular ones | tal ked
about, the two we |l aunched, were really state-of-the-
art technol ogies. Very conplex technol ogi es and those
are new technol ogi es that both were identified, one by
a conpany in the U S., one by an academc institution
in the UK

VWhat we have done is we have brought the
scientists at the Ph.D. level to work side by side, to
work in every aspect of it, and for themto go hone
and becone the chanpi ons, and becone the | eaders of
the effort, and to say that they were truly invol ved
with all aspects.

So there is a technology transfer part of it
as well as they are feeling part of the effort, as
wel |l as themreceiving finance to do the work.

The specific exanple in South Africa,
different aspects are being done by different groups
so the vaccine design work is being done in North

Carolina at the conpany but the isolation of strains
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fromnewy infected people, the cloning of those,
wor ki ng through those were done in South Africa by
South African scientists. So it is truly a
partnership where we can, you know, best make that.

Your second question was about conpanies in
t he devel oping worl d, what type of conpanies, they are
different in each place. In India we are working wth
a private sector conpany in India. In South Africa we
are working with a national conpany that nakes
vaccines. It is part of the governnent. It is kind
of a parastalsis (sic). And in China we do not have
any formal agreenents yet but the discussions we have
had have been both with new joint venture types of
conpanies as well as production facilities that the
gover nnent nai nt ai ns.

In each case, in those cases we are not yet
doing it because we will not be able to transfer
vacci ne technol ogies until we have a better idea of
what is working, and that will define which of these
facilities makes sense.

It is not, by the way, an -- everybody makes
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the assunption that vaccine production is always
cheaper in the south. It may not be true. It may be
nore expensive. |t depends on the technology. It
depends on how automated it is, you know, et cetera,
et cetera. But for many of the technol ogies we are
| ooking at and we are specifically |ooking at
sinplistic technol ogies that can be used in the
devel opi ng worl d.
So our next two vaccines we are about to
| aunch, one is oral and one is a single dose. Those
types of technol ogi es happen to al so be ones that
coul d be produced in devel oping countries. It is part
of what we are looking for in terns of the approaches.
Your third question, would it trickle up
i nstead of trickle down? | hope it wll trickle up.
The worl d needs a vaccine, not just the devel oping
world. | amless worried that if we get a vaccine
that succeeds in Uganda that it is going to nake its
way to New York. | amworried vice versa. The
hi story has been 15 years or |longer tinme |ag between

vacci nes produced in the north and the south and |
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want to make sure it goes the other way.

Again the political will issue is if we
succeed in South Africa, we get it in South Africa, we
produce it in South Africa, sonebody is going to have
to make sure that the rest of the countries in the
African continent who do not have the sanme per capita

I ncone as South Africa can have access to that, get it
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out there, and that is why these nechanisns are

critical.

The vision should be -- ny vision, | believe

the vision should be that we have introduction of a
vaccine in the north and south sinultaneously. It
never happened before but there is absolutely no
reason why we cannot do it. That should be the
Vi si on.

DR. SHAPI RO  Thank you.

Arturo, do you have a question?

DR. BRITO Second tine today we heard
mention the problemw th hepatitis B vacci ne and yet
you went on to how it is not equally distributed

particularly in the countries that need it nost but
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yet you wanted to nention that the cost has come down
consi der abl y.

Is it still an econom c problemthen that
that is why it is not distributed or is it nore
political and is that -- do you think that is -- a
problem|ike that woul d have been resol ved had there
been kind of |ike what you are doi ng now, these
agreenents nade ahead of tine? Is it the --

DR. BERKLEY: You know, | think again nobody

knows. People say, "Well, it is AIDS and everybody
will get an AIDS vaccine." | do not know that.

People may be -- they may be so scared by the nane
AIDS. W know that in Illinois that the popul ation

has pull ed hepatitis B out from chil dhood

I mmuni zati ons because they do not want their children

to be prom scuous or drug users or whatever. | nean,

there is all kinds of crazy ways. So | do not know

whether HIV is going to be as different. It may be

the opposite way than the way we are tal ki ng about.
But the problemis really a different one.

It 1s a very interesting one. Vaccines are
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unbel i evably under valued. It is the nost cost
effective technology and we are to blane for that.

The reason is when there was a big canpaign to start
vacci nation globally what we said is, "My God, if
these countries are too poor to pay for the vacci ne we
will buy it for them"

So there began to be an assunption that, one,
vacci nes should cost -- the current six inmmunizations
cost less than a dollar. So, one, it should cost
penni es.

Two, if we cannot pay for it, you know, it
shoul d be bought for us. Now if a governnent is doing
its proper job its Mnistry of Finance says to its
M nister of Health, "My God, we have only a little bit
of nmoney. The first thing we should do is the nost
cost effective thing in the country. W should
I muni ze. And then if we have |eft over nobney we
shoul d build hospitals or we should provide tertiary
care or whatever."

Now, of course, that in reality never happens

because the political demand is for care. There is no



10

11

12

13

14

15

16

17

18

19

20

21

326

demand for prevention and we give away vacci nes. So
the systemis backwards.

Wiy this is inportant and why the political
will and why the changes that are occurring nowis
inmportant is if we can get the Wrld Bank as an
institution, which talks to finance mnistries to get
In the heads of finance mnistries that it is an
econom c i ssue, vaccination is cost-effective, can
make a difference for the health care as well as the
devel opnment of a country, then you end up in a
situation where peopl e understand that vaccines -- you
shoul d use resources for them You should get them
out. In fact, you know, people should -- it is okay
for a vaccine to cost a dollar, two dollars, five
dollars, ten dollars. It could still be cost-
effective. Even in places that have | ow public
sector expenditures it still can be cost-effective.

It is getting that nessage out there that is
absolutely critical and we are trying to do that.

DR. BRITO Now, one followup question to

that. Regarding the vaccine -- H'V vaccine trials
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going on right nowin South Africa and in Kenya, | was
curious about the popul ations or the individuals that
are volunteering for these studies, what the risks are
to them and what kind of conpensations are going to be
made avail able to them should there be | arge risks,
which | assune there wll be.

And is the reason that these trials are being
done in South Africa and Kenya nore of an issue of
nunbers or what is the logistical reasons why they are
bei ng done there and not here in the United States?

DR. BERKLEY: First of all, the trials are
not underway. W are nmaking the vacci nes now and
trials wll start. That is nunber one. Nunber two is
nost of the vaccines have been done in the United
States. Overwhelm ngly, al nost every single candidate
has been tested in the United States and Europe.

In fact, there has only been one AIDS vaccine
trial in Africa. It was with a U S. strain. It was
done |l ast year by the NIH and a French conpany,

Past eur Connaught now [Arenthis Pasteur] (phonetic).

Phase |, healthy people, healthy, absolutely not-at-
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ri sk people, and the purpose of that was purely to see
did the people in Africa have a simlar immne
response to a vaccine that was not nade of a strain
that existed locally.

A l ot of controversy about that. Shoul dn't
we have made the strain locally? The conpany said,
“Well, why should we do that?" You know, there was no
I ncentive for themto do that.

The governnent went ahead and tested this
and, rightfully so, since this vaccine targeted not
the anti body part of the inmune systemthere was sone
t heoretical reason to think that, in fact, it is not
going to matter whether it is a local strain or not
for that particular vaccine and so that was the
question that was being on the table.

Why di d we choose South Africa and Kenya?
First of all, because those are the places that need
vacci nes and so we are focusing on places that are at
absol ute hi ghest risk now because again if it turns
out that CLADES are inportant, if it turns out the

type of vaccine is inportant, we want to design those
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for those pl aces.

Secondly, that is where the good scientists

were. And in Kenya -- the reason it was done in Kenya

was quite interesting. It was the place where we
found a group of commercial sex workers who had been
exposed year after year after year after year and
never becane infected.

And the reason Oxford University was
I nvol ved, they did a study and | ooked at these wonen
and found out that, in fact, they had a certain type
of imunity to H'V and they asked the question could
we now replicate that inmmunity with a vaccination
strategy. That is how the research cane.

They have put together a vaccine that, in
fact, they think replicates this imunity and it is
made to cover all of the different genetic groups in
Kenya, which is a conplicated issue. It has 44 of
what are call ed epitopes, pieces of immne
recognition, to cover the entire popul ation of Kenya.
There is a lot of different ethnic groups that exist

t here.



10

11

12

13

14

15

16

17

18

19

20

21

330

If you were to nake the sane vaccine starting
off in the United States you would nake it for a
different set of ethnic groups. Mybe it would work
the sanme but maybe it would not. You would probably
have to go back and do a second set of studies in
t hese countries.

So the idea is to try to nove it forward and
just as a parenthetical it is inportant to note that
that vaccine will first be tested in the U K so that
it is msmtched going the other way. In other words,
it is a vaccine that is made from African strains that
iIs likely to work in African popul ations but not
necessarily in the British populations but it is being
tested in Britain with full disclosure that, in fact,
this is a vaccine that is designed for African
popul ati ons, et cetera.

DR. SHAPIRO Thank you. Let ne -- | am
sorry.

PROF. CAPRON: Do you know why?

(Laughter.)

PROF. CAPRON: Because? It is being tested
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in Britain because?

DR. BERKLEY: Because there has been a sense
that has conme up that, in fact, we should not test
vaccines -- and it was part of the old -- | do not
know if it still exists -- ClOMS guideline that you
shoul d not take a vaccine and test it in the south
unless it has been tested in the north.

Now one of the challenges for us in the
future is going to be -- and Japan has al ready had
this challenge. Wat if you have a technology that is
really good and nobody is interested in testing it?
Does it sit on the shelf?

Now i f | AVI does not exist the only way to
get that technol ogy noved forward theoretically, let's
say the NIH was to do it, was to go through U S. FDA,
which is not an insignificant hurdle, and to pay for a
testing done in the U S., which is not necessarily a
cheap process, before you transfer that technol ogy
sonmewhere else. A conpany is not going to do it any
ot her way.

So the challenge in that circunstance is
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those things sit on the shelf and do not get used. So
do | think it has to be tested necessarily in the UK
before? No. Do | think that | AVl should as a new
institution follow the precepts that have been put
out? Absolutely.

But | can tell you that ny colleagues in
South Africa are pounding on the table and sayi ng,
"Why are you slow ng things down by testing it in the
north at all? W want the vaccines now. W have the
ability to nmake an infornmed deci sion about whet her
these are appropriate or not and should be able to
nove them forward wi thout having any testing in the
nort h?"

DR SHAPI RO. Tonf?

DR. MURRAY: Dr. Berkl ey, thanks so much.
The materials you gave us in advance and your
presentation today nmake | AVI sound just terrific. |
do not nean --

DR. BERKLEY: | amwaiting for the "but."

DR. MJURRAY: No, there is no -- well, it is

not a but. It is a question.
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DR. BERKLEY: Yes.

DR. MJURRAY: Any tine the north is involved
in this sort of relationship -- in a relationship with
medi cal research in the south, there is a certain
presunption of suspicion that shrouds, | think, even
the nost idealistically notivated endeavors.

So, | guess, ny question is really a fact
guestion. Have you had criticisns directed agai nst
| AVI either for its strategy that sonehow you are a
tool of industry or for the specific kinds of -- the
ethics surrounding the specific trials that you are
sponsori ng?

| f your answer is you have not had any such
criticisnms that is just fine.

DR. BERKLEY: No, | --

DR. MURRAY: But tell nme if you have.

DR. BERKLEY: There has been. There was an
article that appeared early on in Kenya entitled
"Kenyans to be guinea pigs for AIDS vaccines." Now
that was -- what happened was it | eaked out that Kenya

was one of the sites chosen. There had not been any
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wor K.

And one of the things we do -- | really ran
t hrough our program qui ckly because we are tal king
about ethical issues here but we have a very
aggressi ve canpaign to get NGO s educated on this
topic and so in Kenya there is a comrunications
programthat works with journalists, wth the
community, to try to get themto understand all the

aspects, all the ethical issues, what it neans,

vacci ne devel opnent, what phase -- different phases of

trials nean, the fact that the vaccine -- really we do

not know whether it works or not so it is not -- you
know, you cannot assune it is going to be -- et
cetera, et cetera. And t hat education canpaign is
under way.

| nust say now that things are very qui et
there in terns of any opposition. People -- in fact,
the researchers got a standing ovation in their
parlianment when they went to present the fact that
they were working on a vacci ne.

| do not doubt, though, that there wll be
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I ssues down the line and | think the inportant point -
- and that is why | think it is critical to have true
partnership and involvenent -- the first tine a
lightning strike hits a person who has been, you know,
in an AIDS vaccine trial, | amsure that the world
will say, "Well, that person, you know, died from an
Al DS vaccine," and there is going to be a |ot of
controversy. The persons who answer that should be
people who are really doing it fromthe country and
can understand it.

And, by the way, | -- you know, we are
northern. Qur scientific advisory conmttee is from
ni ne countries. Qur board represents, | think, seven
or eight countries, and so we have people fromthe
di fferent communities involved, scientists,
researchers, mnisters of health, et cetera, who
articulate these issues in these different settings.

DR. SHAPIRC Diane, is it short?

DR SCOTT-JONES: Yes.

DR. SHAPI RO  Ckay. And then | amgoing to

turn to Ruth for the final coment, and then we are
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going to have to nove on
DR. SCOTT-JONES: You nentioned that you have
been careful to say that you do not know if the

vacci ne works or not. Does that idea go over well?

Do peopl e have a sense -- is it your sense that people
know that this is research or will be research?
DR BERKLEY: | think there is no question

gi ven where we are in the process that people know it
Is research. | think the idea does it work or not is
a tough concept.

And we have worked very hard and that is one
of the issues of trying to play out and have | ocal
strategies and local training. | nean, we do not nake
brochures in New York and then take them sonewhere and
transl ate them

What we do is we hold workshops. W train
people. They then create teaching materials, work
through it and try to have people understand. It is
very, very tough to have peopl e understand that and
particularly the nedia is a probl em because the nedi a

does not necessarily understand the nuances, want to
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under st and t he nuances, and that has been a real
process of trying to educate themto be honest and
open and to explain it well.

And, you know, it is -- again it is a work in
progress but | believe that has benefit not just for
H V vaccines. It has benefits for all of the type of
science work that we are all trying to do.

DR. SHAPI RO  Thank you.

Rut h?

DR. MACKLIN  Seth, you are, of course, to be
commended for follow ng the Cl OMS gui delines and what
they say just as they nmay be about to be revised in
the opposite direction. As far as this commssion's
wor k i s concerned people veer -- not people, but the
comm ssion is veering back and forth between worries
about protectionismand paternalismon the one hand
and worries about exploitation and the use of
vul nerabl e countries or popul ati ons.

Just two small points. |If those Cl OMS

gui delines were different or to just nention another

docunent that has fallen into the bl ack hol e on Peter
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Piot's (phonetic), the vacci ne gui dance docunent that

DR. BERKLEY: | did not say we are follow ng
CIlOVMs. | said that is what they recommended.

DR. MACKLIN: Yes, that is what they
recomrend but, | nean, if there is enough evidence
that the paradigmis shifting fromthe need for
protection to an antipaternalistic node and, of
course, with better training anong the scientists and
the ability to represent that the science is good, the
scientists are well-trained, there is capacity for
ethical review, et cetera, et cetera, in those
countries, would you then quickly shift and begin to
test the vaccines, the early stages, | nean a Phase |
or at |least Phase Il but let's Phase | in a country
i ke South Africa?

DR BERKLEY: | would Iike to go back to your
questi on because, first of all, | do not personally
believe that the Cl OMS guidelines are appropriate
anynore. | think the real issue is what is adequate

preparation and know edge base and that is sonething
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that needs to be worked out.

And one area that | mght nake a
recomendation, if | may, where you m ght want to
consider -- | know Ruth has heard ne say this. One of
the tragedi es has been we get very w se devel opi ng
country scientists who sit across the table froma
group of distinguished ethicists and the distinguished
ethicists say, "Well, you do not have the credentials.
You know, you do not know Judaic-Christian ethic, you
know, principles; you do not have the Ph.D. in ethics,

what ever the degree is," you know, and there is a
sense of inequality in that.

| would love to see a fellowship programthat
trai ned professional ethicists fromdifferent parts of
the world in Judao-Christian ethics that still they
represent their values, still they can go back and
talk fromtheir comunities as the scientists
currently do but at an equal footing.

And that has been a real problemin the past

in terms of where we get our ethical advice because we

say, "Well, there is no expertise in China or there is
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no expertise in Uganda." There is a |lot of w se
peopl e who have been involved in a |lot of research
over the years. They just do not have the credentials
so that is a reconmendati on

But personally | believe, in fact, that we
must do that, nust, because again there is a whole
range of issues. It is possible right now we do not -
- and I will open a can of worns since we are running
out of tinme to continue today, it is maybe possible
that at sone point we wll reconmend mandatory
treatnment for anybody who seroconverts for HYV, triple

drug therapy, quadruple drug, you know, five drug

t her apy. If we do that how we will test vaccines
in the United States? | nean, that is a real
guesti on.

Now you can say, okay, develop -- if we are

going to say our standards are the sane everywhere in
the world then, therefore, if a U S. investigator or a
U.S. conpany wants to do research in South Africa, it
must require quadruple drug or five drug therapy

i medi ately if sonebody seroconverts. You cannot test
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the vaccine there so you end up in a quandary. You
cannot test the vaccine period then.

Now | uckily under that circunstance | presune
what woul d happen is that those countries would say we
need to test a vaccine and would try to negoti ate.

One of the tough issues in that set of circunstances
Is do they -- are they enpowered to negotiate and can
those countries ask the question 20 years into the

Al DS epidemic why we have not tested a single vaccine
to conpl etion.

And the answer is they are not enpowered to
do that right now and so what we need to do, | think,
Is rethink those sets of power relationships such that
they can truly engage in this and thensel ves ask the
gquestion, well, if for whatever reason it cannot be
tested in a place that, you know, has different rules,
we have the ability to take that forward.

And so | hope that when this conm ssion
deliberates on this issue that they really take on
that particular issue because that is a reality that |

think we are going to run head long into very soon.
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DR. SHAPI RO Thank you very nmuch. W really
appreci ate your com ng and patience and waiting since
we were running late, and it has been really quite
fascinating to learn a little bit nore about this.
Thank you very, very much for com ng.

DR. BERKLEY: M pl easure.

DI SCUSSI ON W TH COVM SS| ONERS

DR. SHAPIRG | would like to nmake a
reconmmendati on regardi ng our deliberations for the
next short while. | amnot sure how | ong everyone can
sit here since we have been here since 8:30 this
norni ng of f and on.

| think a sufficient nunber of issues have
been rai sed regarding the -- especially the effective
-- established effective treatnent and that cones up
again and again. All the reconmmendations that fl ow
t hrough the study design.

So if Ruth does not mind I think we wll cone
back to that as we can as you get to think about the
coments that are made. Since we have just a short

time this afternoon | would Iike to go back to what is
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under -- | would like to go to, rather than go back
to, what is under 2c, which is potenti al
recommendati ons for chapter 4.

Now obvi ously -- | do not know how Ruth woul d
characterize this. COCbviously there is no supporting
text and so on and so forth with any of these
recommendations but | think -- I wll let Ruth speak
for herself -- that she would like to get at |east
initial reaction to these kinds of recomrendati ons
that mght help informher as they go to start
drafting for and comng up with a set of either these
recomendations or it will look quite different than
t hese dependi ng on what is devel oped.

But, Ruth, I will let you speak for yourself
on this.

DR. MACKLIN Ckay. Well, this is actually
followng the pattern that we started at the very | ast
nmeeting, which was setting out sonme bold propositions,
heari ng what the conm ssioners have to say, and then
goi ng and softening them or maki ng t hem nore nuanced

and providing the supporting text.
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But what we were hoping and, indeed, we heard
It today, was that the entire discussion that preceded
this -- | nmean, including the |ast presentation by
Seth Berkl ey, and everything on the precedi ng panels
that we heard actually was supporting material. Not
all on the sanme wavel ength but certainly supporting
and di scussi ng these issues.

So it is not as if this is comng out of the
blue. W are actually quite fortunate that the panels
and the people we invited did address precisely the
I ssues that these recommendati ons addressed.

So you can imagi ne that nmaybe there was sone
text and the text gave you on the one hand and then on
the other hand, and then we can go to these and from
the basis of this discussion we wll then draft
sonet hi ng probably roughly about the sanme | ength and
the sanme kind of material that we did for the chapter
3, the preceding one that we discussed all too briefly
t oday.

So this -- we are just asking you to agree or

di sagree and they are in this order but in sone
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previ ous discussion already wth Harold and Eric we
know that we could nmake a different order but | think
since this is what was before you we should start in
this order.

DR SHAPI RO. Okay. Thank you.

Let's just take a | ook and perhaps share our

reactions with Ruth to recomendation -- stated here
as recomrendation 1, lines 8 and 9.

Eric?

DR. CASSELL: | agree with all of them M

problemwas with only that one, whatever responsive to
the health needs of the host country neans. It is so
vague that it is a little difficult but that is the
only one which | had any trouble at all and only
because it was, you know, that vague.

PROF. CAPRON: What is neant is the research
shoul d i nvol ve problens which are common in that
country or relevant to the country.

DR. MACKLIN: Well, it neans that and it
neans a little nore. For exanple, you do not -- it is

not appropriate to study a disease that only exists in
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a northern country and for whatever reason does not
occur in a southern country if that is the exanple.
So the disease or the condition you are studyi ng has
to be one that is prevalent in that country. That is
nunmber one.

Nunmber two, it is being responsive to the
heal th needs al so may take into other -- take into
account other situations -- other factors in the
country so that one would not do research and devel op
a product.

What Seth was just saying, here is an
exanple, if it needs refrigeration and you have a
country in which in the rural areas a very |arge
nunber or part of the country there is no
refrigeration, you would not devel op the kind of
product that you would for a -- in the devel oping
country where it needs refrigeration and you could
study it in the developing country but it could not be
applied there because they do not have refrigeration.

So it goes alittle broader than the

condition in the country.
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PROF. CAPRON: So that is the word
"responsive" to?

DR MACKLIN: This is an exact quotation from
-- this exact wording is in the Cl OVS guidelines but,
of course, we will elaborate. | nean, what you are
pointing out is absolutely true and this is just a
statement. We will then have to say what it neans to
be responsive to the health needs.

PROF. CHARO  Hand up.

DR. SHAPIRO Ckay, Alta. You can start
speaki ng.

PROF. CHARO First, | agree with the
recommendation. | would like to offer a possibility
of strengthening it a little bit and going a little
further. | amthinking again about the exanple that
Al ex nmentioned earlier of the birth control pil
trials in Puerto Rico back in the '50s and ' 60s.

That is an exanple of a trial for a drug that
IS going to be responsive to the health needs of the
host country but where the primary market really is

not in that host country and where the trial could
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just as well have been done in an industrialized
country, which was, in fact, the intended market.

And so without wanting to cut off the
possibility of research |ike the AIDS vaccine trials
that we were just hearing about in the south by
requiring that it always has to be tested first in the
north, I would still love to find sonme way to express
the notion that research should be done in these
countries because there is a particular need to do
themin these countries as opposed to doing it in
ot her countries where the research is |ess
probl emati c.

| mean, | appreciate the fact that to sone
extent you handle a little bit of this in the
subsequent potential reconmmendations that tal k about
di stribution afterwards but inmagi ne a situation where
you protect equally easily in the U'S. or in Uganda
for sonmething which is going to diffuse Uganda just as
rapidly regardl ess of whether it is tested first in
the U S. or in Uganda.

Wul d you want to support the testing in
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Uganda sinply because it happens to be responsive or
woul d you want to say it should not be done in that
nore problematic circunstance unless there is a
particul ar need and reason to do it there?

DR, MACKLIN: Well, this takes us back to the
tensi on between the protectionismand the -- or the
paternalismor let's say the protectionismand the
need to nake things avail able as soon as possi bl e.

Now what we just heard from Seth Berkl ey and
we have heard it el sewhere in other contexts is if
there would be a delay in the introduction of a
product that could be tested simultaneously in both
countries but if there would be a delay if it is
tested first in the United States and then has to go
t hrough the whol e process of testing and drug approval
here and only then to be tested again there on the
assunption that it is not just going to be introduced
then you are actually delaying it and failing to
provide the benefit to the people in the devel opi ng
country.

PROF. CHARO | understand that, Ruth, but |
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did actually tenper ny comment by saying assum ng that
it would diffuse Uganda at the sane tinme regardl ess of
whether it were tested in Uganda or in a devel oped
country. In other words, assum ng that there would be
no del ay.

DR. MACKLIN. Ckay. | nean, that is a
condition and we probably have to build that condition
in. Wether we could know that in advance is another
question. Wat we heard at an earlier neeting from
soneone who spoke here was that -- and also this is
known from ot her sources is that there are sonetines
for political reasons, sonetines for scientific
reasons, there is resistance on the part of mnistries
of health or |eaders of other countries to introduce
sonet hi ng that has been tested -- that has not been
tested in their own country. So, | nean, we would
have to deal with that caveat and condition

PROF. CHARO  Ckay.

DR SHAPIRO. Alex, and then Larry.

PROF. CAPRON: My comment about the first

recomendation is that | do not quite understand why
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it isin this chapter. As Alta began the process of
saying, well, don't we want to add in further
gualifications such as there is a special reason to do
it here and not sone place else, the question

t hought this chapter was addressed to is what is owed
to research participants during a clinical trial and
after successful conpletion of the research.

And this question as franmed -- and this
reconmendat i on nunber one seens closer to the
qguestions of study design and the choice of the nethod
by which a study wll be done and | just want to
suggest that perhaps these additional qualifications
I ndi cate you have a bigger topic here but it really
bel ongs over in the other chapter.

| s that possible?

DR, MACKLIN. I will tell you what the --
actually it belongs in both.

PROF. CAPRON:. (Okay.

DR. MACKLIN: It belongs in the other chapter
and | think it is already there. | nean, in those

condi ti ons.
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PROF. CAPRON: Right.

DR. MACKLIN: The reason it belongs here is -
- as well because there is an overlap in these
chapters, the reason it belongs here as well is that
It 1s a necessary condition that nust be fulfilled if
we are going to go down the list and | ook at the later
reconmendat i ons.

In other words, if one does not -- | nean,
the later ones here. |If it turns out that products
are not made reasonably avail able, whether it is for
econom ¢ reasons or any of these other reasons, then
the research itself fails to be responsive to the
heal th needs of the country.

| f you have reason to believe in advance, if
t here have not been any prior agreenents, any
di scussion, any commtnent, all the things Len dantz
was tal king about, then it turns out you have done
research in that country and it turns out after the
fact not to have been responsive to the health needs
of the country.

PROF. CAPRON: Yes. | have --
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DR MACKLIN:. So it is a preconditionin a
way.

PROF. CAPRON: Well, | have no problem

mean, ny assunption is that the design stuff is really

chapter three and comng out of it you would sinply

I ntroduce it by saying one of the considerations we

| ooked at there was the notion of being responsive.
Part of that assunes that the research

product, if successful, would have application but

what ki nds of arrangenents have to be nade in advance?

What is owed to the subjects? What is owed to the
country? What is owed to the worl d?

May | conmment on anot her one of the
reconmendat i ons?

Nunber five says, "As a general rule any
product devel oped fromthe research shoul d be nmade
reasonably avail able at the conpl etion of successful
testing." There is no object to that availability.
It does not say made reasonably available to. 1In a
certain way nunber six begins to get into that

conplication so really five and six are all part of
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one i dea.

| asked Seth Berkley the question about their
assunpti ons about what they neant by avail abl e and at
an affordable price precisely because of this issue |
have been pushing all day of if we are making a noral
argunment that somehow participation in research
entitles you then is that specific to the particular
research project? That is one question.

And a second question, is it specific to the
research subjects because we have been going on sone
assunption that it somehow generalized to other people
who m ght have been research subjects.

| want us to -- | am-- | can understand that
there is sonme noral weight to that argunent. Part of
the weight is nuch stronger as to therapeutic
nodalities if they have worked and a person is getting
themand their fatal disease is being held at bay,
there is sonmething psychologically as well as norally
di sturbi ng about pulling the plug on them at that
poi nt and saying, "Well, thank you very nmuch. Now you

have proven sonethi ng works but you are not going to
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get any nore of it because you cannot afford it." I
mean t hat sonmehow seens w ong.

But for the person next door is it equally
wrong because had they been drawn in the lottery or
had they been farther up in the queue from which the
first 100 people were taken, would they have al so
gotten it? |s there sone sense that the entire
country is involved and then what about the
nei ghboring country?

| do not have answers to all of those but it
seens to ne that some of the argunent has to do with
necessitous, that is to say it is a resource poor
country and if there is a treatnent sonehow the worl d,
not just this individual conpany, but the world ought
to address the health needs. And if they can be
addressed at a price that is affordable for the world
but not affordable for this country, whether it is
t hrough the World Bank and telling people to invest
their noney or making | oans or intervening in sone
fashion, the argunent is very strong.

And then the other one, as | say, is nuch
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nore specific to | have been a research subject, |
have gi ven you sonething, | have risked ny life, now
you owe ne, and that says not hing about the other
peopl e who did not happen by whatever chance the wong
town, the wong, you know, whatever, to be in the
research project. And as to themthe argunent of
living in a country seens to ne largely irrel evant.

So I -- when you start to go on to this

think we need avail able to, we have to address the

to.
DR SHAPIRO. | think -- go ahead
DR. MACKLIN | just want to point out that
one category you nentioned actually is taken care of
in chapter three. In other words, what is the
obligation to the specific research subjects after the
trial is over and one of the things we did not get to
this afternoon is a discussion of the people with a
di sease and do you pull out the drug that has been --
PROF. CAPRON: Right.
DR. MACKLIN. So that part is in. It is kind

of a segue fromthat into here and these are the
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harder ones. These are much harder.

DR. SHAPIRO | think with respect to five
and six, and | agree they should be -- they are part
of the sane idea, however we want to structure the N
| agree it is the sane idea.

An issue that cane up today and you have j ust
menti oned again, Alex, is what | call -- there is the
direct versus indirect. That is people in the
successful trial, they get sonething, and it cane up
earlier today, what about all the people in the
unsuccessful trial?

Well, | do not know how to even think that
out, frankly, because there are many, nany
unsuccessful trials. W really draw this back. It
goes back till, you know, the first person who
invented the idea of a test tube made all this
possible and so on. So I think it is an interesting
I ssue but | just do not know what resol ution one can
give it.

PROF. CAPRON: Actually I think it is the

I dea of the first person who invented a guinea pig.
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DR. SHAPIRO A guinea pig. Al right. So |
think my own just sense of it is, and nmaybe people
have a better idea than | have, is that the primry
focus should be on the people in the trial. You know,
there is lotteries all over life and this is just
another lottery and -- but we do have a clear
obligation here it seens to ne.

DR. CASSELL: | think that is right and I
think, Alex, if you take your's further then we get
back to the -- you know, why not the nei ghboring
country and then why not all countries, and then we
are into why don't we -- you know, take care of
everybody and then we have -- (a) it is inpossible and
(b) it totally obscures the question of what to do
about research subjects because they get right down to
generality and yet they are the ones who did the
vol unteering and they are the ones that we are
I mredi ately responsible to

PROF. CAPRON: | do not disagree but a |ot of
t he di scussion and sonme of the discussion has ained

towards ot her people in the country and certainly the
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notion that a particular sponsor woul d negotiate wth
the country to nake available within the country to
the entire popul ation the drug or whatever at an
affordable price for that country in advance struck
people as norally going in the right direction but
that then gets to the sanme lottery question that
Harol d just said, "Well, why was it that country

rat her than anot her?"

As | tried to explore with Leonard d antz, we
have to see that there can be some uni ntended
consequences of having certain kinds of rules built in
not to a marketplace negotiation solely but as though
an |RB were going to say, "Wll, we have read this
report and we will not approve our researchers being
i nvol ved in research in which that process has not
yi el ded what we regard as a satisfactory conclusion."

And Leonard was sort of saying to us, "Wy
was it just a letter of intent”™ with, | think, the
clear inplication being it would be norally nuch
better for it to be a contract. But then | worry

about the health mnister in another circunstance
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saying | amgoing to hold back a little because | do
not want to be the loser in that lottery and, yes, who
knows what the sequence is and, yes, subjects 100
years ago who were in the first cow pox vacci nation
contribute today to an AIDS vacci ne but we cannot pay
t hem back.

But | do not want nmy country to be in the
unsuccessful trial and then have the nei ghboring
country once they have found out what does not work,
to find out what does work next door and they get the
good deal and I do not so | will just hold ny country
back, thank you very nuch, until you are closer to
havi ng sonething that |looks like it is going to work.

DR. CASSELL: Well, there is another --

PROF. CAPRON: And that is an unintended bad
effect of having a rule which has a good purpose in
and of itself.

DR. CASSELL: There is another way -- a
previous step. One of the reasons we had in this here
Is that there are, in fact, trials in which people are

being treated. The treatnent is successful and to
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renmove the treatnment at the end would do them great
har m

And so an initial step is to prevent that
harm wi t hout going on and getting into this endl ess
| ottery business so that it mght be well that we
specify that no harm should cone to a subject by the
wi t hdrawal of the drug that could be made avail abl e.

PROF. CAPRON: That is chapter three.

DR CASSELL: Well, but it is -- it ought to
be -- | nean, if we are going to discuss this in two
pl aces then it is here, too, or you could say see
chapter three for the real details.

DR MACKLIN:  Well, unfortunately, we are not
going in order but if we had had unlimted tinme we
woul d have gotten to recommendati on nunber three on
page 17, line 3, which says, "Researchers and sponsors
have an obligation to subjects wwth a chronic
condition to continue to provide beneficial treatnent
follow ng the conclusion of the research.” So that is
where that is.

Now, | nean wherever -- however we do it, it
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-- we are going to nmake an artificial distinction
sonmewher e because we are tal king about the research
design but the research design not only froma
met hodol ogi cal point of view, froman ethical point of
view. In other words, you are tal king about the
research design. It is what ought to be given to the
control group

So sonmewhere or other in this seanl ess web we

have to put sone recommendations in one chapter or

another. |If the comm ssioners want that one in the
chapter four you can have it there. | nean -- but al
we have to do is -- what we have to do is --
unfortunately, we are going -- we are going back and
forth.

DR. SHAPIRO Let ne ask a question with
respect to what is on page nunber one here,
recommendation 2 and 3, for exanple, and see what --
i f any of you have any reactions or issues you would
like to raise with respect to those.

DR. CASSELL: \Which ones?

DR SHAPIRO Two and three, which are on
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thi s page.

PROF. CAPRON: Back to the --

DR. SHAPIRO Back to the ones we were doing.
This is under 2c. Excuse ne. | apol ogize.

DR CASSELL: On, | see.

DR. SHAPIRO | want to keep you ill at ease
here, Eric.

DR. CASSELL: Yes, why do it in a way we can
fol | ow?

DR. SHAPIRO That is right. You mght get a
good i dea that way.

Arturo, did you have --

DR BRITO | think -- you never want to say
never but | think these two, three and four, it -- |
woul d be hard pressed to find -- | do not think there
Is anyone that is going to disagree in theory with
what these are saying and | think this is the key here
Is to start with these and to say that the clear
under standi ng has to be there at the very beginning to
both the conmunity | eaders or the political |eaders in

t hose countries and i n nunber four also, the research
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partici pants thensel ves, and then go fromthere, and
then -- and then based on everything else, | think at
m ni mum that the research subjects should have the
conpensation. In ternms of the community or the
country | do not know where to go beyond that but |
think a main thing here is to have a clear
understanding fromthe very begi nning of sone
contractual agreenent or what have you. That woul d be
key.

SHAPI RO Any ot her --

CASSELL: Could you tell us where we are?

3 3 3

BRITO Z2c.

DR SHAPIRO It is this page that you agreed
with conpletely, Eric.

DR CASSELL: | did. | did. And then you
said, "Now let's go on to so and so."

DR SHAPIRO. | did not say that.

DR. CASSELL: And faked nme out.

DR SHAPIRO. | did not say that.

PROF. CAPRON: Ruth said that.

DR. SHAPI RO Ruth said that to illustrate a
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poi nt .

DR. MACKLIN | said, "Let's go back."

PROF. CAPRON: | hope that the discussion
will bring out what | thought was Eric's good comment

to Leonard about the realities and the conplexities of
people commtting that certain things are going to
happen, particularly when the commtnent is com ng
froma governnent mnister, whatever, who may or nay
not have the ability to deliver on it having nothing
to do wth bad faith but just change circunstances and
he may or may not be or she may not be in office or

the political coalitions nmay have shifted. Wo knows?

It is one thing to say what the conm tnent
Is. It is another to say that that is the make or
break point when the commtnent nay be witten in

I nvisible or disappearing ink, in effect.

It is a question obviously -- maybe this is
t he reason you chose the word "can" rather than wll.
What can be provided. |If sonething is totally

unrealistic there is really no way that the country is
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going to be prepared to provide that either for
| ogi stical reasons or financial reasons then that
counts agai nst approving it.

But -- | nean, maybe the word "will" was
consi dered too strong because who can predict the

future fully. Oherw se the "can" sounds odd there.
You know, what -- if you agree what will be you are in
a better position to say, "Well, this is what | wll
do." But can be, | nean, the world may change. It
may not even -- you cannot do it. It turns out there
has been a flood and all the power stations have been
knocked out. There goes refrigeration, | nean, and
all that.

DR. SHAPI RO D ane?

DR SCOTT-JONES: When | first read through
2, 3, 4 and 51 just went through marking "agree"
because upon rereading them | could see that the
statenents are relatively soft statenents. They are
not filled wwth content about what woul d be provided.

It is what can or cannot be. What, if anything, wll

be made avai |l abl e.
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The real questions that we woul d have
difficulty with are there in six. How should
reasonably avail able be defined? It seens to ne that
two, three, four and five are very easy to agree with
because they are not maki ng strong statenents about
t he hard issues.

DR. MACKLIN: Good. This is a good thing,
not a bad thing that they are easy to agree wth.

(Si nmul t aneous di scussion.)

PROF. CAPRON: No, but it would not anmount to

much. It is like the present requirenent that
subj ects have to be done that they will not be
conpensated if they are injured. It is better than

not know ng that but it does not do you a | ot of good
i f you are injured.

DR. SHAPI RO  Bernie?

DR LG It is nice to have things we all
agree on but one through five are pretty easy to agree
with., | nean, it is hard to inmagi ne soneone
di sagreeing. | think Diane is absolutely right. Six

is where the rubber hits the road.
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And it seens to ne that we had sone very
different nodels presented to us today by our three
speakers. You know, one of themwas sort of saying
that you have got to have the financing in hand to be
able to actually buy the drug and ot her people are
saying, well, let's try and find out a way of naking
the drug available at a | ower cost through technol ogy
transfer, |licensing agreenents and such. And those,
it seens to ne, are very different kinds of
agreenents. | think we need to sort of think -- and
it gets to the question of who is responsible for
what. It seems to me it is nuch easier to think of
creating an agreenent to have a technol ogy transfer or
a licensing agreenent but not a commtnent to actually
commt to the dollars it would take to buy a certain
anount of drug for a certain nunber of people.

| think we need to be careful about -- first
of all, it is not clear any of these strategies wl|
work or if they do, which are are nore effective, so |
hate to sort of commt us to sonething that is a

theoretical concept that has never really been carried
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out and even if it has been carried out once or twce
may not apply across the board.

So | think six is what we have to pay
attention to and maybe just to lay out clearly what
sone of these options are would be a good starting
poi nt .

PROF. CAPRON: | have a factual question.

DR SHAPI RO Yes.

PROF. CAPRON:  Per haps soneone who has been
I nvol ved i n vaccine considerations |ike Ruth would
know. In the eradication of smallpox to what extent
was the program paid for by WHO or other international
organi zations and to what extent was it paid for by
the governnents of the countries in which vaccine

prograns were carried out?

Because -- | nean, | guess, | do not have to
say any nore. It is obvious what the consideration
there is. |If you have a mnistry that says, "G eat.

W want to get it. A dollar a piece we can afford.”
And then you say, "OCkay. Here it is a dollar a

pi ece," and they are not buying.
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Does that nean that it has been a failure or
does that nean that other people should step in and
put up the dollar a piece and what has been our
experi ence because this is not the first vacci ne which
woul d be used on a wi de basis around the world.

DR. SHAPIRO That is an interesting
question. | do not know the answer. Perhaps soneone
el se.

DR CASSELL: Well, there is sone history
about it. First of all, there was a | ong argunent.
Eradi cationi sts were radi cal people. Nobody believed
that you could eradicate any di sease and al ong cane
the possibility with small pox and this was a WHO
policy, you know, which everyone finally agreed that
It was worth a trial

It had nore to do than just smallpox so the
stakes for doing it were very high and were
determ ned, you know, centrally so that when -- so
that is why governnents followed through onit. | do
not know who paid for it but the fact is that the idea

of doing it was not sonething inposed fromthe outside
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by WHO. And, also, it was very cheap

PROF. CAPRON: | agree but we were tal king --
| mean, if Seth Berkley has any scientific sense of
what he is tal king about -- of the potential if you
are making 10 mllion doses of an AIDS vaccine that
the price for it on a unit basis would be very | ow.
It 1s sonething where the demand in the stricken areas
of the world is high. It is sonmething which has a
U. N -WHO type basis. The U N AIDS effort and so
forth.

So, | nean, in sone ways it resenbles it.
Was there a barrier in the small pox story when sone
countries sinply said, "Well, it sounds wonderful but
our treasuries are enpty." Did the world through WHO
or sonething step in and say, "All right. In your
country we are comng in with a scientist and a
vaccine and we are going to do it for you because if
we do not do it here we will not have eradicated it
and we do not want weak links and it is inportant.
You are poor and we will do it for you."

DR. SHAPI RO Ber ni e?
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DR LO | amvery nuch in synpathy with
Al ex's hope that we can get sone enpirical and
hi storical economc data. It seens to ne that ought
to make a nice side bar case study for our report. |
think the nore we can sort of take our general
recomendati ons and sort of see how they work out in
actual cases, the stronger our report will be.

DR. SHAPI RO  Thank you.

Bette, please.

DR. KRAMER: Actually Al ex and Berni e have
taken care, | think, of what | wanted to say. | was
going to make Bernie's usual suggestion that we cone
up with sonme case studies but | think a lot of -- a
| ot of what we have heard today |lends itself to or
mght lend itself to actual ideas.

| nean, ideas that have actually been tried
or suggested ideas that m ght be tried and naybe j ust
getting them down in boxes and taking a | ook at them
trying to -- gleaning fromthem-- even if the go into
the report only as suggested ways of tal ki ng about --

t hi nki ng about these issues and | thought we heard a
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| ot of good things today.

DR SHAPI RO Larry?

DR. MIKE Yes, just three coments on ny
not e taki ng about what has been going on. M guess
woul d be that it is public funds that -- on the
smal | pox i ssue because there has not been a case in
years and | cannot imagine a poor country turning to
pour nmoney into an area where they really do not see
any smal | pox.

Along time ago | wanted to nake a coment on
what Alta had nentioned about one and then putting in
sone additional caveats about if it is effective, if
it is a problemin a devel oped versus an undevel oped
country, and putting it in here. But | think one of
the prem ses we are going -- we are going in into this
study already and | think we all agree if you can do
it in a devel oped country you are not going to do it
I n an undevel oped country.

So it seens that we do not need to reiterate
that point again in recomendati on one. That is just

sort of a lynch pin of the kinds of concl usions that
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we are reaching in ternms of research in devel oping
countri es.

The third point is that when we tal k about
two, three and four and hardeni ng these issues, | hope
we do not harden it to the point where it is either
all or none just |like the best avail able sort of --
you have to replace it with established effective
rat her than best avail able because if you literally
stick to the best avail able then you do not do
anything and I do not want us to sort of get dragged
al ong into such hardened positions that in the
application itself we actually shut off research
rather than facilitating research that is for the
better of these countri es.

PROF. CHARO  Hand up.

DR. SHAPI RO Hands up. You are talking.
Hands up

PROF. CHARO This is great. | amgoing to
do this every time instead of ever comng to the
nmeeti ng.

(Laughter.)
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PROF. CHARO | have been sitting here
staring at nunber six after comments about how that is
where the rubber hits the road and | would like to
t hrow out sonething just as sonmething to think about.
| do not know -- | do not think it works yet but in
terms of operationally defining to whom and for how
| ong, et cetera, would it nmake sense to start at | east
t hi nki ng about this fromthe point of view of the
actual subject of the research and sayi ng, "Ckay.

What can we say about the likelihood that if a product
does get developed fromthis research you are
participating in, what can we say is the chance that
you in your own lifetinme would have access to that

pr oduct ?"

That does not answer the question of what is
reasonabl e and unreasonable but it is a point of view
guestion as opposed to using a kind of nore economc
poi nt of view in which you ask, "Well, you know, what
percent of the popul ation has to have econom c access,
for how many years,"” but instead shifting the focus to

this nmuch smaller group of people and using themas a
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proxy both because they are subjects and because -- soO
that there is sonme sense of obligation of that
personally and because it al so then dovetails nicely
with the notion of the kind of information they ought
to be given before they vol unteer.

DR. SHAPIRO Thank you. M own initial --
thank you, Alta. M/ own initial reaction to that
particular part of itemsix was as a kind of first
approximation to start off with making it free if it
Is useful to the participants in the trial, both
control and otherw se, and everything else is a matter
of negotiation in itemtwo or whatever the itemis
where the negotiation takes place as a way to think
about that.

Incidently, | can actually think -- | think
can think of a case, Larry, where you could do a trial
I n either devel oped or under devel oped -- or a
devel opi ng country but you m ght proceed -- you m ght
decide not to proceed if forced to do it in a
devel opi ng country not because it -- it becones just

nore expensive and you line up your priorities and it
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falls off the list. It may, in fact, be a greater

heal th benefit even though it will apply to both north
and south. The real benefit mght go to the south. |
mean, | can inmagi ne such a case.

So | think | agree with your general notion
that we have to be careful about setting any absol utes
here because, you know, we just have to | eave room for
j udgnment on these issues.

PROF. CAPRON: It seens to ne that nunber
six, which is just a set of questions after all, in a

funny way it is odd to say the rubber neets the road

there. Well, the tire is invented there but it does
not -- has not nmet and produced any skid marks of any
sort.

| thought we were tal king here about
sonet hi ng that was not specific to the individual
subj ects because | did think that was covered in
recomrendation three in chapter three. Now | am not
tal ki ng about where it falls in the eventual report.
| thought the reasonable availability was

this larger question which IAVI has tried to work out
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by saying either you are going to sell it at an
affordable price or you are going to let us license it
to soneone else who is going to try to nmake it at the
affordable price where it is either -- it is too
expensive to nmake in your factories or it does not
have enough margi nal return and you do not want to
di l ute your sharehol der value in that way or you do
not |ike that kind of differentiated market. You are
going to get criticized for selling it cheap but you
will not get criticized if sonme other conpany sells it
cheap and what ever reasons.

But that is what this had to do with because
t he question of for how long follow ng the conpletion,
t hat sounds nmuch nore |like the question of the chronic
di sease. Like are you buying in to giving AZT to
soneone for the rest of their life if they are in a
research because they were in the research study and
you got themto a point where they were not dying from
this and it is pulling the plug issue.

But you are --

DR MACKLIN: Well, it is not intended to be



10

11

12

13

14

15

16

17

18

19

20

21

379

that. In other words, if the claimis and if there
wer e agreenent that researchers and sponsors are under
sone obligation to make a product reasonably

avail able, let's say just for the sake of this
argunent hypothetically, in the country where the
research --

PROF. CAPRON:. Yes.

DR. MACKLIN  -- was done, okay, is the
conpany -- does the conpany have that responsibility
in perpetuity? In other words, the research was done
there initially but things have noved on. | nean, a
conpany m ght, for exanple, be prepared to nake a
limted tinme agreenent but isn't going to sell its
future investors down the road indefinitely. So it
really does -- | nean, it is a practical matter but it
really is meant to raise a question about how | ong
after research is done in a particular place does an
obligation, if there is such an obligation, continue
to the country fromwhich the research subjects --

PROF. CAPRON: | think it is a reasonable

question. If | could -- well, | had another thought,
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which is -- | think I will hold off.
DR. SHAPI RO Rhetaugh -- because we are
going to conclude in just a few nonents. | think we

have gone on for |ong enough.

DR DUMAS: | wanted to share the assunptions
that | tal ked about earlier that seened to be com ng
through in this discussion and in the presentations
that we heard earlier that the focus is on public
heal th probl ens, that the concern also is on public
sector finance, and that the enphasis is on treatnent
over prevention.

I s that an accurate appraisal of what we are
tal ki ng about? And the design is clinical trials.

DR. MACKLIN. Well, there is not enough
detail in here but | think -- | mean, you are asking
what woul d be the assunptions underlying this.

DR. DUVMAS: Well, it seens to ne that --

DR. MACKLIN Let ne say first why it is not
clinical trials.

DR. DUMVAS:. (Kkay.

DR. MACKLIN: Let ne go to the | ast one.
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There may be research interventions and if they are
not clinical trials then they will probably pose |ess
risks to -- fewer risks to the subjects but

I nterventions of the sort that David Giffin was
tal ki ng about .

For exanple, there may be a risk reduction
program for reducing the likelihood of transm ssion of
H V/ AIDS or other sexually transmtted di seases, for
exanple. Marjorie Spears nentioned a very different
kind of intervention that CDC has done which was
getting people to use bed nets as protection agai nst
mal aria. The product was not the bed net, okay, but
the research was an intervention getting people to use
t hese safer things.

So any of those things would count and sone
m ght require that sonething be nade avail abl e
followng the research. It is not just teaching a few
people to do it. There nmay be sonething el se that
woul d be required. | nean, maybe required to actually
give the bed nets in the future. So that is one

assunpti on.



10

11

12

13

14

15

16

17

18

19

20

21

382

The second is certainly not treatnent versus
prevention as | just now gave the exanple of the bed
nets and the intervention --

DR. DUVAS: Right.

DR. MACKLIN: -- the safer sex but the
vaccine is a perfect exanple. That is a prevention,

not a treatnent.

DR. DUVAS: But it is not -- well, it is not
goi ng.

DR. SHAPI RO Not vyet.

DR. DUVAS: Not yet.

DR. MACKLIN:  Well, 1 nean, but other
vacci nes are -- have been tested. | nean, | do not --

| am not sure what you had in mnd by prevention but |
thi nk the assunption is not exactly correct because of
these exanples. | amsorry, your first -- was it the
public sector or public --

DR. DUVAS: Public health problens. The
focus is on public health problenms. Broader
popul ati on probl ens rather than smaller group

i ndi vi dual s.
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DR, MACKLI N:  What woul d be an exanpl e of
smal | er group?

DR. DUMAS:. The definition of the problem

DR. MACKLIN. Gve ne --

DR. DUVAS: Broad public health problens that
have inplications for countries not necessarily for
smal | er groups or comunities.

DR. MACKLIN.  That is probably right.

DR. DUMAS. And that -- okay. You said that
the assunption that the preferred or the priority as
far as design is concerned is not necessarily clinical
trials but there is a great enphasis on public sector
fi nance because of the a priori commtnents that

peopl e are tal ki ng about.

DR MACKLIN:.  Well, | guess the question
is public finance fromwhom | nean, these are --
DR. DUVAS: Well, it does not matter. It has

to be beyond an individual investigator if you are
going to propose that people are going to get treated
after the studies are over and maybe for the rest of

their lives. This is sonething that is -- assunes
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that there is going to be sone finance comng from
sonmewhere ot her than the individual investigator.

DR. MACKLI N:  Yes.

DR. DUVAS: And then when we tal k about drug
trials and that kind of thing. W are really talking
nostly about public sector finance, aren't we? You
are tal ki ng about --

PROF. CAPRON: Predom nantly applied research
today. | think the figures we gave -- we had before
has a | arger anmpbunt -- dollar anmount fromthe private
sector today than the public sector once you get to
the stage of clinical trials.

DR. DUVAS: Onh, okay. Al right.

PROF. CAPRON: Yes.

DR SHAPIRO. All right.

DR. DUVAS: | got that m xed up. | should
have said private sector finance.

PROF. CAPRON. Right, exactly.

DR. DUMAS: Private | nean.

DR. SHAPIRO | think we are going to call

today' s sessi on.
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PROF. CAPRON: Can | put one thing on the

tabl e?

DR. SHAPI RO Yes.

PROF. CAPRON: | just --

DR. SHAPI RO One thing.

PROF. CAPRON: -- it is a question of sort
a heuristic. If it would be helpful in witing this

to ask ourselves what is the inplication of
conclusions that we reach if we were tal king about
donmestic research and al ways having --

DR. MURRAY: Done here.

PROF. CAPRON: Yes. The research done int
United States by donestic, | nmean -- yes, within our
nation. And we have asked that fromtine to tine.
say, well, that seens as though it would be the sane
or sonetines we say it would be different and | just
hope that we will do that and the best people to do
that, frankly, are the people who are witing the
report because in our neetings we focus in on
different -- but if you can ask that and just point

out to us.

of
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DR MACKLIN: Yes. In fact, that is already
going to be very clear. Harold has been urging that
fromday one and brings it up whenever he gets a
chance.

PROF. CAPRON: He actually passed ne a note
and asked ne to say that.

(Laughter.)

DR. MACKLIN. And, in fact, one thing -- you
will recall that we junped into the mddle of this
project as we did not -- | nean, when we started
providing materials we never gave you an introductory
chapter that set up the problemand the introductory
chapter, which probably should be witten soon
actually because we are learning a |ot at these
nmeetings. | nean, | always wite the |ast chapter or
the first chapter |ast but we are learning a |ot.

One of the things that is going to be brought
up is that the report is about international
col | aborative research. Mich of the focus is on the
obligations of industrialized countries to resource

poor countries and that is sonething that does arise
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when that is the nature of the coll aboration

But as you will see next nonth in the
materials that start com ng out for next nonth there
is at least as nmuch, if not nore, in the topic that is
for next time, which is the research col | aborations
and how t hose work when any two countries are
col l aborating, that is followng their rules or
whatever. That is going to be as nmuch if not nore of
a probl em because nore research has been sponsored by
i ndustrialized countri es.

So what we will do in the initial -- the
I ntroductory chapter is set up the problemand say in
sone cases we are going to be dealing wth ethical
probl ens and obligations that arise between
I ndustrialized and resource poor countries. |n other
cases the conclusions or the recomendations w ||
apply to both, whoever is involved in the
col | abor ati on.

| suppose it will be relatively rare that we
will only be tal king about what arises in -- with one

I ndustrialized country and another but we may have
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sonet hing to say about that, too. So we are going to
flag this distinction whenever it cones up.
DR. SHAPI RO  Thank you.

Before closing I want to thank Alta for

joining us today. | judge by the periodic cough that
you are still not conpletely well so | wish you well
and | hope you will be able to join us tonmorrow. | do

not know i f you can.
PROF. CHARG | will be here.
DR. SHAPI RO Thank you very nuch.
She will be here the way she was here today.
PROF. CHARO Here as in sitting in ny
bat hr obe here.
(Laughter.)
DR. SHAPI RO  What a vision. Wat a vision.
(Laughter.)
DR SHAPIRO. Well, thank you all very nuch.
We are adj our ned.
(Wher eupon, at 5:30 p.m, the proceedi ngs

wer e adj our ned.)

* % * k% *
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