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PROCEEDI NGS
QPENI NG REMARKS

HARAD T SHAPIRO Ph. D
DR SHAPIRO | would like to call this

norning's nmeeting to order, please.

First of all, let me welcone the
comm ssioners and thank them for being here today. W
have a very busy agenda both today and tonorrow.

W will have a nunber of very distinguished
guests who will be speaking to us today, of course, on
-- we will have sonme guests dealing with perspectives
fromother countries dealing basically nore broadly
speaking with our international -- what we call our
I nternati onal Research Project.

Il will welcone -- they will be wel coned
separately in a nonent.

The rest of the day, though, once this
nmorni ng' s panel and discussion wth this norning's
panel is done, will really be spent in discussion
bet ween oursel ves and Ruth and Alice on aspects of
chapter -- what we are calling chapter -- called
chapters 3 and 4 if | renenber the nunbers correctly,
which were distributed to you early or late |ast week
and we want to really get into inportant discussion

there and try to resolve issues and focus on the
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i ssues that really matter in those chapters.

So that will be nostly -- take up nost of
today once this norning's session is done.

Tonorrow we Wi ll return, of course, to the
oversi ght of human subjects here inthe US W wll
al so have sone visitors tonorrow. [|ndeed, we have
quite a nunber of visitors tonmorrow as we try to put
together the information we need to carry this project
f orwar d

| ndeed, tonmorrow, | think, we have four or
five panels who we will be dealing with during the
day. | think we are scheduled to go to roughly 3:00
or 3:30 tonorrow afternoon.

Soit wll be a busy tinme and we have a | ot
of work to do ahead of us in the next day or so.

Before we turn to Ruth to just give us a
brief overview of work to date that she -- there is a
meno in your materials and so -- but Ruth may or may
not want to add anything to that.

Let me turn first of all to Eric who has a
f ew wor ds.

| think, incidently, the schene today wth
today's m crophone is you just press this, the |ight
goes on, and then you speak.

DR MESLIN Let ne just again wel cone
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everyone. Especially our guests from overseas.

W have handed out a nunber of things in the
briefing book and many of those additional itens are
in your table folders for conm ssioners. They are
al so available for the public.

We are hoping that the nethod of using
briefing menos by many of the staff is helpful to
comm ssioners. |If you have questions about
particularly the legislative update fromEl |l en Gadboi s
or the report that | have presented to you, the
Executive Director's Report, please feel free to ask
us at any tine.

W are not trying to overwhel mthe
conm ssioners with this material but we think that
with the addition of the |egislative update you wl|
be nore caught up on where activities are in Congress.

In nmy report handed out this norning a couple
of itens of interest, only one of which | will nention
briefly, that relates to followup fromour reports

There is a slight typo in the report but I
want ed conm ssioners to be aware that we are able to
wite to agencies requesting responses to our reports
and we can do that for previous reports as well as
those that are being presented, both our forner

charter and our current charter allow us to do this.
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So with that, Harold, the only thing I wll
add is that we have only one person signed up for
public comment today. | do not know whether they are
here in the roomat the nonment but as a rem nder to
all menbers of the public as a federal advisory
commttee you are wel cone to nake comments before the
conmm ssi on.

If you wish to do so, please let our staff
know at the outside registration desk. The public
comrent period is scheduled for 1:00 o' clock after
| unch t oday.

That is all.

DR SHAPI RO Thank you very much.

Any questions for Eric?

DR DUVAS: | would like to thank Eric for
the reports. | find themvery hel pful.

DR SHAPI RO Thank you

Steve? But you do not want to speak, right?

Ckay. Thank you very rmnuch.
Al right. Let nme nowturn to Ruth.
Rut h?
ETH CAL 1 SSUES | N | NTERNATI ONAL RESEARCH
OVERVI EW OF WORK TO DATE
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ALLCE PACGE, J. D, MP H_
DR MACKLIN:  Thank you very much. | want to

add ny welconme to the guests here this norning.

I never know whether to repeat what is in
this neno as a rem nder or just to assune that
everyone has nenorized it but | wll nention just a
coupl e of highlights.

DR SHAPIRO Wll, as long as you do not
di stance yourself fromit.

(Laughter.)

DR MACKLI N: No. | take ful
responsi bility.

Alice and | have been transformng the bits
and pi eces that we have presented over the |ast
several nonths into drafts or partial drafts of
chapters and, in fact, as you will and as the neno
notes, and as Harold has al ready nentioned, what we
are referring to as chapter 4, that is obligations to
subj ects, communities and countries, is now a portion
of what will be chapter 4 and this follows from sone
of the -- several of the propositions that we
I ntroduced and di scussed briefly last tine.

W are going to discuss that first today --
mean, this afternoon in our discussion section, and

the reason is that this is the first tine you are
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actually seeing the draft materi al s.

The ot her chapter, chapter 3, which we wll
turn to second, is one that you have already seen

| nmean, that -- nmuch of the text was there
before but it is very much expanded now with the
addition of the material that Elisa E seman prepared
and that material followed from-- | forget which
neeting. It was the Cctober neeting, | believe, when
we had the presentations on the study design.

So that is the progress of what we hope w ||
be drafts of chapters or are now partial drafts of
chapters.

Al so, as the neno notes, we have not yet
returned to the infornmed consent discussion, which was
the very first substantive material that we di scussed.

In part because we were waiting for Patty Marshall's
final report and, in part, because we are awaiting the
results and analysis fromthe enpirical studies that
Nancy Kass and Adnan Hyder and Noreen Tesh and Liza
Dawson wer e prepari ng. So we will return to that
and provide a nore substantive draft in due tine.

One other thing to point out, you will notice
in the nmeno there is nention on the second page of a
chart. Now this has cone to be known around the

office as "Stu's chart."” Stu Kimhas been primarily
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responsi bl e and working diligently and respondi ng
every tinme Alice or | or anyone el se says, "Wll, we
have to add sonething else to the chart.™

It is now-- the last | |ooked -- | think 44
pages. |Is it sonmething like that? It is a very
conpr ehensi ve chart. Probably the first of its kind
in the world.

And | have just recently conmmunicated with a
Eur opean col | eague who has a grant fromthe European
Union to do very nuch what this comm ssion is doing.

H s name -- sone of you may know him-- his nanme is
Ryder Lee.

And | shared with himthe chart in progress
and he made sone comments so Stu's chart may have to
be copyrighted and worl d renowned.

So we did not distribute it partly because of
its large size but if anyone would Iike a copy it can
be made available. Gay. W did not think everyone
woul d want to see it inmedi ately but anyone who wants
it may have the full 44 pages if you prom se to read
it.

Sol think that is all | will say by way of
I ntroducti on.

DR SHAPIRO Ruth, when are we expecting --

| amsorry. Wen are you expecting the results of the
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studies that you are waiting for on the infornmed
consent issue?

DR MACKLI N.  Nancy Kass has communi cat ed
with us begging for alittle nore tine. She actually
was very heartened by the response rate to the
enpirical study and said it was extrenely good news.
| nmean, |, not being an enpirical scientist, | do not
know what the usual response rates are but people who
do social science surveys are often di sappoi nted at
t he response rate.

Interestingly and just coincidentally, |
happened to be at a neeting and spoke to soneone whose
husband was sent the survey and she said he probably
woul d have tossed it in the wastebasket but for the
coverage page which said, "National Bioethics Advisory
Conmmi ssi on. "

So the inprimatur of the conm ssion
apparently has | ed sone people who ot herwi se woul d
have i gnored the study to respond.

So Nancy Kass will be comng to the office, |
guess, to share with the staff current -- the current
status and sonme prelimnary findings and | think we
will be able to use those in beginning a draft of that
chapter but realistically the conpleted study -- and

this is Nancy Kass' study -- is slated for June, |
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t hi nk, she said.

DR SHAPI RO Thank you. Jin®

DR CH LDRESS. Ruth, in your nmeno you
nmenti oned sone of the difficulties you have had in
trying to get the pharmaceutical industry involved and
yet you al so say we hope to hear testinony from
private industry |ater.

Coul d you say a bit about the reasons that
are given for declining to partici pate?

DR MACKLIN. | cannot but | am going to ask
Eric and Harold to say what they know and perhaps
Al'i ce has sonething to add.

DR SHAPIRO  FEric?

DR MESLIN. We were hoping that Nancy Kass'
survey, which is principally involving academ c
researchers, could be replicated identically with
i ndustry itself and with discussions that we have had
with representatives fromindustry we were nade aware
of concerns that they had about that actual
replication.

So while the involvenent in the survey
itself, the identical survey, is probably not going to
occur, we have comuni cated wth them our hope that
there are a nunber of ways that they can be engaged

and to participate, both by giving testinony, by
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commenting on drafts, by submtting white papers and
doing as many things as possible to reflect their
vi ews and concerns.

Qur goal was obviously to get as nuch
information as we could and we still hope to get that
I nformati on.

DR SHAPI RO Al ex?

PROF. CAPRON: Two points. Were do you
stand with Nancy Kass and Joan At ki nson on the
subj ects study? That is the first question.

DR MESLIN. As with all studies that we
comm ssi on where human subjects are involved we have
to both ensure that there is donestic approval and
because we are a governnent agency to obtain the
necessary cl earances from QOvB we are inquiring about
the OMB i ssue right now

| do not know whet her Rachel has any nore
I nformation but we have begun the process of inquiring
as to whether that will occur, neaning OVB approval is
required for this type of study. |If it is, then we
will have to nmake a decision as to whether the tine
period that it will take to get the approval is
permssible for the commssion. And if it is not
requi red then obviously the study can begi n ASAP.

DR SHAPI RO Rachel, do you have any further



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

11

i nformati on?

DR LEVINSON: As Eric and | di scussed when
we first -- he sent in a note about this. It |ooked
li ke a much nore extensive survey than the origina
one and that it would probably require OVB approval as
the other one did but OVMB has not nmade a forma
deci sion on that.

DR SHAPI RO Al ex, your second question?

PROF. CAPRON: Yes. The second point is |
think the answer you just gave to Jim Childress
al l eviates sonme of the concern | had but in Ruth's
meno the notion that private industry was in sone
sense goi ng to be unresponsive when so nmuch of what we
are tal king about here, and many of the nost
probl emati c i ssues that have arisen have invol ved
privately sponsored research struck ne as totally
unaccept abl e for our report.

And | was thinking of tinmes -- | nean, when
we are in Madison we are not all that far from Upjohn
I n Kal amazoo, and there are other tines -- | nean, |
cannot inmagine Pfizer and Schering and ot hers not
bei ng responsive. | nean, it would just seemto ne
unacceptable for our report and | hope that whatever
IS going to happen by way of negotiation with them

that we will have at |east as nuch data as we have
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gotten froml ooking at work that is sponsored by CDC
or the Wrld Bank or whatever.
| just cannot inagine that we woul d have that

huge | acuna and basically say that industry had been

unwi | ling to be responsive.
DR MESLIN | agree with your point and |
think both the staff and others agree as well. The

I ssue is not whether they will be involved but how and
in what way. And the concern at least with respect to
the survey instrunment was that it was not the nost
effective way of themto conmuni cate those views.

So we are exploring every possibility and
maki ng avail abl e as nmany opportunities as we can, and
we hope to see if not a roundtable at the next neeting
in April then one in May that will allow for the
private sector to communicate to the conm ssion not
only their views about the international report but
about the oversight report as well.

So there is not -- it is not focused on one
project but rather the goal of private funding and
i ssues related to industry sponsorship.

DR SHAPI RO  Rut h?

DR, MACKLIN. Wll, one nore point.

Al ex, you used the word "data."

W want ed or hoped for responses to a survey,
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whi ch woul d provi de dat a.

PROF. CAPRON: Right.

DR MACKLIN:  Any ot her approach, including
the round table, will give us information but not data
in the sense that woul d be anal ogous to what we are
getting fromthe others. So the only way we coul d get
data would be either by a response to our overture or
by a willingness on the part of the organization to
conduct a simlar survey.

PROF. CAPRON:  Well, you nade a comment
earlier, which | found to be true of the President's
Conmi ssion as well, that is to say that Nancy was
reporting -- | guess actually it was our chairman who
said that Nancy was reporting that she got a better
response -- no, you. Excuse ne. You were the one who
said it, yes. |In any case she got a better response
rate because it was a presidentially appointed
comm ssion and | think that is a general experience.

| would hope that if it requires a vote of
this conm ssion to indicate that we are not in a
situation where a researcher is asking for sone
information but that this comm ssion wants that
information and it would strike ne as exceptionable
for the drug conpanies to basically say that sonmehow

their researchers are unable to provi de conparabl e
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information. And, indeed, in effect to give responses
to the sane kind of survey.

| am anmazed that that should be the case. W
are not tal king here about the kinds of points that
ought to raise the sensitivities. | nean, we are not
asking for proprietary data.

And if, M. Chairman, we -- it requires this
comm ssion to go on record that you personally request
that information -- | gather there have been sone
conversations, perhaps informal conversations with a
coupl e of the drug conpany executives, | would |ike
the comm ssion to give you and our contractor and our
staff as nmuch backing as possible to get data from
t hat source.

And | agree with Ruth, data, not sinply sone
anecdotal statenments at a roundtable as inportant as
it will be to hear fromthose executives.

DR SHAPIRO Well, we are currently in
di scussi ons on exactly these kinds of issues and |
will just take it the conm ssioners strongly support
our attenpts to achieve that, and we will report back
at the next neeting if not before on that issue
because | think it is inportant. | quite agree with
you.

Tont?
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DR MJRRAY: | have been waiting a while to
ask this so sonme of it has gone under the bridge but,
Eric, in your description of your interactions with
phar maceuti cal conpani es, you gave us nothing of the
substance of their objections. You just told us that
they were not going to conplete the survey.

I wonder if we can hear anything about the
nature of the reasons cited for that?

And | have a second question that is
unrelated to this.

DR MESLIN. | can nake available to
comm ssi oners the correspondence between the
Phar maceuti cal Manufacturers Association and the staff
relating to this issue with whom we have had these
di scussi ons but wi thout going into extensive detail of
t he pi eces of paper which will provide that
information, and we will do that, | will sunmmarize it
as follows:

There were concerns about the applicability
of sone of the questions to privately sponsored
researchers as contrasted with academ c researchers.
And we will al so make avail abl e the survey instrunent
to conm ssioners. You have seen this before but we
will share it again so you can nake that assessnent.

Secondly, there were concerns about the tine
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that it mght take to do this.

Third, there were concerns about the type of
Interpretation that m ght be nade of the survey
responses.

I think that sunmmarizes the three areas of
concern as fairly as | can.

DR SHAPIRO It does not sound too
reassuring, does it, Tonf

DR, MJURRAY: No.

Can | foll ow up?

DR SHAPI RO Yes.

DR MJRRAY: This is not about the
i nternational survey. This is about the Executive
Director's nmeno, Eric's nmeno to us that was in the
folder so | just saw it this norning.

A very hel pful neno. Thank you.

It was in this folder and it rem nds ne that
we have a -- we have the power at NBAC to direct our
recommendati ons to particul ar agenci es of governnent
and then they nust respond wi thin 180 days.

Have we done this as a routine? | guess | --
gi ven the human bi ol ogical materials report, have we
tasked any specific agency or agencies of the
governnment to respond to that and, if not, should we -

- | think we should do that and then we have to deci de
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whi ch one and, in fact, we should always nake it a
practice it seens to ne any tinme we issue a report to
specifically identify the agencies fromwhich we would
li ke to have a response.

DR MESLIN. The answer to the first part of
your question is, no, we have not specifically tasked
agencies to respond to reconmendations in the report
on research invol ving persons with nental disorders
that may affect decision nmaking capacity, the report
on human biological materials, or the report on stem
cell research

Those -- the first two reports that |
nmenti oned, the "Capacity Report and the HBM Report,"
have been sent, as has the stemcell report, to the
NSTC as is required.

As | nentioned in ny nmeno the first of those
reports is being reviewed and, if | hear what you are
sayi ng, should we be doing this, then if it is the
will and wish of the comm ssion that a |etter be sent
then I amnore than happy to prepare a letter or Dr.
Shapi ro woul d.

| can tell you that | have had conversations
W th sone agency representatives as well as
I ndi viduals from OPRR and others and | do not think

anyone woul d be opposed to receiving such a letter
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because, in fact, this reviewis either underway or is
I ntended to be underway.

It is, however, a particular instrunent. The
requiring of a response in a particular tinme that I
woul d just rem nd conm ssioners, you know, should be
used in an appropriate way because we have nany
consuners of the recomendations. It is not just
agencies. There are sone subdepartnents. There are
private sector conpanies -- private groups as well.

But there is nothing to prevent us fromsending a
letter even a letter about a report that predated the
Cctober 20th revision of the charter.

DR SHAPIRO Alta is next. And then we wll
have one or two nore questions, then | want to turn to
our panel .

PROF. CHARO This is brief. Thanks very
much.

First, let me say on the record what | said
privately before, which is that | thought the
materials on this topic in the book were
extraordinarily well-devel oped and now that | have
seen the chart that Stuart is preparing it |ooks |ike
sonet hing that shoul d be sent up by NASA, you know,
for contact with extraterrestrial species all the

t hi ngs we do here.
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Specifically onit, however, | was gratified
to see sonet hing here about conpliance and enforcenent
provi sions and the sanctions that can be applied. |
think this is a crucial area but it has been ny
experience as a | aw teacher that many things exist on
t he books that are rarely used in practice.

How realistic is it to try and match the
provi sions for sanctions with the actual use of those
provisions in any situation ever for each of the
countries that have been |isted?

DR MACKLIN: | think you asked how useful it
woul d be. The answer --

PROF. CHARO How realistic?

DR MACKLIN. Yes. kay. Well, the question
I s how one woul d go about doing that. One hears
frequently probably in this country as well as
el sewhere but | have hard -- particularly | can think
of a colleague in Argentina who says we have all these
laws -- and in Mexi co. Two pl aces where | have
col | eagues.

W have all these | aws on the books but there
Is very little enforcenent, and these are |laws of al
sorts. Everything frominformed consent -- | nean, in
this area, everything frominformed consent to review

of research by independent, ethical review commttees.
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So to find out sonmething realistically who
woul d one ask and how would we go about doing it? |If
one asked people in official capacity, ny guess is no
one in an official capacity is going to say, "Ch, yes,
we have these |l aws but we do not enforce them™

So one woul d then have to devel op anot her
I nstrunment or have sone kind of systematic survey in
the countries or in the places where the answers on
Stu's chart say, "Yes, there is an enforcenent
mechani sm and there are sanctions,” and try to find
out fromthe individuals in that country just what
real ly happens. So realistically I fear it is
probabl y sonet hi ng we cannot do.

PROF. CHARO  Just -- and, of course, you
coul d say exactly the sanme thing about the United
States in terns of |aws on the books that never get
enforced but rmaybe we can pursue this later with the
staff, a discussion about possible ways to identify
peopl e to ask.

DR SHAPI RO Thank you. W, of course, can

come back to any of these subjects later but, Larry,

you had a question and then | want to really -- we can
cone back to issues later. | want to turn to the
panel .

DR MIKE Just a followup. A followup to
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Tom s question. Are we tracking what has happened to
our reports such as HBM and | npai red Capacity because
we have very specific reconmendations in there
directed at specific people?

DR MESLIN. If -- by "tracking," do you nean
findi ng out whether governnent agenci es have

I npl enrented any? Yes. And the answer is none of the
recomendations in either of the reports have been

i mpl ement ed yet by any agency.

DR MIKE But | would Ilike to see nore than
that, which is that how receptive are they, are they
actually looking at it. W do not need to wait until
they actually formally accept certain things.

DR MESLIN: The second version of the answer
Is there are a nunber of indirect ways of finding out
that the recomendati ons fromthe Capacity Report are
or have been inplenented in sonme ways, including
things that NNIH has done to followup with their
Intramural programat N M4, for exanple.

Wth respect to HBM | nentioned at the | ast
neeting that not only have many I RBs and investigators
informal |y been telling staff that they have found the
HBM report to be very hel pful.

So, too, has OPRR nentioned to us informally

that they have felt that the report has been very
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hel pful to themin responding to requests for
information and interpretation of the federal regs
regarding this area of research.

So the -- we are tracking both the fornal
responses and waiting for the Conmttee on Sci ence and
HHS to respond to the recommendati ons on both of those
reports but we are also tracking infornmal responses,
which | nust say are quite gratifying particularly on
the HBM report.

DR SHAPI RO Thank you

We can revisit any and all of these issues
| ater on this norning or this afternoon as need be but
we do have a wonderful panel here this norning,

I ncl udi ng one nenber of the panel who is here in a
del ayed fashi on havi ng been del ayed and unabl e to make
our | ast neeting when it was schedul ed.

Let me turn to Eric or to Ruth to introduce
t he panel.

PANEL 1: PERSPECTI VES FROM OTHER COUNTRI ES

DR MACKLIN.  Thank you very nuch.

W are honored to have the panelists seated
at the table and, unfortunately, one of the invited
panelists at the |last mnute was unable to join us.

This was Dr. Dounbo from Mali and apparently

there was sone problemw th a visa, sonme technical



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

23

probl em or bureaucratic problem and that is
unf or t unat e.

But the panelists who are here -- and | w |
just briefly introduce themall at the outset and then
their words will speak for thensel ves.

First, we have Dr. Jean Pape fromthe Faculté
de Médecine et de Pharnmacie de |'Université d' Etat
d Haiti in Port-au-Prince, Haiti.

Dr. G ace Mal enga from Queen Elizabeth
Central Hospital and University of Malaw Coll ege of
Medi cine in Mal aw .

And Dr. Christopher Plowe fromthe University
of Maryl and Medi cal School who is representing the
Anmerican Society of Tropical Medicine and Hygi ene.

So without further ado, let's begin with Dr.

Pape.

PORT- AU PRI NCE, HAITI
DR PAPE. Thank you very nuch for the
opportunity to present to you and share with you sone
of ny experience working in Haiti for the past 20
years.

(Slide.)



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

25

24

| have been wearing two hats for the past 20
years since | have been -- | amstill a faculty nenber
at Cornell University Medical College, a faculty
menber at the University of Haiti, and director of a
nongover nnental organization in Haiti.

My field of expertise is infectious diseases
and what | hope to do is present to you at this tine
as a Haitian the difficulties of conplying with U S.
regul ati ons and at the sane tine presenting to you the
positive and negative aspects of collaborative
research and sone suggestions to inprove things in
this area.

(Slide.)

The Cornell experience in Haiti has invol ved
research, training and services.

(Slide.)

I will be nmentioning something about each of
t hem

In the area of research we can say that the
col | aboration has had a direct inpact on the life of
the Haitian people, both the inpact on diarrheal
di seases, on HV/AIDS, to only nention those two.

The possibility to apply and obtain NI H
support. W have had N H support continuously since

1982.
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And Cornell involvenent has supported the
creation of a Haitian Al DS Research Team that was
initiated in 1982.

(Slide.)

Now let's turn to infantile diarrhea. This
was our first project in 1979, which essentially
I nvol ved determ ning the causes of infantile diarrhea
and i nprove the managenent of children with
dehydrati on.

W are able to decrease the in-hospital
nortality fromd40 percent to one percent.

This project led to the creation of a
nati onal programto fight diarrhea with our unit as a
training center. To date over 13,000 nedi cal
per sonnel and over 100,000 parents were trained.

And the overall inpact has been a decrease in
national infant nortality from 140 per 1,000 in 1982
to 74 per 1,000 in 1994. This occurred despite the
presence of Al DS and worseni ng econom ¢ conditions.

(Slide.)

This is a slide that depicts the case
fatality rates for diarrhea at the State University
hospital where we work. |In orange is the adm ssion
curve from 1968 to 1993 and in green is the nortality

curve. The arrow indi cates when we started working
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and as you can see there was a rapid decrease in
infant nortality to a | ow of one percent, which is the
level it is now

(Slide.)

There has been al so a major inpact on HV
associ ated diarrhea in adults and children. Qur
research found the causes and treatnent of HV
associ ated diarrhea for isospora and cyclospora. W
have trai ned over 800 physicians in the managenent of
these conditions and actually it has been very
difficult to find any such cases at least in
nmetropolitan areas since physicians know how to treat
t hem

(Slide.)

Per haps the greatest inpact has been
psychol ogically to renove the CDC 4H | abel for
Haitians. | remnd you the 4H was -- neant the risk
factors were honosexual, heroin addicts, henophiliacs
and Haitian was the fourth H.

Two risk factors that are found in nost
countries, including one of the first tinme that Haiti
(sic), was sexual transm ssion was found as a naj or
ri sk factor.

(Slide.)

Now in the area of training | will be very
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brief. You can see that there have been al nbst 3, 000
people trained in HV, STD s, tubercul osis and
counseling from1992 to 1999, including |aboratory

t echni ci ans, social workers, nurses, physicians and
communi ty | eaders.

(Slide.)

But al so a nmmj or inpact has been on patient
care. Qur centers receive 100,000 patient visits per
year. It is the National Referral Center for
Infantile D arrhea, the National Referral center for
H V/ AIDS, the National Referral Center for sexually
transmtted diseases, and the Main Referral Center for
Tuber cul osi s.

(Slide.)

Cl oser to home, this project, the Cornell
Program has had a major inpact on the creation of
ethical commttees. First our own commttee in 1984,
whi ch was the first in Haiti, and wth the com ng of
H 'V vaccine trials we have been pushing very hard for
the creation of the National Bioethics Commttee,
whi ch actually took place | ast year.

(Slide.)

This is the conposition of our institutional
IRB. As you can see of the ten nenbers only three are

related to GHESKIO The others are not.
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Now let's turn to sone negative aspects of
t he col |l aboration and with Cornell and other U. S,
uni versities. There has been a feeling wth ny
col | eagues that there has been the patronizing
I nfluence of US IRBs. That is we know what is best
for your study participants in your country and we

know how best to informvolunteers in your own

country.

And although | amfamliar with | RBs at
Cornell in particular and know that nenbers of |RBs
mean well, | also realize that it has been difficult

28

for I RB nmenbers to understand anything with which they

are not famliar. Mst nenbers have never worked
overseas and nost of them have never set foot in
devel opi ng countri es.

(Slide.)

This is the exanple of one thing that
happened with a drug, thiacetazone, that was used in
nost countries, in developing countries, to treat
tuberculosis. This drug was approved by the Wrld
Heal th Organi zation and the Haitian Mnistry of
Heal t h.

In 1982 we observed nine cases of Stevens

Johnson syndrone. This fatal dernmatol ogic disorder
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occurring all in patients with AIDS being treated for
tuberculosis. And we had planned already at that tine
In 1982 to study 40 AIDS patients. Twenty woul d be
treated with thiacetazone and 20 not on the drug.

Pl ease note that we were not placing those patients on
the drugs. This was conmmon policy to put themon the
drugs by the National TB Program And our endpoi nt
was the occurrence of dermatol ogi cal reactions.

Vel |, thiacetazone not being FDA approved for
use in the U S this study could not be done and we
had to wait eight years later for a simlar study
conducted in Zanbia that showed that Al DS patients on
t hi acet azone were nuch nore likely to devel op Stevens
Johnson syndrone and, therefore, the drug was banned

for patients who were jointly infected wwth HV and

TB.

(Slide.)

Anot her exanpl e involved the U S. Agency for
International Developnent. It is an ethical principle

that research patients should benefit sonehow and the
m ni mal acceptabl e benefit is the treatnent of
di seases di agnosed during a study.

Because USAI D regul ati ons prevent the
purchase of non-U. S. manufactured drugs, although in

the project we had funds to purchase the drugs, we
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could not do so. This barrier was eventually overcone
by a national agency called PROVAS, financed by USAID
that provided the drugs not nmanufactured in the U S.

(Slide.)

Now | will turn to the conplexity of ethica
cl earance because | think that this is the area where
col | aboration has been the nost difficult. Both the
conplexity of the IRB process, the IRB forns and
consent forns.

(Slide.)

The conplexity of the IRB process. As you
know for any given project there are multiple IRB
cl earances. Each IRB neets once a nonth at different
tinmes. Each IRB uses different presentations and
consent fornms. Each IRB has a different set of rules.

Sonme accept oral consent. Qhers witten consent.

G hers witten consent with w tnesses, w thout
W t nesses. And depending on who the w tnesses are,
each IRB responds with different coments that nust be
addressed, a different tine period for approval and,
therefore, different tinme for yearly renewal

Thi s process can take six to 12 nonths before
all the obstacles are renoved for a project whose
duration is 12 to 24 nonths.

(Slide.)
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This is an exanple. W are ready nowto
start HV vaccine trials in Haiti. W needed the
approval by our own institutional IRB. The project
had to be translated in French. The consent formin
Creole. W needed approval of Vanderbilt |RB because
Vanderbilt was one of the partners. Approval also by
Cornell I RB, which required actually the back
translation in English of the consent formthat was
translated in French and this had to be done by an
I ndependent person.

W needed approval of the National Bioethics
Comm ttee, the benediction of UNAIDS Ethics Commttee
and eventual ly the approval by OPRR with the issuance
of an SPA nunber.

(Slide.)

Now al though | amessentially on the staff at
Cornell, we have the possibilities to work with other
universities, both in the US. and in other devel oped
countries. And, therefore, every tinme a French or
Canadi an project that we do in collaboration has to be
approved, it nmust be submtted to Cornell and our
friends in Canada and France feels that this is viewed
as U S inperialism

(Slide.)

Now there is a very specific problemthat may
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occur and that occurs when | ocal and overseas |RBs
di sagree about specific issues. There is no nechanism
to resolve this conflict anywhere.

(Slide.)

Now t he conplexity of the consent forns.

They are clearly too | engthy and over the past 22
years | have found that they get nore and nore
conplicated. The |anguage is too conplex. They
appear to be nore concerned about |egal inplications
for sponsor agencies than concern with the wel fare of
t he vol unteers.

W cannot read themto volunteers because the
only tinme a volunteer had |l egal or a docunent |ike
this read to hi mwas when he was in a court of |aw and
had to sign sone kind of papers. So this is changing
the trust relationship that we have with our
participants and, therefore, we have to explain it
st ep- by- st ep.

The required back translation is often
| nappropri ate. And, nost inportantly, it does not
guarant ee that volunteers have really understood the
obj ective of the study, the risks and advant ages, and
their voluntary participation.

| have heard many people in devel oping

countries say, "Ckay. You give us a 20 page form W
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wi Il have people signit if this is what you want."
But what is the guarantee for the volunteer?

(Slide.)

Now | would like to nake sonme suggestions to
i mprove the process. First, to decrease the
conplexity of ethical clearance. W feel that there
shoul d be a unique IRB and consent formfor all U S
NI H sponsor ed st udi es.

This is crazy that we have to fill out
different fornms for Cornell, different forns for
Vanderbilt and, since Harvard is sonetines involved,
for Harvard as wel|l. Wth the aimeventual ly of
havi ng fornms that woul d be applicabl e worl dw de.

(Slide.)

How to sol ve conflict between IRBs from
devel oped and devel oping countries. W feel that very
often the IRBs do not trust each other. They do not
understand each other. Therefore, we propose a yearly
nmeeti ng of | RB nenbers from sponsoring and host
I nstitutions.

And those neetings coul d take pl ace
alternatively in each country and perhaps to decrease
costs it could be the head of one IRB that would go
and neet and work with them and see that there are

sets of rules and working docunents. And eventually



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

34

t he host country shoul d decide on the details on how
best to proceed as |ong as the general ethical
principles are respected.

(Slide.)

We feel that U S |IRBs, and this is the
reality, they have no mechanism and this was j ust
nmenti oned here earlier before the presentation, to
ensure conpliance to ethical principles. And we feel
that it should be the responsibility of the host
country's IRB to ensure conpliance with ethical
standards. And, therefore, if they understand each
other they can define the sets of rules and
regul ati ons that woul d make the process worKk.

(Slide.)

In our experience we have had one person
totally dedicated to ethical issues. That person
prepares and submt with the head researcher in charge
of that study IRB fornms and consent; counsel potenti al
vol unteers about all aspects of the project; help
devel op a test questionnaire which all potenti al
vol unt eers nust pass before obtaining a consent form
obtain the consent forns; ensure that one copy stays
in the chart, another one with the volunteer, and the
other one in our file; obtain all |IRB renewal s that

come at different periods; and nost inportantly be
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conmment s.

et hi cal cl

pot enti al

to answer all volunteers' concerns and

(Slide.)

W feel that we should use the waiting

earance period to counsel and inform

35

vol unteers. It should not be a period where

nothing is done. A sinple questionnai

re shoul d be

devel oped that addresses the nost critical concerns.

Per haps 22-24 questions at nost. The

pot enti al

vol unt eer shoul d pass that test before obtaining a

much nore

sinple infornmed consent. |f he has passed -

- if he passed that questionnaire test we know he has

under st ood because that questionnaire test involves

mul ti pl e counsel i ng sessions before he can arrive at

passi ng that test.

(Slide.)

But now in a practical way this very often

cannot be done because there is no support for such a

person and we feel

to 20 percent to support an ethica

ethical unit in the host country with

person or an

the primry

responsibilities to prepare and submt to the head

resear cher
potenti al

that wll

all IRB forms and consent,

vol unteers, develop the test questionnaire

be adm ni stered by the | ocal

consul t

| RB.

that every grant should include 10
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But to nake this happen the funds shoul d be
avail able for the ethical unit or person before final
et hi cal cl earance.

(Slide.)

In sunmary, we at Cornell and in Haiti found
that the 20 years experience has been very positive
and we feel that it is possible for research teans to
neet the highest ethical standards in devel opi ng
countries provided the follow ng:

Consent process nust be sinplified.

There is a greater understanding of the role
of IRBs from host and sponsored country or countri es.

And there is support of ethical unit in host
country.

Thank you very much

DR SHAPI RO Thank you very much.

| would like to take a -- if there are
questions now !l would like to take at least a limted
nunber of questions dealing with the presentation
while it is fresh in our mnd before turning to Dr.
Mal enga in just a few nonents but we cannot go on too
|l ong since | want to be able to get to the other
panel i sts.

Tom then Larry and then Al ex.

DR MIKE Just a very specific question.
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You nmentioned in terns of the percent of funds from
the grant to support the consent process, 10 to 20
percent, is that -- that seens a lot in terns of the
proportion of the proportion of the grant nonies.

DR PAPE. Well, it depends. If it is a
grant, $150,000 grant, 10 percent would be $15, 000
that woul d be avail able to hel p support one person
that is fully dedicated to that and we feel that
unl ess there is one person fully dedicated to that
everything that is being prepared by U S. I RBs here
and your regulations that is being asked wll not be
I mpl enment ed.

DR SHAPI RO  Ckay.

Ton?

DR MJRRAY: Thanks, Harold.

Dr. Pape, you nentioned that back translation
of consent forns is sonetines inappropriate. | would
appreci ate hearing nore about the reasoning behind
that claim W realize that translation and back
transl ati on can be conpl ex but what makes you
skeptical about its useful ness?

DR PAPE: Well, very often the neaning
changes and particularly when it is translated in
| anguage |i ke Creol e, which does not have many of the

conmpl ex wording that exists in English or in French.
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It makes it very hard afterwards to be transl ated back
I nto English.

DR MJRRAY: How is a research ethics
commttee, an IRB, then to know how accurately the
transl ati on conveys the information about risks,
benefits or lack of benefits at all?

DR PAPE. That is exactly nmy point. | think
that you have to work with local IRBs. It should be
their concern and even if you have the best back
translation you still do not know whether this is
actually inplenmented and it should be their role since
they are right there to nmake sure that this is done
and this can be done very easily. W just need
under st andi ng between | RBs from both countri es.

DR. MJURRAY: Thank you.

DR SHAPI RO Al ex?

PROF. CAPRON: | want to thank you for one of
the nost interesting and informative and chal |l engi ng
presentations | think we have had in our existence.

| wanted you to clarify one point in your
exanpl e about the drug that was being used for the TB
patients and the inability to study it.

Did that inability arise specifically because
you were a U. S. based researcher? Was that the origin

of it?
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DR PAPE. Yes, essentially.

PROF. CAPRON: And so that a non-U S. based
research in Haiti could have done the study because
the drug was in conmmon use in Haiti. Is that --

DR PAPE. Absol utely.

PROF. CAPRON:  (kay.

DR PAPE. Absol utely.

PROF. CAPRON: Thank you for the
clarification.

DR SHAPI RO  Bernie?

DR LG | also want to thank you for a
really stimulating presentation and | guess first |
hope that you will be able to nake avail abl e the text
of your remarks so we can read them and think about
them sone nore. There are sone excell ent suggestions.

One of the things | heard you say was to nake
a very clear distinction between the consent form and
t he actual understanding of the research partici pant
about the nature of the research, the risks and the
potential benefits. And it seens to nme you nade sone
very thoughtful suggestions as to how you m ght ensure
under standi ng rather than sort of create |onger and
nore conpl ex consent forns.

And two of the things you suggested were

first to use this long waiting period to get the
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ethical clearance to educate potential subjects and
the second one was to actually directly assess what
potential subjects -- participants understood about
t he project.

| amparticularly interested in the second
suggesti on which seens to have inplications in the
US as well as other countries. Have you devi sed
such questionnaires and coul d you nmake them avail abl e
to us that mght serve as sort of nodels for others to
consi der ?

And, secondly, is there agreenent anong your
research teamas to what the essential -- | think you
said 20 -- aspects of the study had to be?

Sonme of the things we have heard in this
country are that people really do not understand it is
research. They think it is therapy. They do not
understand the idea that treatnent is assigned by
chance if it is a random zed trial as opposed to the

j udgnent of the individual physician.

At what level -- what sort of things -- |
nmean, | think the ethical issue is what do peopl e need
to know about a study to be able -- for themto be

able to give truly informed consent? And if you could
hel p us sort of establish what those criteria are and

how to test them| think that would be a very usefu
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contri bution.

DR PAPE: Thank you for this question. |
think it is very inportant and we feel that the very
| engt hy consent form describes risks that are m ni nmal
and putting themat the sane | evel as very inportant
ones.

For instance, when you tell a participant
that you are going to have a black and blue mark --
well, first of all, in black patients it is not a
bl ack and bl ue mark but a mark because you are -- and
you nay feel faint because you have your bl ood drawn.

Most peopl e know that. They have had at | east once
in their life their blood drawn.

W feel that it is very different than
telling themthat the study will involve taking 200
cc's of blood in a manner that they will understand

each three -- every three nonths or every six nonths.

This is very different and we woul d put that
In our questionnaire that are you aware that this
study will involve taking, let's say, two bottles --
one bottle of Coke every six nonths or every three
nont hs of bl ood, sonething that they can relate to.
DR SHAPI RO Thank you.

D ane?
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DR SCOTT-JONES: Thank you for your
presentation

I was wondering if you could say a little bit
about how -- about the extent to which U S
researchers are working in Haiti. For exanple, is
your project one of many or one of a few projects that
I nvol ve U. S. researchers?

And, also, | was wondering how typical it is
for there to be researchers who both have an
appointnment at a U S. university and al so an
appointnent in Haiti so that they are genuinely of
both the foreign country and the host country?

DR PAPE: Well, to answer the second
question first | think | amthe first one at Cornel
to be working as a full-tinme professor overseas. In
Haiti, unfortunately, we have | ost sone researchers
from Johns Hopkins in particular and this was rel at ed
sonetinmes to bad press publicity, which is very
unf ortunat e.

Actually this is another point that | would
like to raise. The lay press has becone the judge on
how research is conducted in devel opi ng countries and
| think it is fine that the press should be invol ved
and discuss such matters but at |east one shoul d have

some opportunity to reply. And even in cases where
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you are all owed 100 words your answer is not
guaranteed. And, therefore, the public only has one
side of the story and you never have any other way to
present the other side.

From our standpoint we had an article in the
Jines that described one aspect of the research. W
sent a reply that was never acknow edged, which in the
four days period never published, and if we had not
been working there for a long tine and peopl e were not
aware of what we were doing, this would have fl ushed
entirely a 20 year program and the end result woul d
have been bad for the Haitian peopl e.

DR SHAPI RO Thank you

Ata?

PROF. CHARO | would also like to add ny
t hanks, Dr. Pape.

| am sure you know that as sonebody who is a
faculty nmenber of Cornell many of your concerns
resonate even donestically with the problens we have
here with this system It is certainly magnified when
we cross boundari es.

I would like to ask you to coment on
sonething that goes a little bit beyond your tal k but
Is the focus of a lot of interest for the conmm ssion

and that is to discuss perhaps your experience
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concerning the provision of services and nedi cal
devices or drugs that are being studied after the
study has conpl et ed.

What has been your experience in terns of the
expectations of the investigators and of the subjects
thenselves with regard to what will happen after the
study? Do your national guidelines say anythi ng about
this? Indeed, you nentioned national guidelines but I
amnot famliar with them So to the extent that you
would like to say a few words about the national
gui delines, in general, that would al so be hel pful.

DR PAPE: Well, first of all, fromour
st andpoi nt we have al ways refused to be involved in
drug studies that would not be provided or where the
popul ati on woul d not benefit in sone ways either from
reduced costs or -- this is why we have never been
involved in any of the retroviral studies. W were
approached by many conpani es but when | told themif
this is successful what woul d be the advantage for the
popul ati on, and they said they will get back to ne,
and t hey never did.

So | cannot tell you. W do not have any
experience wth that because we have never been
involved with it and the only tine we would be is

t here woul d be sonme guarantee that the popul ation
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woul d be invol ved.

W are interested in the vacci ne because we
think that this is the hope is that it woul d be nmade
avail able at a price where we coul d purchase it but
clearly we cannot be involved with the drugs because
we can never purchase them

DR SHAPI RO Thank you

Larry was the first and he will be the | ast
before we turn to the next speaker.

DR MIKE  Thank you.

DR SHAPIRO Larry?

DR MIKE Dr. Pape, | would like to hear a
little bit nore about the rel ati onship between the
sponsoring and host country IRBs. You had nentioned
that what you would like to see -- and I know you are
just being perfunctory in the presentation -- that the
sponsoring country |IRB should, say, have an agreenent
on general ethical principles and then |leave it up
basically to the host country but general ethical
principles are enbedded in the rules and regul ati ons
t hat govern | RBs al ready.

So could you expand a bit on that about the
ki nds of issues that have cone up between those two
| RBs?

DR PAPE: Well, first of all, there have
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been no contact between -- and this is unfortunate --
between IRBs from-- our IRB was set up in 1984 and
that 1 RB never had any contact with the Cornell |RB.

| have had contact with both. In Haiti we
found it helpful to go and present a project to the
| RB staff by giving them ahead of tinme the project to
read and answer their questions.

But it is unfortunate -- this is why, you
know, | feel frustrated because | think that a | ot of
the problens that arise could be easily solved if one
| RB did understand the other because I have found that
in both places the nenbers are very interested in
provi ding the best ethical standards for patient
I nvolved in studies but they have their own set of
rul es and they do not understand each ot her.

So this is why | think that the first step
woul d be to have themwork with each other and the
best way to do that is for the head of one IRBto go
and work at specific projects that are submtted and
vi ce versa.

DR MIKE Just a follow up.

When you nentioned sonet hing about a uniform
consent form or whatever you had nmentioned that it
woul d be universally used. Are you talking nore in

terns of not so nuch the nechanics of it but sort of
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gui del i nes for how rel ati onshi ps should be set up
bet ween the host and sponsoring IRBs? O is that --
It just sort of says this is the way that the

rel ati onship should, in general, be established?

DR PAPE. | amlooking at it froma very
sinple and practical way. A project that involves
three U S. universities require for us to fill out
three different forns. Those forns are very different
and the consent forns are different as well.

Wiy can't we have, since NNHis the
sponsori ng agency, that they have one formthat all
uni versities conply by? That would nake Iife nuch
easi er for everybody. That would sinplify the consent
process.

DR SHAPI RO Thank you very much, Dr. Pape.

| hope you will be able to stay since | am
sure there will be nore questions |ater on today.

| am struck nyself by your testinony here
t hi s norning.

| kept on going back in ny own mnd to words
-- asingle wrd, nanely "trust" -- a building of
trust between partners here as sonething which woul d
help alot intrying to expedite these projects and it
was very inspiring what you had to say.

But now let's turn to our -- ask Ruth to
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i ntroduce our next panel nenber.
Rut h?
DR MACKLIN.  Well, | had introduced al
t hree toget her.
But, please, | want to introduce now Dr.
G ace Mal enga, who conmes to us fromMalaw in Africa.
Dr. Ml enga?
CRACE VALENGA, M D . QUEEN El| ZABETH
CENTRAL HOGPI TAL AND UN VERSI TY OF NVALAW

COLECGE OF MEDICINE, BLANTYRE, NMALAW, AFR CA
DR MALENGA: Thank you, Madane Chairman. |Is

this on? Yes. Ckay.

Coul d I have sonebody to project the
over heads, pl ease?

(Slide.)

| ambasically a clinician and nmaybe details
about research processing and things may not cone out
as clearly as ny colleague did. | ama clinician and
have al ways worked as such. Mainly in the district
hospitals in Malawi, in the rural district hospitals,
and for the past four years | ama nenber of the
Col | ege of Medicine and, therefore, working at the --
one of the tertiary hospitals, Queen Elizabeth Central
Hospital in Blantyre, which happens at the sane tine

to be the only teaching hospital in Ml aw .



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

49

So ny presentation nmay be a little nore
clinically oriented than research oriented. | thought
| should give that background. Thank you

(Slide.)

Sinply to give an overview of the types of
health research oriented activities in Malaw, you
have those that are based within the Mnistry of
Heal th or rather coordinated by the Mnistry and al so
t hose based in the Coll ege of Medicine.

(Slide.)

The M nistry of Health based research
activities are usually part of the disease specific
operational research, which are part of the
multilateral collaboration that the Mnistry has with
t he donor agencies |ike WHO and we have had
partnership with the CDC especially in relation to the
di arrheal control programand a | ot of these usually
assess the inpact of cultural i1nfluences on
established primary health care interventions usually
| ooki ng at know edge, attitudes and practices of the
comuni ty.

Al so, assess the health systens perfornmance
and they sonetinmes | ook at drug efficacy, especially
inrelation to malaria, for exanple.

(Slide.)
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As a university college the Coll ege of
Medi ci ne based research ains to fulfill the college's
function of basically advancing learning while at the
sanme tinme being quite sensitive to |ocal needs.

(Slide.)

So within the college itself there are
| i nkages relating to research with the Mnistry of
Heal th because the IRB, if you like -- the national
one is based in the Mnistry of Health headquarters,
the so-called Health Sciences Research Comm ttee,
whi ch has nenbers fromthe Coll ege of Medicine
Research Comm ttee.

And during the last three years or so it was
first felt necessary that the Health Sciences Research
Comm ttee decentralizes the IRBto the college itself
so as to facilitate the processing of research
proposals and there are |inkages within the various
departnents wthin the coll ege and al so the sister
institutions within the university.

But there are also linkages with institutions
outside Malawi and notably at the Queen Eli zabeth
Central Hospital, also at College of Medicine. W
have attached -- are working hand-in-hand with the
coll ege, the University of Liverpool in UK, the

Wel | come Trust Research Laboratories fromU. K., and
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al so the two Anerican organi zations |i ke Johns Hopkins
and M chigan State University of the U S

(Slide.)

And basically those are the types of
research: clinical, comunity-based and then a very
smal | percentage purely scientific. Well, nostly it
Is that | have got to say.

(Slide.)

In ternms of operational arrangenent, funding
for alot of this research as | said earlier wth the
Mnistry is part of the disease prograns that are
funded through multilateral arrangenents. And then
for the Coll ege of Medicine you have, you know,
specific staff with specific interests submtting
proposal s to donors that they have contacts with and
t hen, of course, when you have the internationa
organi zations they fund their researchers.

(Slide.)

| nmentioned earlier on about the ethics
review boards. There is the national one, the Health
Sci ences Research Committee based at the Mnistry with
menbers also fromthe Coll ege of Medicine and to speed
up activities this was locally decentralized to the
Col | ege of Medicine and basically this use of

i nternational guidelines, including the issues that we
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have di scussed previously.

In terns of manpower resources usually it is
the regular staff at the designated facilities, be
they district hospitals or College of Medicine who
undertake this. And then, of course, with the
Mnistry in the funded prograns they have techni cal
assi stance from donor agencies and then, of course,
there is the international institutions who use their
own research staff who are sent to Malawi to do
speci fic research

And then as part of the capacity building
programthere is research associates who are |locally
recruited and are in training.

(Slide.)

It is certainly the wish of the various
research conmttees that research results get
di ssem nated as widely as possible. In terns of the
M nistry based operational research activities, these
are usually noted as translated -- these are usually
transl ated as changes in the national policies
regardi ng the managenent of the various diseases.
Malaria is the one that cones to m nd.

Mal awi was one of the countries that first
deci ded, for exanple, to use SP as a first line drug

in the managenent of nmalaria when it becane cl ear that
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chl or oqui ne was not working in the country.
In ternms of the Coll ege of Medicine research
It 1s now a standing situation that every year there

I's regul ar annual research di ssem nation conferences.

The only small problemthat | see is that
there is very little coordination perhaps the Coll ege
and Mnistry in terns of actually inplenenting the
results of research, especially when these cone out
fromthe college research. Part of the problem | am
sure, is not sheer negligence but rather a funding
I ssue | imagine.

(Slide.)

So the areas of concern that some of us see
Is that in Malawi research priorities seemto be
determ ned by funding opportunities rather than the
actual problens within the country and there is
probably maybe |imted consultation between the --
between the international research organizations and
the Mnistry, for exanple, in actually setting out
priorities for research within the country.

And then in terns of research -- in terns of
funding there is a kind of type of war if you |ike
bet ween the public sector and the better paying

research projects so you will tend to get a | ot of
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your better staff noving into research projects nore
to the depletion of the national services.

And then, of course, another area of concern
Is what was nentioned earlier, | think, in regard to
ny coll eague's presentation, is there is always this
worry about the sustainability of the inplenentation
of the successful results once the study period is
over.

(Slide.)

However, we see that there are sone
opportunities despite those concerns that as |ong as
there are these partnerships with internationa
organi zations there is always sonme opportunity for
funding for research in our resource-strapped
I nstitutions.

And as part of the collaboration that we have
there is sone opportunity again for infrastructure
devel opnent in terns of physical structure and service
delivery which are there and sone of these research
staff also participate in the teaching of the
under graduat es and then, of course, as part of the
capacity building programsone of these international
based research do have -- who do nmake opportunities
for training of local staff and again it is a plea at

the bottomthat if there is anything that could be
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done alnost willingly it would be the support to the
| ocal research conmttees or |RBs so that they are

able to carry out their work better anongst which, of
course, is the dissem nation of the research results.

That is where ny overheads end but | wll add
that | have circul ated a one page paper which sinply
poi nts out sone of the ethics issues which, as | say,
as a clinician | have tried to avoid.

And may |, before | end, thank everybody and
menbers of the conm ssion for giving ne the
opportunity to participate in this neeting from which
| hope to learn a |ot.

Thank you very nuch.

DR SHAPIRO Well, thank you and let ne
express the gratitude of the comm ssion for your
willingness to cone so far to participate with us
today. W are very grateful to you and very much in
your debt.

Now et me turn to see if there are questions
fromconmttee nenbers.

Arturo?

DR BRITO Yes, thank you both for your
presentations. And | have a question actually for
both of you that have presented thus far.

One aspect | have not heard and | nake sone
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assunptions in nmy owmn mnd as you are goi ng through
this about who the volunteers m ght be for research
both in Haiti and Mal aw .

| am curious how does -- how do the
vol unteers -- the denographics of the volunteers in
terns of economc |levels and their access to health
care relate to their volunteerismfor research
projects in both your countries?

DR MALENGA: If | amto answer for Ml aw ,
M. Chairman, as | said a ot of our research is sort
of clinical work and it is usually patients who cone
to the hospital and as Chris will vouch, in fact, our
research set up offers better services so it is not
even a matter of volunteering, you know, to
participate in the research. | nean, they do not --
it really does not take a | ot because they see this as
a better service than would nornmally be offered.

DR BRITO Right.

DR MALENGA: And, in fact, it is interesting
you shoul d say that we are conducting at the nonent
sone research in the use of a conbination of SP and
anot her drug in the managenent of mal ari a.

And as part of the study we have included a
guestionnaire at the end of the one nonth that we are

following our patients to try and find out why,
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i ndeed, they joined and so far nost of the results
point to the fact that all the nothers that submtted
their children to the research programwere actually
hopeful that they were going to get better nanagenent
than they would have in the rest of the service
avai |l able to them

DR BRITO And is that nade clear to the
volunteers that there is a possibility they may not
actually get better care because if you are doing true
research you may not be giving --

DR. MALENGA: Well that, in fact, conmes to ny
mnd in relation to the placebo, you know, double
blind placebo type of trial and that is a concept |
noti ce we have problens really explaining and | do not
know how we can do it and even the actual consent from
that we are using -- | amnot even sure it is very

clear because it is a bit difficult to explain because

| think there probably -- you know, the concept would
be so difficult to perceive that it is not -- | do not
t hi nk even expl ai ned enough -- nmuch as, you know,

attenpts are nmade towards doi ng that.

DR BRITO  Thank you.

DR SHAPIRO Is it also true in Haiti that
the volunteers are very often patients in the

hospi tal ?
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DR PAPE: In our situation health care in
our facility is our entirely free. It is also free at
governnent facilities but they do not provide good
care there and if you conpare the outcone of patients
invol ved in research projects it is excellent conpared
to patients who are seen at governnent facilities or
even at private physician facilities. So we strive to
gi ve the best available care for a popul ation actually
which is very poor.

DR SHAPI RO Thank you

Next is Ata.

PROF. CHARO Dr. Mal enga, thank you very
much. | would |ike to ask you perhaps to expand on
the topic that you had nentioned was di scussed
previously with Dr. Pape and that was the expectations
that the human subjects and the investigators have
about the continuity of care foll ow ng the study.

Dr. Pape had suggested that he will not work
wi th sponsors that do not nake sone kind of comm tnent
to nmake sure that the materials under study are
somewhat avail able follow ng the conclusion of the
formal research

Has t hat been your experience as well that
studies are sinply not done unless there is this

commtnment and if that has not been your experience
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could you perhaps talk to us a little bit about what
does happen in this negotiation?

DR MALENGA: Well, relating to HV rel ated
studies that is true but in terns of nmalaria so far
the kind of research that has been carried out is,

I ndeed, to | ook for renedies that may eventually be

af f ordabl e when that eventually is, is probably the
difficult question and nmay be, indeed, either Mnistry
of Health has not, you know, seriously started
questi oni ng when that woul d be.

But on the face of it when you think of
sonething |ike, you know, SP and conbi nation of
artesunate or sonething like that is sonmething you
feel maybe one day this will be done, and this is
where | also personally now find there is probably a
problemin the way the results of research are
di ssem nated once they are known.

| think there should be a deliberate policy
to involve policy nakers or at |east nake them aware
of these research results so that they can, indeed,
make some kind of allowance in the purchasing of these
drugs, you know, for the nation.

And so at the nonent | think the problemis -
- apart from you know, being nmainly financial but

al so one of not being aware of what is feasible --
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what is feasible in the country, and I can also only
bl ane the researchers for not probably nmaking that
very clear to the policy nakers.

| am sure once the policy nmakers eventually
know we will discover that -- if they, in fact, are
the reasons for not inplenenting, you know, the
results, which will probably be mainly financial

But there is that, you know, | oose |inkage at
the nmonment to sort of ensure that the results are put
into practice on a nuch nore |Iong term basis.

DR SHAPI RO Thank you

Ber ni e?

DR LO | want to thank you for com ng such
a long way to share your thoughts with us and | guess
first 1 was fascinated with the handout you gave out
and was hopi ng you woul d say nore about sone of these
et hi cal issues.

Maybe | could just ask you if you could
hi ghlight for us on this page what are the issues you
think we need to pay attention to as we think about
ethical issues in tropical nedicine research. O al
of these, which are the ones you think deserve our
nost thoughtful attention?

DR MALENGA: Well, if | may, indeed, under

nunmber one the issue of how much information to share
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gi ven the educational background of sone of our
patients. You really do not want to scare patients
of f because you want to tell themtoo nmuch. After
all, you know, they cone, you know, trusting in your
j udgnent .

You start asking questions or telling themto
sign, you know, sone papers and i nmredi ately, you know,
they will ook at them sone of them have actually
wi t hdrawn, you know, they were willing to parti ci pate,
let's say, into the exercise and until you are asking
themto sign a piece of paper then they start to
wonder, you know, why you ask themto do that.

So these are sone of the issues which I think
are probably nore related to the education or
background t han anythi ng el se.

And then the issue of sustainability is the
one we have -- | have just -- we have just talked
about but it is even nore inportant maybe when -- if
It is part of the consent and this is only part of the
research activity that may not go on after the
research itself is over, and if it is sonething that
may have sone negative, you know, effect on your
service that you will end up eventually chasi ng away
the very community that you are trying to get, you

know, to cone to your health services.
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So again basically here | think the highlight
Is what is it and how nuch and how do you put it to
participants in your research study whose
under st andi ng perhaps of sonme of the research concepts
are not, you know, as much as, you know, you would
expect themto be.

And then again, basically nunber two, the
I ssue of a placebo controlled study in the nanagenent
of malaria beconmes a real ethical issue. | nean, you
know t hat by not giving sonebody the treatnent that
t hey deserve they could die and nmal aria can kil
within a matter of seconds and there nmay not be that
time to give themthe rescue treatnent.

How do you insist on, you know, use of
pl acebo controlled trials for such a serious problem
for exanple? | nean, these are just sone of, you
know, the areas.

And maybe finally to just nention about the
H'V related i ssues. O course, the issue of the
expenses -- expensive intervention when there is no
long-termview for the therapy is not only applicable
to H V.

| probably was a big cagey when | was
answering about malaria. | do renenber that it is

nore than ten years ago when a drug |i ke nefl oqui ne,
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for exanple, which is superior to quinine, which is
superior to chloroqui ne was used in Malaw and found
to be nore effective and yet 10, 15, 20 years later it
IS not used.
So it is not just AZT and now what do you do.
Those are just sone of, you know, the issues indeed.

DR SHAPI RO Thank you very nuch.

D ane?

DR SCOTT-JONES: Thank you, Dr. Ml enga.
Thi s has been very, very hel pful.

| would like to ask you three questions.

First, | was wondering if you could say
somet hi ng about the extent to which there are U S,
researchers conducting studies in your country? Could
you say whether there are a few or many or do you have
any statistics on that?

DR MALENGA: A few. As | pointed out in the
overhead there is mainly the two institutions that |
am aware of but Chris nmay be able to correct ne. He
says three. | think he will give nore details. There
is the Johns Hopkins. There is the Mchigan State
University and --

DR PLONE: University of Maryl and.

DR MALENGA: There. So there is three

i nstitutions.
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DR SCOIT-JONES: (kay.

DR MALENGA: But all of themnore or |ess
crowded around the one hospital, Queen Elizabeth
Central Hospital. So unless, Chris, | have sort of
left out --

DR PLOAE: | guess the CDC has had a
presence there for a nunber of years.

DR MALENGA: Wth the governnent mainly.

DR PLONE: Exactly. Based in the capita
city and they go out and do field studies as well.

DR SHAPIRO | do not like to interfere but
when you speak if you could get to the m crophone
because they are recording here, it would be hel pful.

You do not have to repeat that.

DR SCOTT-JONES. So even though there are
only a small nunber of institutions involved | was
wonderi ng about the steps that woul d be taken to get
permssion to start a project in your country.

You nentioned during your presentation that
there is limted consultation with the clinicians or
heal th care providers in your country.

DR MALENGA: The Mnistry.

DR SCOTT-JONES. So what woul d be the steps?

How woul d they go about getting permi ssion to be in

your country conducting the study?
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DR MALENGA: The first step would be to
contact the Mnistry of Health, of course, and this is
what is normally done. And then the Mnistry of
Heal th, in general now, not sinply the review board of
the Mnistry, sinply to see whether they feel that
i ndeed it would be a relevant study to the country.
And then after that then you would have to go through
the usual review by the ethical commttee, et cetera,
and that would be nowinitially to be centrally again
at the Health Sciences Research Commttee but this has
been decentralized to the Coll ege Research Conmttee,
whi ch does have sone representation fromthe Mnistry
of Heal th.

DR SCOTT-JONES: Ckay. And ny fina
guestion has to do with training. You nentioned that
there are sonme training opportunities that arise from
the studies that are done there. Could you say a
little bit nore about that? For exanple, to what
extent are there researchers in Malaw who do becone
trai ned, who do becone involved in the design and
i mpl enment ati on of the research that is done there?

DR MALENGA: Well, for exanple, at the
nonent the Wellcone Trust, which is the institution
actually that is recruiting a nunber of young Ml aw an

doctors -- maybe | should say at this juncture that
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Mal awi has had the College of Medicine only in the
| ast 10 years or so and they have been havi ng
graduates in the | ast eight years.

So the Wellconme Trust is now recruiting sone
of these young doctors as researchers and as | am
speaking there is three if not four who are in Engl and
doing their post-graduate training having started wth
the mal aria research project and Wl | cone Trust
t rai ni ng.

DR SCOTT-JONES: Thank you

DR SHAPI RO Thank you. W are going to
have just three or four nore questions before we go on
to our next panelist. W can cone back, of course,
| ater.

| have on the list right now next is Eric.

DR CASSELL: One of the problens in the
early years of IRBs in the United States was that the
I nvestigator mght be very conmtted to getting a good
popul ation -- research popul ati ons, inforned consent
and so forth, and yet the staff is not nearly as
commtted. Short cuts in getting consent and not as
rigidly adherent to the ethical principles that the
research was |aid out as.

| amsort of interested in whether you have

t he sanme ki nd of problemand how you deal with that
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both in Haiti and in Ml aw .

In other words, the issue of staff on
research projects and their commtnent to inforned
consent and the other ethical principles, and how you
deal with that.

DR MALENGA: Well, | think the issue of
enforcing the proper adherence to infornmed consent has
actual ly been touched upon. The |ocal research
commttee, for exanple, in Blantyre, if | give one
specific exanple, this is the autopsy study that is
part of the Malaria Research Project, for exanple.

The | ocal research conmttee insists that it
is only Mal awi an doctors who speak the sanme | anguage
as the patients are the ones who are going to ask for
a post-nmortemfrom you know, a guardi an of a subject
that has died frommal ari a.

So | suppose that in a way -- | amnot sure
It sort of gets rid of the issue of translation, et
cetera, but I think that is an attenpt to nake the
process consistent, that the sanme nessage is adhered
to, and then the cultural, you know, issues are taken
Into consideration. Those are sone of the attenpts
t hat have been made, for exanple, in this particular
exanpl e.

DR SHAPIRO Dr. Pape, do you have anything
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to add?

DR PAPE: | do not think it was a probl em
when the consent formwas short, one page. As it got
| onger and longer it is read and explained to the
vol unt eer.

But do we really have an idea of what they
fully understand? No. And this is why we have cone
up with another way of doing it which is having a
test. Having the volunteer take a test before they
provi de the consent. And they have to be able to
answer all the questions. If they fail they are re-
counsel | ed again and can take the test again.

So now | think that it is in a nmuch better
way than it was before.

DR SHAPI RO Al ex?

PROF. CAPRON: Thank you, Dr. Ml enga, for
bei ng here.

| wanted to pursue a couple of questions
along the lines that Dr. Scott-Jones had raised with
you.

In | ooking at international collaboration
have you found a difference between collaborating with
I nvestigators fromthe University of Liverpool or the
Vel | conme Trust or other U K sponsors versus those

with U S sponsors since we are particularly concerned
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whet her the U. S. regul ations and procedures nmake it
nore difficult to carry out research than it ought to
be?

DR MALENGA: Maybe to answer your question
directly, maybe too nuch at the clinical end, nmaybe
towards the end of the whole process that it has been
very difficult for nme to see if there is any
difference. But if | nust answer fromwhat | see, |
do not notice that there is that nuch difference
working wth U S. or British investigators.

After all, in fact, the Wellcone Trust and
Mal ari a Research Project is co-sponsored by the two
institutions.

PROF. CAPRON: | see. Along that line
perhaps if it would not be a burden to you to inquire
wi th your coll eagues who perhaps have had the nore
direct contact if you would followup with our staff
here any additional information you could provide
m ght be very illum nating.

The second question relates to the point you
have nunber one on infornmed consent and how i nforned
the consent is. And | wondered there if | understood
you correctly. You seemto suggest that the process
of telling people about the research project in the

way which U S. or maybe U. K expectations are as the



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

70

anount of information they have to be given and then
signing the consent formw |l scare themoff from
partici pating.

Did | understand that correctly?

DR MALENGA: Sonetines it has actually
happened. You ask sonebody -- you -- they understand
and the mnute you say pl ease sign here then, oh, no,
you know, they do not want -- it is difficult to know
whet her they are looking at in a legalistic nmanner or
maybe it is fear of eventually being bl anmed by nenbers
of the, you know -- nenbers of the famly for
accepting, you know, to enroll.

The actual reasons are rather obscure and
this is why, as | say, as part of the current research
that we are doing we want to inquire how people
under st and, you know, this process of inforned
consent. But there have certainly been exanpl es when
peopl e have cone along wwth you that far and it is the
tinme for you to say please sign here or, you know,
your thumb print here, then they have w t hdrawn.

It is not too often but it certainly happens
fromtinme-to-tine.

PROF. CAPRON: Were -- if | can ask, where
are you in the process of the research project you

just described in terns of finding out from subjects



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

71

what they understand and what they may not?

DR MALENGA: Very early on.

PROF. CAPRON: So you are not going to have
results any tinme soon because it --

DR, MALENGA: Not yet.

PROF. CAPRON. -- seens to ne a very
wort hwhile inquiry which could be very informative for
your own research conmttees and perhaps for the |IRBs
because while it is obvious that one does not want to
create false fears in people's mnds -- on the other
hand | wonder if you would agree that it is inportant
for people to realize that the relationship to the
researcher is somewhat different than the relationship
to the physician in whose judgnent they were otherw se
trusting. | nmean, it is a subject-researcher
rel ati onship even in the nedical context and you woul d
not want people to go into it not realizing that fact.

Wul d you agree with that?

DR MALENGA: | do agree. But again in this
case you are both a researcher and a clinician.

PROF. CAPRON:  Yes. Thank you.

DR SHAPI RO  Rut h?

DR MACKLIN: Yes. | would like to thank you
al so and followup on a couple of points that you

nmade.
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| think I will stop for your answer after
each of ny brief questions.

First, you nentioned in the discussion of the
mal ari a studies in your handout the random zed pl acebo
controlled studies and |ife-threatening conditions.

And ny question here is who inposes the
pl acebo controlled design in those nmalaria studi es?
That is -- or to put it another way, even though as
you stated here the scientific justification, you are
questioni ng whether the scientific justification is
sufficient to use placebo in a life-threatening
condi ti on.

Well, even in the Declaration of Hel sinki,
just to use one exanple, in the |latest version the use
of placebo is justified but not in conditions and
ci rcunst ances where wi thhol ding a known effective
treatnent for a life-threatening condition would take
pl ace.

So this question is how does it cone about
and who designs or who inposes the placebo controlled
design in the malaria study?

DR MALENGA: This particul ar exanpl e
actually was taken froma MXH center study that WHO --
in fact, it is WHO just to answer your who. It is

VWHO, who really reconmmended that this placebo
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controlled trial be undertaken in the use of
artesunate as the -- oral artesunate as an
antimalarial in the peripheral health facilities.

DR MACKLIN.  Well, our colleagues at WHO
shoul d be rem nded of the Declaration of Helsinki in
this regard.

My second question is in the placebo
controll ed doubl e blind studi es where you nenti oned
that it is difficult to explain because of the
conplexity and you question whether or not the consent
formor the consent process can adequately explain it,
suppose it were possible to explain it with sufficient
time and using appropriate termnol ogy, do you have
any -- we have heard fromother researchers in sone
devel opi ng countries that if potential subjects were
informed that they m ght be random zed to essentially
a placebo control or an armthat woul d not provide an
active nedication they would refuse to enter the
st udy?

Do you have any sense of whether the
volunteers in your country would respond in that way?

DR MALENGA: This is what we are trying to
find out in this, you know, particul ar study.

Al'though it is not conpletely placebo versus, you

know, drug. |In fact, it is SP plus placebo so there
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is already sone active ingredient there but it is --

It is the idea of adding sonething else to a well -
known drug that woul d have, you know, to convey to the
partici pants.

So because they know there is already
sonething that is useful, | think, probably would not
cause the sane problens but we still want to find out
I f they understand that.

DR MACKLIN.  Thank you. And one fina
questi on.

You spent sone tine tal king about the
di ssem nation of the research results and you
nmenti oned sonme of the difficulty of failing to have
that di ssem nation adequately go to the policy nakers.

My question is whether there is or has been
any attenpt to dissemnate the results of research to
the participants, that is the people who are actual
participants and to the community at |arge?

DR, MALENGA: The community, no,
unfortunately. Al the dissem nation has been nore or
|l ess to the researchers and clinicians but not to the
community participants.

Al t hough nmaybe sonme of the community based
treatment studi es have had sone kind of feedback but

not as much as one would hope it to be.
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Thank you.

DR SHAPIRO. | have got other people who
want to speak here but we are going to have to adopt
sonme rules to get ourselves on schedule here and | am
going to propose the follow ng:

| have Trish and Alta and D ane on the |ist.

Pl ease no conpound questions. One question. Pick
your nost inportant question.

And then | would like to ask Dr. Plowe if he
woul d be agreeable if we took a break and then went to
your testinony. Wuld you be agreeable to that?

DR PLOAE:  Yes.

DR SHAPI RO Because that | think would --
t he conmm ssion needs a break in a few mnutes. |
think it will serve us all very well but let's go to
the last three people on the [ist now.

Trish?

PROF. BACKLAR  Thank you, Dr. WMl enga, for
your very sensitive and illum nating di scussion.

| would like -- because your discussion
showed such sensitivity to the subjects or the
vol unteers, | amwondering if you could describe a
little bit about the experiences of the volunteers in
the study that you have going on? | know | am all owed

only one question but within this one question --
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(Laughter.)

PROF. BACKLAR -- which is | see -- | know

that you are currently involved in a study. | think

it would be

hel pful to know as you describe the

experi ences of people who are in the study now, not

just the consenting process, but how many peopl e you

have, how many in each arm and are peopl e dropping

out, and what is their feeling about as they describe

to you, as a clinician, as you observe them how they

are experiencing being in a research protocol.

DR. MALENGA: Thank you.

The particular study I amnentioning nowis

the one where we are using, as | say, artesunate and

SP, and in three arns there is SP al one, SP and one

dose of artesunate, and SP and three dosages of

artesunate.

The idea -- eventually we hope to recruit

about 450 patients. W have done at |least up to the

time that

| eft about 80 patients and had seen | ess

than 10 actually of those who had conpl eted over a

nont h.

And the kind of questions we were asking

were, you know, if they understood the process and why

t hey j oi ned

havi ng understood the process, and the

ki nd of question we were asking were did they join,

for exanpl e,

| ooki ng for answers |like they were
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expecting better care for their children. You know, |
amworking in a pediatric unit. O was it -- were
they taking special pride in participating in a
scientific exercise or, you know, why.

And it seens so far the ones that answered
and conpl eted, you know, the whole nonth of the trial,
they were nore interested in actually getting better
care for their children.

None of themspecifically said they derived
any, you know, pride in participating in a scientific
research. Again it is too early to say yet but those
are sone of the answers we got.

DR SHAPI RO Thank you

Alta, one question mark in your question.

PROF. CHARO Dr. Pape, Dr. Ml enga said that
in her experience there is little difference between
collaborating with the U K and U S. researchers.

| understand that because of your joint
appoi ntnrent at Cornell your work is always subject to
Cornell's oversight but could you conment on whet her
i n your observation your Haitian coll eagues w t hout
such U S. ties have seen a difference working with
non-U. S. sponsors versus U.S. sponsors in terns of the
feasibility of getting through the process of approval

or resolving conflicts in substantive standards?
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DR PAPE. W have experienced, not ne
personal Iy, working with Canadi an or French agencies
in particular, and it is nmuch nore sinple. That in
their process that involves ethical clearance wth
U S. universities is so much different with the French
and Canadi ans, and this is why they do not understand
t hat when they work with us they have to go through
that entire U S. cl earance process.

| cannot say anything working with the
British, we never had.

DR SHAPI RO Thank you

D ane?

DR SCOTT-JONES: Dr. Ml enga, | have a
question to foll owup on one of your conments. You
menti oned that sone 10 to 15 years after nalaria
research that nmefloquine still is not available to
peopl e in your country. Could you say a bit nore
about that. Have there been efforts in that regard
and what does it look like for the future?

DR MALENGA: Well, has there been efforts?
Really | do not know. Again | think that boils down
to how far did researchers carry the policy makers,
you know, towards inplenenting the results of the
research. Attenpts nmay have been there but | think

the other problemis one of, you know, financing for
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the Mnistry itself really.

And | think this is a problemthat probably
researchers per se nay not help very nmuch but maybe if
they were to play a role nmaybe coul d be one of
advocacy through -- you know, like WHOis trying to
use, you know, patent -- what is the word? -- patent,
you know, to sort of get drugs |ess expensive than,
you know, they woul d ot herw se be.

So | think the problemis probably a bigger
one that needs nore discussion and probably right from
t he begi nning that the research cone out to see how,

I ndeed, the Mnistries can adopt the results of the
research activities.

DR SHAPI RO Thank you very nuch.

W are going to take a break now. | hope,
Dr. Malenga and Dr. Pape, you will be able to stay
with us.

| know we are asking for nore of your tine
than we prom sed so if your schedul es take you away |
will certainly understand but | hope you will be able
to stay with us.

Chris, | want to thank you very nuch for be
willing towait alittle extra tine in order to talk
with the conmssion. | appreciate it.

It is now about 20 to 11: 00. | would like to
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reassenble at five to 11:00. Let's take a 15 mnute
br eak.

Thank you.

(Wher eupon, at 10:35 a.m, a break was
t aken.)

DR SHAPIRO | would like nowto turn to Dr.
Plowe fromthe University of Maryland. As was
menti oned before, representing the Anerican Society of
Tropi cal Medicine and Hygi ene and al so his own
trenmendous experience working abroad in various kinds
of projects.

Vel cone.

| thank you very much once again for your
patience and wllingness to stay a little | onger than
we anti ci pat ed.

Let nme just turn directly to you now.

CHRI STOPHER PLONE, M D . MP, H_
UN VERSI TY OF MVARYLAND VEDI CAL SCHOQOL,

REPRESENTI NG THE AVERI CAN SOCI ETY OF TROP| CAL VEDI CI NE

AND HYQ ENE
DR PLONE: Ckay. Well, thanks very nuch for
asking nme to cone. Again | amhere on behalf of the
Anerican Society of Tropical Medicine and Hygi ene.
Terrie Taylor, who is also on the council of

the society, worked very closely with me to prepare
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this testinony.

(Slide.)

But rather than present the views of the
society as a society what we have kind of done is
taken a directed needl e biopsy here getting the
speci fic experiences of a couple of us who felt that
our experiences would give you a fairly on the ground
pi cture of the work we do and sone of the issues that
we face and the problens that we have encount ered.

Since ny col |l eague, QOgobara Dounbo, cannot be
here today there nmay be a couple of points at which
will expand a little bit on sonething | was going to
| eave to him although he could say it much better,
and try to touch on one or two things that he m ght
have nenti oned.

So, again, this is a perspective fromU.S.

i nvestigators who spent a |ot of time overseas.

Terrie is in Malaw for six nonths of the year and |
am probably overseas about four nonths out of the year
both in Mali, which is what I will focus on, our
project there, as well as in Malawi where | work with
the Malaria Project that you have al ready heard about
fromDr. Ml enga.

(Slide.)

Just a very little bit of background to
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remnd you that nmalaria is a parasite that is
responsi bl e for a huge anount of norbidity and
nortality. Two to three mllion deaths a year and
about 90 percent of those are in Africa and the vast
majority in infants, young children, and in pregnant
wonan.

So up along -- up until the HV epidemc it
was really the biggest single killer in that part of
the world and now HHV and TB are rivaling it if not
surpassing it.

And it is getting worse these days in |arge
part due to drug resistance. W do not have a vaccine
and | think the U.S. interest in malaria research --
the specific interests are in protecting travelers and
mlitary although, of course, there is a great deal of
Interest in vaccines and other interventions for
peopl e in the endem c countries.

(Slide.)

So | amgoing to tell you about a project
where we are developing a malaria vaccine testing site
in Mali in West Africa. You can see the red country up
on the right there. 1t looks like ny picture of the
escarpnent -- Bandi agara escarpnent is not going to
show up very wel | .

This is a contract funded by the NIH | am
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the principal investigator and Ogobara Dounbo is the
Mal i an co-principal investigator.

The objectives are to conduct | ongitudinal
studies in a site on nal aria epi dem ol ogy,
par asi t ol ogy, entonol ogy, neaning the nosquitos, in a
community with a high burden from nal ari a.

One thing we are doing initially is to do a
case control study where we are trying to identify
risk factors and protective factors for severe
mal aria. A |large conponent is training both Malian
and Anerican scientists and physicians. And in the
rel atively near future we hope to have nal ari a vacci ne
candi dates and possibly other interventions that we
can test at this site.

(Slide.)

So our site is up in the Dogon country in
Mali. It is about eight hours fromthe capital city
on a tarmac road and then another hour or so on a dirt
road. The Dogon is the dom nant ethnic group there
but there are many other ethnic groups and nmany
| anguages in the area.

The Dogon architecture is depicted in the
upper phot ograph there. Again that is not com ng
t hrough very well. But they -- sonme of the villages

are right on the face of a cliff. It is a very harsh
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environnent to live in.

The town of Bandiagara is actually a fairly
| arge town wth a popul ation of 12,000 people and it
Is on the plateau up above the escarpnent. There is
very intense malaria transm ssion there and m ni nal
nodern -- maybe | should put that in quotes -- health
care available. 1In general, in Mali, the governnent
does not provide any nedi cations or any supplies to
si ck peopl e who show up at clinics or hospitals and
there is a very strong presence of traditional
medi ci ne.

(Slide.)

And so this is our kind of nexus of partners,
Is the way | try to describe it, and the thickness of
the line indicates sort of the strength of connection
anong the different groups.

As you can see our strongest connection as
the U.S. researchers is with our Malian researchers
and we naturally, you know, have a relatively weak
connection at |east as we started the project with the
communi ty of Bandi agar a.

And had we not been -- had we cone in as
out si de investigators and not been working with Mlian
researchers we woul d never have known that traditional

heal ers even existed there, nuch less that if you want
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to get at the conmunity the nost powerful and
I mportant way to do that is with the traditiona
heal ers. Not hing would happen in that city, in that
town, wi thout themand we just sinply would have had
no access to them

So our relationship wwth the Mlian
resear chers has been absolutely critical and they, in
turn, have strong relationships with the comunity
directly because of prior work there, with the
traditional nedicine center, which works very closely
with the traditional healers, and relatively weak
rel ati onships with the local doctors at the district
hospi t al

So if we had cone in as outsiders our natural
I nstinct would have been to go to the hospital, talk
to the director of the hospital and try and set up a
col | aboration. Had we done that bypassing the heal ers
the project would certainly have fallen flat.

(Slide.)

As | nentioned, the Malian team had been
i nvol ved in the coormunity for sone years. Qur PI,
Prof essor Dounbo, as well as several nenbers of the
research teamare actually fromthe Dogon country.
And one of our senior investigators was the Director

of the Malaria Control Programfor that region and it
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turns out his uncle is the commandant, which is nore
or less the mayor of the town. So we had very good
access to the comunity and ways of trying to

under stand what the decision maki ng processes were

t here.

And the Malian research team had conducted
very descriptive epidem ol ogi cal and ent onol ogi cal
studies in the early '90s. For those studies, as for
all their studies, they followed | ocal procedures for
community informed consent and this is really a
nmonth's long process and | think this is one thing
that Ogo would have dwelled on a bit, and I wll try
to sunmarize it briefly.

Basi cal |y, nenbers of the research team
I ncluding the senior investigators, would go to the
site, visit with the elders of the town or the
village, lay out what they proposed to do, and it is
done in a rather cerenonial fashion with an offering
of kola nuts, the traditional sign of respect. Again,
sonething that if we were to have wal ked into a
village we woul d not have known what the protocol was
and woul d not have brought kola nuts and | am sure
woul d not have gotten very far.

And after they have kind of inforned the

el ders they will | eave and then they cone back. The
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el ders may say, "Conme back in a nonth and we will have
anot her di scussion."

And they cone back in a nonth. At that point
the informati on has been di ssem nated throughout the
communi ty, including through the wonen's comunity,
which in sone villages they actually have a wonen's
group or sort of council. And feedback cones back
and however many questions that have arisen.

And so the point of contact is always the
elders and if you try to bypass them-- again there
have been interventions where they try to get to the
youth of the village but if you do not go through the
el ders your projects will not go anywhere.

And so they may then answer questions and
they may say, "Conme back again in a nonth." And this
can go on for quite sone tine. And eventually there
Is essentially unani nous agreenent anong all nenbers
of the comunity and that agreenent is articulated to
you by the village el ders.

So this process was gone through in
Bandi agara. Malaria and all other diseases were
treated by study clinicians as a part of this study
and technicians, both at the hospital and at the
traditional nedicine center, were trained in the

m croscopi ¢ diagnosis of malaria so there was sone
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benefit, sone lasting benefit to the conmunity.

And at the end of the studies, as we al ways
do, feedback was provided to the comunity in an open
neeti ng.

(Slide.)

This is just a shot of a group of village
elders in a different village just to give you a sense
of , you know, who we are going to see and there is a
coupl e of elders of the University of Maryland in the
background t here.

(Slide.)

And this is where the elders spend their tine
in a traditional Dogon village. That structure you
notice has only got about three or four feet of space
and the idea there is if you are having a di scussion
and sonebody gets a bit exercised or they try to stand
up they bunp their head and cal m back down and t hings
can go on in an orderly fashion.

(Slide.)

And really participating with the community
functions is a key part of being involved with the
community. This was a sort of coronation of the new
| eader of the |ocal hunting association in Bandi agara
and we were told by our guide that we needed to cone

quickly and join this celebration that was goi ng on
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and they brought us right in and kind of sat us in a
position of honor and we sat there the entire
afternoon and participated in the cerenony. | think
It was very positively viewed by the conmunity.
(Slide.)
So this particular project was built on
studi es that began a couple of years ago. This is a

partnershi p between Anerican and Malian investigators.

I have been working closely with the group
there for seven years. W have spent substantial tine
on the ground, in the field, in Mali, out in the
village, pricking fingers, enrolling kids, really a
part of the team So it is not where we kind of
subcontract and wal k away and the Malians do the work.

W work very closely together.

The Malian investigators have been to the
US for all sorts of research and training, not just
in the |ab, but taking biostatistics courses and that
sort of thing.

And t hrough these years we have really
devel oped a very strong and trusting rel ationship
t hrough concei vi ng and desi gni ng studi es, publishing
papers, et cetera.

Local approval and support both at the
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nati onal |evel and again at the very local |evel have
been critical for success of our studies. And as |
menti oned, we found that traditional healers really
hol d the key for success or failure of any project

i nvol ving mal ari a case nanagenent .

(Slide.)

| should nention that | have already sent a
staff copy of this talk so | amsure they will be able
to print that out and distribute it if you are
Interested so you wll be able to get all this.

So in those early studies the study team
arrived in Bandiagara and quickly set up a clinic
treating unconplicated nmalaria as part of an
observational study of drug resistance but we wanted
to nove on and study severe nmalaria and so the Malian
I nvestigators sent out and word and gat hered the
traditional healers at the traditional mnedicine center
to neet wth the investigators.

Again we had to adhere very carefully to the
| ocal custons and protocols. The study ains and
procedures were explained. It was a kind of a nulti-
step set of translations into several |anguages.
Common ains were identified and agreenent was reached.

And the healers agreed to start referring children

who had fever, seizures or coma to the research team
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(Slide.)

W |earned a little bit about how people
understood nal aria there. There was one termthat was
identified for "cerebral malaria.” This termis
"Wabu." It referred to fever that was acconpani ed by
sei zures, altered consci ousness or cona.

And what nost people believed was that fever
wi t hout neurol ogi cal synptons is nalaria. There is a
word for malaria. And that you treat that with
chl oroqui ne but Wabu is due to a bird crying at the
sane tinme that a child cries as the bird flies near a
child and taking the child's spirit. So for that you
go see the traditional healer and get herbal renedies
and other interventions fromthe traditional healer.

(Slide.)

Five of the healers |et the team | ook through
their treatnent records. They kept very careful
treatnment records. And what they found was that there
was a 50 percent case fatality rate for Wabu as it was
managed by the traditional healers and the heal ers
acknowl edged that these nmethods were failing and, you
know, that there was a problem

But also it was clear to the community that
the nmethods used at the local district hospital were

al so not working well. For one thing they did not
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have the capability at that point at the hospital to
do mcroscopi c diagnosis routinely. And, as | said,
patients have to pay for all nedications and suppli es.

So you bring in a child wwith coma and the
doctor evaluates them he wites down on a
prescription pad you need vials of quinine, you need
needl es, you need syringes, you need al cohol, you need
the tubing, and if the famly cannot afford to go to
t he pharmacy and buy every last article of nedicine
and supplies there is no point going to the hospital
in the first place.

And | argely because of those kinds of reasons
| ate presentation and under treatnment were conmon and,
al so, | think because people would go to the healers
first and if they -- the kid did not get better after
they were at the healer then they mght refer themto
t he hospital when the di sease had al ready progressed
quite far.

So everybody, including the traditional
heal ers and the | ocal doctors, recognized that we
needed better ways of managi ng WAbu or severe mal ari a.

(Slide.)

So we al so reviewed the records at the
district hospital and during the kind of peak mal aria

season of June through Septenber only 11 cases of
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severe mal aria had been treated at the hospital.

During the sane tine period 218 cases in this
community, 218 cases of Wabu, had been treated or had
been identified in the records of just the five
traditional healers, five of probably 25 or 30. So
clearly the vast majority of cases of severe nalaria
were going to the heal ers.

One day after this neeting with the healers
five cases cane to our study teamafter two nonths
with only 11 cases comng in for antimalarial drug
therapy. And during that first season 55 cases of
severe malaria were treated by the study teamand in
t he next season 164 cases.

(Slide.)

So the way this would work is that the
heal ers would bring the patients directly to the study
facility. The clinicians were avail able 24 hours a
day, seven days a week. And throughout the rol e of
the healers in the process was recogni zed, respected
and conpensat ed.

And when the child was better they woul d be
referred back to the healer to preserve continuity of
care and the status of the healer so that the healer
woul d then be the one to bring the child back to the

famly and say, "See, you know, you did the right
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thing by bringing your kid to nme because | knew what
to do. | knewthis was a kid who needed to go and see
this teamfor this kind of treatnent."”

And in the second year of studies they did
ask for alittle bit of conpensation. They asked for
$36 a nonth to help nmaintain a garden with their --
all their traditional renmedies. And even though that
was not budgeted, we thought that was just sonething
we could find in our budget to provide them

(Slide.)

This just shows you the traditional nedicine
center which is right across the street fromthe
hospital so it -- it works out very well.

(Slide.)

Now, of course, we have to al so coll aborate
with the |ocal doctors and there is a physician
actually who runs the traditional nedical center and
al so several doctors at the hospital, and they were
I ncluded in all the plans and di scussi ons.

W provided training in mcroscopic diagnosis
and with the | ocal doctors devel oped sinplified
appropri ate case nmanagenent plans that involved using
effective but cheaper and shorter reginens that were
actually going to be affordabl e even when we are not

there or certainly nore affordable when we are not
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there or in children who show up to other facilities
where the research is not going on.

At this point now we are sharing facilities
with the physicians at the | ocal hospital. W nake
essential nedicines available not just for our study
patients but for other patients as well and we are
hopi ng that continued interaction and professional
education is going to strength the capabilities of the
physi ci ans and other staff at the hospital.

It actually turns out that the presence of
our teamand this project contributed to the
governnent's deci sion to renovate and expand the
district hospital.

(Slide.)

So in this project what we found was that
fromlocal case fatality rates for what was nost
probably severe mal aria, although again we are goi ng
on healers's records, was about 50 percent and that is
about what it is known to be if you do not give
antimalarial treatnent.

In the national pediatric hospital in the
capital city of Banmako the case fatality rate for
severe mal aria was about 16 percent. In our first
year we saw fatality rates of nine percent and in our

second year 1.2 percent. W think that is probably
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because people are comng in nore quickly.

Feedback was provided to the conmunity, to
the health workers and the traditional healers, and
everybody recogni zed that this was sonething that was
really working and really nade it very easy to
continue research in this setting.

(Slide.)

A coupl e of ethical concerns did cone up.
One of the nost concerning is that in this setting our
teamis really the only source of adequate care for
this life-threatening condition. So the question
arises do parents of sick children really feel they
can decline to participate?

And there are sone mtigating factors. For
one thing what we are doing nowis strictly
observational studies. There are no experinental
interventions. Cdearly the benefits of getting the
treatment outwei gh the risks of an observationa
st udy.

And we are doing training and capacity
devel opnent to | eave a post-study | egacy.

And, in fact, sone children or sone parents
do decline and, in fact, we do go ahead and nanage
their severe malaria. W sinply do not take blood for

the studies and in one instance that ny fellow told ne
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about | ast week after the parent had declined the
father cane up afterwards and said could he be in the
study after all because they were pleased with the
care he had gotten.

| think we are going to have to be nmuch nore
cautious and careful as we get into interventional
studies. | ampretty confortable with how we are
wor king things now but if we are comng in with a
vacci ne study or a drug study clearly we are going to
have to be very careful about i ndividual inforned
consent.

And one thing that came out as we were
di scussing this was that if you are going to have
clinical trials nonitors going to sites like this you
have got to have sonebody who either can access what
the |l ocal beliefs and decision naki ng processes are or
who can work with a | ocal person who can hel p t hem get
at that information because your routine clinical
trial nonitor would conme to a place like this and just
have no clue what was really going on and how peopl e
were view ng the study.

(Slide.)

Let nme nove on now to Malaw and these are
sone slides that Terrie Taylor hel ped put together.

And this actually is the sane institution
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that Dr. Ml enga told you about.

The Mal aria Project there specifically grew
out of local priorities. The Malawi Mnistry of
Heal th had recogni zed pediatric malaria as a nmajor
problemand prioritized severe nmalaria as an inportant
research area in the late -- md to late '80s and
encour aged investigators to pursue funding in that
ar ea.

(Slide.)

The investigators had been working in Ml aw
for quite sonme tinme. WMalcol m Ml yneux from Liverpool
School of Tropical Medicine had been working as a
clinician here for ten years before this research
proj ect started.

And Terrie Taylor from M chigan State
Uni versity has been living in Malawi for half of the
year for seven or eight years at |east doing research
as well as teaching.

Now t he | ocal collaborators -- you have got
one exception to the rule in Dr. Ml enga but, in fact,
because, as she nentioned, the school -- the nedical
school in Malaw was only established a few years ago
there was not a large cadre of Ml awi an physi ci ans.

In fact, nmuch of the faculty of the school is

fromother countries. So that the |ocal coll aborators
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were far -- few and far between. Many of them are
over extended and on many projects. They can perform
an advisory role but, again with a few exceptions |ike
Dr. Malenga, nost of the research is directed by
overseas investigators.

(Slide.)

It began nodestly with just using the
exi sting hospital wards with no extra staff and a
coupl e of years later they kind of got a little side
room for managi ng cases of severe nalaria with a few
staff. And currently they are building a new clinical
research unit and the project enploys 80 Mal awi an
staff.

(Slide.)

The contributions that this project has been
maki ng have been at the hospital in terns of offering
i mproved di agnostic service. Sinply being able to
di agnose malaria routinely at all hours of the day and

night is not sonething that had been avail abl e before.

Cinical care for severe malaria and ot her
conditions in this research unit. As Dr. Ml enga
sai d, people do get a higher quality of care in that
unit than they can get in the general hospital.

And al so with the new Col | ege of Medicine the
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i nvestigators contribute by doi ng undergraduat e
teachi ng, post-graduate training. There is an NIH
training grant that has several Mal awi an trainees
getting degrees and receiving training in the U S

(Slide.)

And when we get to community invol venent --
in nmy exanple of Malawi, the community is really the
community. But | think in this case in a big city the
community, if you think about it, is really the
hospital and the nedical school as opposed to a
parti cul ar nei ghborhood or a town.

And so community participation takes the form
of patient care, teaching, serving on conmttees.

I nvol venent of the conmmunity has been difficult, again
because | ocal clinicians are contributing to research
when it is possible and they are kept inforned, but
with their overwhelmng clinical duties and | ack of
resources it has been difficult to have a major

I nvol venent from Mal awi an i nvesti gat ors.

Staff conpensation actually is an issue that
Mal enga nentioned, that people have nore security and
get pensions if they are out in the hospital community
but those who work for the project get higher wages at
the cost of sonme loss in security because if the grant

evaporates so does their job.



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

101

(Slide.)

The oversight of the ethical review process
in Malaw -- again you have heard a bit of this so
will nove quickly here -- initially was on the
national level with a very rigorous and thoughtful
national health science research commttee.

They did not approve all protocols and now
has been noved down to an IRB at the Coll ege of
Medi ci ne. They neet nore frequently. There is nore
di al ogue wth investigators. They are very careful to
ensure inforned consent and now t here have been a
couple of NIH projects. They have gotten their single
proj ect assurances from OPRR

(Slide.)

SO now | et ne nove on and give you sone of
our observations based on both of our experiences and
starting with a couple of problens a the U S. end of
the ethical review process.

One exanpl e was that our | RB requested
conpl etely inappropriate | anguage that was designed to
limt University liability. And | hear people
conplain about this alot. |In our case when |
expl ained the situation the University said, "Oh,
okay. You can strike that paragraph.”

And | think IRBs mght be nore anenable to
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this sort of thing if you really |let them know t he

ci rcunstances in which you are working. Again they
may never have set foot in the country but at least in
ny case | had a very responsive |IRB when | went and
tal ked to them

Now si ngl e project assurances, as | amsure
you know, are defined by projects based on the funding
mechani sm not based on the protocols, the human
subj ects research protocols.

So we have had to get nultiple SPA's for a
singl e study protocol when there are nultiple funding
sources and we have also had to get a new SPA when the
fundi ng source changed for the sane protocol. This is
burdensone for all of us and it is really hard to
explain to your collaborators in the IRB. "W have
already reviewed this. W have already signed this
paperwork. Wiy are we doing it agai n?"

And then on the other extrene a single SP is
required for one project so we have a five year
project that is going to have many different protocols
and OPRR gave us our SPA based on review of a very
| ow-ri sk observational study and there is not going to
be any nore review from OPRR for what coul d be vacci ne
studi es four years from now. So the process does

not really nake sense to ne.
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(Slide.)

And then problens at the other end. | think
I f you do not go and present the study the | ocal
review process is really inscrutable for U S
i nvestigators. W do not really know what goes on and
so having trust in your local partners is really
critical.

And then sonething that Dr. Pape touched on
is that sonme |ocal |RBs request overhead or
operational costs. And this intermngling of the
ethics and the finances is problematic. Protocols can
be del ayed over nonetary issues and not over any
et hi cal concerns.

The issue conmes up should we pay -- you know,
they want 10 percent. So should it be 10 percent of
the total grant budget including, you know, all the
| aboratory studies in the U S. and technician salaries
here or 10 percent of the in country budget?

And keep in mnd that NIH does not pay over
i ndirect costs to these subcontracting off shore
institutions and WHO pays no over head what soever to
anybody. So what you end up doing is trying to
bargain by offering to train personnel, provide
equi pnent, provide services, or trying to sonehow

enbed t he equi val ent of overhead in your budget and
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deal with it that way.

(Slide.)

So sonme of our observations. | think a key
one is the ethical issues and approaches are very
different in different projects. Short-termversus
|l ong-term projects, for exanple. A short-term
project, individuals should clearly benefit directly.

Lasting community benefit nmay be nore difficult to
achi eve.

In a long-term project the individual benefit
may be | ess but there is nmuch nore of an opportunity
to benefit the comunity.

And here again let nme digress a little bit.
One of the things that Professor Dounbo was going to
tal k about was how they do that and in every village
where we have a research project going on in Ml
there has been an attenpt to get the community to
nmobi | i ze and we provide or find seed noney to build a
di spensary or a clinic, often provide a | ocal doctor,
and so that when the project |eaves you | eave behind a
clinic and a functioning doctor in a self-sustaining
way .

(oservational and interventional research is
obviously quite different. Witten individual

consent, as you have heard fromboth of the previous
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speakers, nmay be inappropriate for sone kinds of
studi es, for observational studies and especially in
illiterate popul ati ons.

You can docunent in a witten fashion that
you got oral consent but the whol e business of thunb
printing or signing can be really problematic in sone
popul ations, not in all but certainly in sone. And,
as Dr. Malenga indicated, that -- even if they

understand the study and want to participate, when it

cones to actually putting pen to paper -- | have been
told by several people, | do not understand it, but I
have been told that in Mali in many settings if you

have to sign a paper it nmeans sonebody is going to
di e.

And | have tried to figure out what they nean
by that but whatever it is, it is serious and peopl e
just do not like the idea of signing a piece of paper.

| think nevertheless witten individual
consent is probably still going to be necessary for
hi gh risk studi es.

And then in terns of the collaborations we
are very lucky in Mali that there was a very strong
wel | - establ i shed group of |ocal collaborators in the
medi cal school who had been there for 30 years versus

comng into a setting where the nmedical school is only
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five or six years old.

And when there is no established cadre of
| ocal collaborators it can take many years to devel op
and train local scientists and that is sonething that

the Malaria Project is now doing with support from

Nl H.

(Slide.)

The ethical issues and approaches al so differ
anong different types of conmunities. |n our project

we were in a renote rural area where there was no
health care systemto speak of, a very traditional
culture. In the local l|anguage there sinply is not a
word for "science or research.” So, boy, try to back
transl ate our consent forms fromthe Dogon | anguage.

| do not know what you woul d get.

The community is really defined by the
village or the town. The comunity consent is really
nore rel evant than individual consent here. Once you
have got community consent it does happen that
i ndividuals are nmuch less likely to decline to
partici pate.

Whereas, in the Malaria Project in Malaw it
Is an urban setting, a very well established health
care system nmuch higher literacy, and nore

sophi sticated. Again the community is defined by the
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institution, the hospital or the nmedical school. So
when you think of benefits to the community you need
to think in that context.

And community consent at the national or
institutional level is nmuch farther renoved fromthe
I ndi vi dual s and, say, the real conmmunity.

(Slide.)

And we will end up with a few
recomrendations. First with respect to the U S
over si ght.

Detai | ed regul ati ons and gui del i nes, no
matter how conprehensive they are, they may just not
enconpass such different settings and different Kinds
of projects. What is appropriate for one kind of
study is totally inappropriate for another kind of
study or setting.

Nevert hel ess, if you have very genera
guidelines, it is clear it is going to be very
difficult to inplenent and enforce them So one
potential solution that we thought we would put on the
table is to have oversight of the ethical review
process by an experienced and adequately resourced
of fice.

And that evaluation of projects and the

response to problens that cone up could be nade on a
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case by case basis follow ng flexible guidelines
rather than following a very specific and rigid set of
rul es. | think currently the OPRR sinply does not
have the people to do nmuch nore than what they do with
t he SPA process.

But it seened to us reasonable to think that
certification of foreign IRBs and foreign review
processes coul d be based on guidelines and dealt with
by people with expertise and judgnent tailored to the
specific situations instead of following a very rigid
set of procedures.

And, finally, the single project assurance
system | think, needs to be reevaluated. | would
think that it mght be possible to devel op a speci al
version of the multiple project assurance for overseas
institutions so that you could certify the IRB for a
period of time or for a nunber of projects rather than
have it be based on the fundi ng nechani sm

(Slide.)

And then the issue of conpensation that Dr.
Pape raised. | think clearly it costs noney to run
the IRB and to performtheir functions.

My reconmmendation, rather than 10 percent of
the project budget -- | nean, our contract is

sonething like $9 mllion over five years, so $900, 000
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for, you know, your IRB review would be a bit nuch.
Maybe a standard paynent per protocol review would be
reasonabl e.

And, al so, overhead and indirect costs to
overseas institutions. | mean, just the issue of
fairness. U S. institutions can get 30 or 40 percent
over head, and even for studies that are done
conpl etely overseas, our institution takes eight
percent overhead and the overseas institution where
the work is going on gets nothing. It is not fair.

So it seens reasonable to all ow overhead on
the in-country budget, or nmake it explicitly allowabl e
to have budget line itens for overhead sorts of costs
at the off shore research sites that can be payabl e
directly to the central institution.

(Slide.)

And | will end by saying that | really think
the key to doing ethical research in these settings is
partnership with the [ ocal communities, neaning
communities in all sense of the word, including the
| ocal community, the local investigators, and the
scientific comunity there.

That cl ose | ong-standing rel ati onshi ps
bet ween the Northern investigators and the | ocal

i nvestigators and communities is critical. |If you do
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not have these rel ati onshi ps the processes for
communi ty deci si on naki ng and i nforned consent are
just not accessible to you as an outsi der.

And if you do not have | ocal collaborators
you need to develop them and it takes tine.

And the training and capacity building really
should be a part of projects in these settings and
t hese provide you wi th nmechanisns for building and
strengt hening the rel ationships with your
col | aborators and for |eaving behind | asting benefits
In the communities where you are worKki ng.

And, lastly, this is something again that
Prof essor Dounbo woul d have tal ked about but -- and |
wll not dwell on it but just to nention that the
granting agencies, | think, are beginning to and need
to deal with the issue of realistic conpensation for
foreign investigators in their U S. funded research
proj ects.

Thank you.

DR SHAPIRO Well, once again thank you very
much.

| know there will be questions. | have got a
i st already of questions people would like to ask you
and, of course, we have our other guests here, too, if

you want to direct any additional questions to them
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But, Jim you are first.
DI SCUSSI ON W TH COVM SSI ONERS

DR CHLDRESS: | would like to thank all
three presenters for very hel pful presentations that
will really be inportant to us as we continue to think
about how to proceed in this area.

This one | wll address to Dr. Plowe, our
| ast speaker, and then others may wi sh to comment on
it, too, because throughout the norning there has been
obviously a series of comments that suggest how
difficult it is to draw a |line between therapy and
research in particular settings.

And you commented that one concern you have
Is that avoiding -- that you need to avoid coercion.
You did not talk as nuch about the kind of information
that needs to be disclosed in that sort of setting but
| guess | amcurious as you think about the process of
consent, voluntary and inforned, how -- what kinds of
things do you feel it is inportant to do in order to
make sure that this therapeutic m sconception, the
cl ose connection for both the individual as the
I ndi vi dual perceives it, and al so the comunity,
bet ween therapeutic benefits and research. Ways in
whi ch you can tease that out and actually have

voluntary infornmed consent by the individual
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Any reflections you have woul d be hel pful and
t hen ot hers too.

DR PLOANE: Yes. | nmean, | think it is
difficult but I think you can convey a |lot of the
concepts that are inportant to convey. | nean, | have
sat actually in the towship clinic that we have
outside Blantyre, Malawi, and watched i nfornmed consent
take place with ny | aboratory assistant so he is not
part of the clinical teamand, hopefully, not biased
whi spering in ny ear an English translation of the
Chi chawa conversati on.

And remarkably the clinical officer was
foll owi ng, you know, very carefully the process.

Conpr ehensi on, of course, is a whole different
question. | think we have been | ucky in the kinds of
studi es we have been doing in that we are not doing
pl acebo controlled trials yet, for exanple, and so we
have not had to grapple with sone of those issues.

But with a lot of back and forth, you know,
you can get across the idea that, yes, we are
providing clinical care but we are going to take bl ood
and we are going to take bl ood because we want to
under stand, you know, why the nalaria parasite nakes
sone peopl e sick and ot her people are not sick when

t hey have the parasite.
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So even if you are not using terns |ike
“research or science," | think it is possible to work
wi th your | ocal collaborators who understand the
culture to come up with creative ways of wording
t hi ngs and techni ques for conveying the key el enents
of what you are doing so that people do understand.

DR SHAPIRO  Trish?

PROF. BACKLAR. And | amactually going to
pass.

DR SHAPI RO kay. Bernie?

DR LO Thank you for a thoughtful
presentation

| want to ask you sone questions about one of
your |last slides on partnership and | think we all
have a very cl ear understandi ng of how you work so
hard to achieve that partnership in the rural Ml
setting, going to the community and so forth.

One question is, did you revise your project
or protocols in response to those di scussions? Was --
did they -- did the partnership extend to your getting
i nput fromthe conmunity elders and the community at
| arge that |l ed you to nodify your research project?

And, secondly, how do you involve the
community in the urban area? You tal ked about the

hospital and clinic really being a community. Howis
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it possible to involve potential subjects or their
representatives in this partnership process in an
urban setting as you were, for exanple, in the rural
setting?

DR PLOWNE: The first question -- | do not
think we nodified the actual protocol based on input
fromthe community but we certainly nodified what we
did and how we went about things. | nean, certainly,
practi cal suggestions on, you know, how to approach
peopl e and how to i nform people, and how to enroll
peopl e, how to conduct followup, all, you know, had
i nput fromlocal people at various |evels.

And then the actual clinical protocols that
we used for treating severe nalaria were nodified with
I nput fromthe |ocal physicians based on what was
realistic in that setting and what they m ght be able
to continue to do once we left with all of our
research resources.

| guess in terns of involving the -- | nmean,
ny slide said that the review process can be quite

renote fromthe real community in the urban setting

and, boy, | think that is tough in an urban setting in
Africa. | nmean, you could go out and | ook for a
community representative but -- | nmean, nmaybe G ace

would i ke to address this.
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| amnot aware of a kind of community

structure in the urban setting that you can tap into.

It just seens so fragnented as opposed to the village
where there is such a clear hierarchy and, you know,
contact point and a procedure involved. | amKkind of
nystified by how you could -- other than just kind of
aski ng soneone al nost at random fromthe comunity to
be invol ved.

DR SHAPI RO Thank you

Ata?

PROF. CHARO Dr. Plowe, as | was listening
to your discussion about the problemw th the single
proj ect assurances and such, | found nyself reflecting
on the current interest donestically in an
accreditation process for IRBs in the United States
and potentially even for individual investigators that
woul d al l ow for nore abbrevi ated procedures for those
peopl e that have been denonstrated to have the
capacity to handl e the rul es and understand the
concerns.

Are you suggesting sonething on that order
that woul d supplant the existing regine of rules and,
If you are in any respect, would you focus your
attention at the level of Mnistries of Health or at

the level of the individual IRBs given that the
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countries can vary in size as greatly as Nigeria to

Togo?

DR PLONE: | think | do have sonething |ike
that in mnd. | do not really know how the MPA
process works. | have not really been involved with

that. But it seens |ike some kind of standing
recognition of the IRB as being properly constituted
and conposed that is not just sort of random-- |

nmean, it just depends on how many grants go in and how
many SPA' s and how nmany tines you nake sure the IRBis
still conposed the sanme way.

So, yes, sone kind of certification process
per haps anal ogous to MPA's, perhaps sone entirely new
mechani sm

Rem nd ne what the second part of your
guesti on was.

PROF. CHARO  Focus being at the |evel of
I ndi vidual 1RBs or at the governnent to governnent
| evel .

DR PLONE: Right. | think it would be tough
to doit at the Mnistry of Health | evel because how
I nvol ved the Mnistry is in the research and how tuned
In the people in the Mnistry are can vary hugely from
country to country.

And in sone countries |like Malawi where it is
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arelatively small country and | think everybody knows
what everybody else is doing pretty well, it m ght
work but | would think you would want to go directly
to the I RB.

| nmean, in the case of Mali, the people
I nvolved in the research at the university |level are
much nore sophisticated and responsive and | think you
woul d get a lot farther with themthan you would with
the Mnistry.

DR SHAPI RO Thank you

Arturo?
DR BRITO |, too, want to thank you for
that very informative presentation. | was nost struck

by the sense | got about the coll aboration going on in
t hese studies.

| have two questions. One of themrelates to
what Ji m asked about the therapeutic m sconception
I dea that you partially answered by stating that you
are not doing placebo trials at this tine or you have
not been.

| was curious about the trial in Mali that
you described. | amnot real clear on what the design
of that project was and | got a sense on sone slight -
- well, not sense -- on sone of the slides they used

the word "treatnent” to refer to research protocols
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was used and that in itself is a therapeutic
m sconcepti on because true research does not
necessarily provide treatnent.

Sol would like alittle nore clarity on what
the design of that project was and then | wll ask the
second questi on.

DR PLONE: Yes. The project | was referring
to was a case control study of severe nmalaria. So
what we are doing is we are enrolling kids with severe
mal ari a and then going out and finding a case of
unconplicated malaria as a control and just this year
began enrolling healthy controls as well. So matched
controls.

And the only other experinmental thing we are
doing is drawi ng bl ood on the kids so we can conpare
ri sk and protective factors for severe nmalaria. There
I s nothing experinental about the treatnent they get.

They all get good standard treatnent for nalaria and
what ever el se they have.

DR BRITO So, therefore, the outcones are
generally going to be good in terns of the treatnent
and --

DR PLONE: Right.

DR BRI TO kay.

DR PLONE: W are actually not studying the
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outcone. W are sinply |ooking at what wal ks in the
door and then can we identify risk and protective
factors for that phenonenon that we observe, and then
we just give themthe best treatnent we can and

achi eve the best outcone we can.

DR BRITO Ckay. And then | was also struck
by the graph that you had up there of the different
rel ati onshi ps that you had, and at first | was a
little bit worried about the strongest rel ationship
was not wth the traditional healers but wth the
I nternedi ari es.

And this is sonething | have thought about
quite a bit on other issues that have cone up i s what
-- what is the culture of those -- the researchers,
the Malian researchers?

Are they nore -- is their culture nore
closely related nmaybe to Western culture or is it
closer to traditional cultures, and what are their
potential gains by being involved in these research
projects? O are they truly bicultural and truly
t hi nk about both? | got the sense they do, but |
would like a little nore explanation on that.

DR PLOANE: Yes. In this particular case,
and it is a very different story in other places |

have been in East Africa, say, where they have been
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very much nore Westerni zed.

But in this particular case | think they are
truly bicultural to the extent that sonme investigators
have nore than one wife in traditional Milian style
and nmaintain a big conmpound in the countryside, you
know, with all the relatives and, you know, sending
kids to -- nieces and nephews to school.

And our coll aborators are very close to the
community and, as | said, two of the senior
I nvestigators are actually fromthat comunity. So
they are very able to see both worlds and actually a
very good exanple of that is our anthropol ogist.

He is training in Montreal. He is getting
his second Ph.D. in anthropol ogy but he has al so
trained wwth two Marabous, two traditional healers, so
he is kind of double certified both in traditional
medi ci ne and i n ant hropol ogy.

He is a fascinating guy to talk to because he
real |y understands the traditional culture and
believes in it, you know, has dreans and interprets
them and that sort of thing but also is very
sophisticated in Western ideas as well.

DR. BRITO Thank you.

DR PLOAE: And in terns of benefits they get

out of it, ny graduate student got into nalaria
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research after he had al ready becone a successful
pharmaci st with his own busi ness because of a younger
brot her who had died of malaria. | nean that is his
story. He had a very personal involvenent.

And | think many of the investigators in the
endem c countries have a very, kind of, personal drive
to do sonething good for their communities and for
their field.

There are nmany ot her benefits, you know,

recognition, publications, grants, salaries, et

cetera.

DR BRITO kay. Thank you.

DR SHAPI RO D ane?

DR SCOTT-JONES: | also want to thank you
for your presentation. It was very hel pful.

| have a question about your thoughts about
Dr. Malenga's comment earlier that nefloquine still is

not available wdely or available at all sone 10 to 15
years after the research

| understand that what you are doing is in a
sense descriptive, that you are not testing any
treatnment, but what are your thoughts about the
ethical obligation to | eave sone benefit to the
country in which the research is done on a treatnent?

DR PLONE: Yes. | think I would have
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guestions about doing a study in Malaw on nefl oqui ne,
as a specific exanple, knowing that that is going to
remain a very expensive drug. | nean, it is available
in Malawi if you have the noney to buy it but it is
not the drug that is out there in the clinics.

| think Malaw is a special case because they
decided to swtch fromchloroquine to this other drug,
SP, and that at the tinme was a very effective drug and
a good public health choice.

But anot her exanple is fromother countries
in Africa. SP is beginning to fail and there is
anot her alternative drug that is simlar but has many
advantages and treats the parasites that are resistant
to SP and the research has been going on for a nunber
of years.

And one of ny colleagues in East Africa had
been doi ng research on this and he got so concerned
that the process was taking too long with the
I ndustrial sponsor and the WHO that he broke ranks and
went and found a drug manufacturer in Kenya and is now
setting up the fornulation of the drug to sell it in
Kenya because he just thought it was unethical to wait
any | onger.

And, you know, | do not want to bl ane

i ndustry because, you know, the scientists who work in
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i ndustry are our advocates and they are pushing, you
know, as hard as they can to get as nmany resources as
possi ble to get these drugs and interventions out
there and as cheaply as possible but, you know, wthin
their institutions they are dealing with the
accountants and ot her executives who are maybe nore
resistant. There are good people in industry who are
real ly advocating trying to get drugs out there
cheapl y.

DR SHAPI RO Thank you. This Eric here,
Eric?

DR MESLIN. Chris, just very quickly. You
had nentioned in your remarks that one of the consent
I ssues was liability and an i ssue cane up and you
presented information that convinced the U S. IRBto
drop | anguage.

Was that the standard regul atory | anguage
about conpensation for injury which essentially says
If there is a conpensation programwe will |et you
know, if there is not a conpensation programwe Wl |
| et you know, or was it sonething nore explicit that
you asked be dropped because it was not appropriate?

DR PLOANE: | do not renenber the exact
wording but it was sonmething along the |ines and a

phrase where, you know, the University of Maryland is
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going to treat you if somnethi ng happens, you know, and
we are not going to Medevac sonebody all the way from
Bandi agara to the University of Maryland. You know,

if we say that, you know, we will take care of nedi cal
probl ens, you know, locally or sonmething but it was
sonet hi ng al ong those |ines.

DR SHAPI RO Thank you

Eric Cassell?

DR CASSELL: At one point you -- in your
closing slide you discussed the rel ationship of
communi ty consent and individual consent, and that is
a matter that interests us a great deal.

And | would Iike you, if you could, to nake
clearer what the word -- | nean, how that works and
what it neans because if we see it fromthe United
States' perspective we tend to see it as hierarchy
over whel m ng unsuspecting individuals who will then be
t aken advant age of, but seen froma different cultural
perspective it is very different.

And | would Iike you to nake that clear if
you coul d, pl ease.

DR PLOAE: Yes. | tried to touch on that a
little bit wth describing that kind of nonth's | ong
process that goes on, but to ny understanding of it

fromny Malian colleagues, it is a process that
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i ncl udes di scussion with everybody in the comunity.

So even if the point of contact is the el der,
It is not the elders sitting in a room by thensel ves
maki ng a decision and then inposing it on the
community, it is an ongoing discussion at nultiple
levels with nultiple iterations and chances for
questions from anybody who wants to ask questions,

i ncludi ng the younger people in the comunity, and
then they bring their concerns and questions back to
the elders or it comes up in a public nmeeting with
everybody in the community and the el ders then
articulate it as the nouthpiece for the community back
to the investigators.

And it is clearly a process without which in
our settings we could not do the work but that does
not nean that we get comunity consent and do not get
i ndi vidual consent. It sinply neans we recogni ze we
have to get community consent to do anything and then
once we have got that we still go through the process
of getting individual consent.

DR CASSELL: And that procedure that you
di scussed with the questions back and forth, and so
forth, that does not just apply to the research
setting, does it? In other words, that is a common

procedure in the community to solve the community's
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pr obl ens?

DR PLOANE: That is how they nmake deci sions
in the coomunity, and what | amsaying is that | would
not have any idea what that process was if | were not
closely partnering with Malian researchers who did
under stand t hat process.

DR SHAPI RO Thank you

Steve?

MR HOLTZMAN. This is sonmewhat of a follow
up to Diane's question to Dr. Plowe but it really
would go to all of you. It has to do with a situation
that certainly |I find ny conpany runs into. W’ re nuch
li ke you, Dr. Plowe. W do very early stage research
into factors having to do with susceptibility and
resistance. Qur goal, and | amnot sure what your's

Is, is to use that information then to devel op drugs.

One can find yourself going into a community
to gather that kind of information, and the question
Is asked, will those drugs be nade avail able, and the
first point is we do not even know if there is going
to be a drug. Second off, the probability is that if
we devel op sonething and put it into human bei ngs
there is a higher probability of it failing than

becom ng a drug. And, lastly, it is 15 years off.
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And so what struck ne is that, at least in
your research, what you | ooked for effectively was a
conferring of indirect benefit to the |ocal community
as it were a positive payback to the community here
and now in terns of treatnent, in terns of care, in
terns of training.

And then a curious novenent takes place in
our mnds where we start to worry about coercion. As
soon as one tal ks about these indirect benefits, be
t hey noney or sonething other than the drug substance
itself, it is coercion potentially. Yet, of course,
It seens that a prom se of making the drug avail abl e
could al so be a form of coercion.

So | amjust curious as to how when you are
dealing in communities such as all three of you dea
wi th and you are approached by investigators who want
to work with it, and there is a | ow probability of the
benefit of the drug getting there, whether this raises
the sanme kind of noral dilemma if there is an
alternative benefit that seens to arise in the m nds
of those of us sitting on the outside |ooking at it?

DR PLOANE: | had not thought of it in those
ternms but, you know, com ng back to the nefloquine
guestion. Maybe it would be reasonable to test an

intervention |ike that that realistically is unlikely
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to be available to that community in the short-termif
in the course of the study you are benefitting the
community in other ways.

| nean, nost of what we are doing right now
I's, you know, basic pathophysiol ogical stuff that may
or may not ever lead to intervention. The hope is
that it wll, as wth all basic science. So to nake
it fair to the community we do provide these ancillary
benefits not directly related to the research
guestions we are testing.

DR SHAPI RO Thank you

Larry?

DR MIKE A question for all three of you.

It is clear that in order to do research you
ei ther need an established | ocal presence or you build
the capacity for it. Wat is happening to the review
process at that sane tine? Is it left up to ad hoc
processes to develop a parallel IRB structure, for
exanple, in these institutions? O is there any
effort -- a planned effort to devel op a capacity of
the I RB process at the sanme tinme that the research
capacity is being built?

DR PLONE: |In ny experience, wherever | have

wor ked, there has al ways been a commttee of sone sort
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that reviews research either at the national |evel, as
it was in Malaw before, or perhaps the institutional

| evel , and then when you cone in with an NIH funded
project and start devel oping your site, in order to
begi n you need to have an SPA

So you talk to your investigators who then go
to the university chancellor or whonever is -- your
M nistry of Health, whoever is responsible, and
negotiate with themto get the commttee constituted
in a way that satisfies the OPRR requirenents.

So that is essentially the extent of it but
it has got to happen at the outset or else you cannot
start spendi ng noney overseas if you do not have your
SPA.

DR MIKE But then you are in a situation
where you wal k into an environnent that already had an
establ i shed review process. | amnore interested in
how did it get there and is it by planning or is it
j ust because, oh, we need a review process because we
are going to do research and then it goes about -- it
gets devel oped in an ad hoc way?

DR PLOANE: Maybe | w il ask ny coll eagues to
address how it has worked in their settings.

DR PAPE: In our situation in Haiti it had

to be created because there was no institutional |IRB
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anywhere and, as | nentioned, the National |IRB took a
long tinme to create and it is only last year that it
has been put in place. Therefore, research projects
must be reviewed in that context and IRB are set up to
answer specific questions that research projects nmay
have.

DR MIKE But that relates to your question
about, you would like to see a percentage of funds or
some ki nd of mechanismto use so that you can devel op
that capacity rather than leaving it to sort of
develop on its own. That was the basis for your
reconmendati on?

DR PAPE. Yes. dearly | think that if you
really want to have these recommendations i npl enented
there has to be sone way to provide support for the
| ocal people to inplenent them O herw se, you know,
you coul d be inproving consent fornms in your mnd as
much as you want but it will not be done. The best
way to do it is to inprove the situation at a | oca
| evel .

DR SHAPI RO Thank you

Rut h, you had a question?

DR MACKLIN Yes. | do not recall whether
It was when you were discussion Mali or Malawi but at

one point you said that the | ocal review process was
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i nscrutable and that one had to trust the | ocal
process, the local researchers and process. Could you
just elaborate on that a bit? | mean, what is it that
was inscrutable? And here | have in mnd Dr. Pape's
recommendati ons that the researchers and that the
revi ew bodi es communi cate with one anot her and they
visit one another and have sone kind of conmunication.

So, | nean, you were there as a researcher.
What was inscrutable and could there have been any
better conmmuni cation?

DR PLOANE: My concern initially was that |
did not knowif the IRB was really going to review
projects or there was going to be a kind of rubber
stanp that woul d do whatever the investigator asked
themto do. And over tine those concerns were
all eviated by the RB com ng back with objections or
guestions or, you know, in the case of Malaw sinply
not approving a protocol despite every effort by the
I nvestigators to convince themthat it was okay to go
forth.

But it is sinply that -- especially where |
do not speak the | anguage | just do not know how it
works and if it works the way it is supposed to work.

I nean, the only way you can be sure it does is by

bel i eving your collaborators when they tell you that
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it is.

DR MACKLIN.  You did nention the -- | guess
the inscrutability was a function of your not know ng
t he | anguage basically, in a way.

DR PLONE: Well, but I do not go to the
neeti ngs either.

DR MACKLIN. R ght.

DR PLONE: So | amnot observing howit is
actual 'y wor ki ng.

DR MACKLIN. Did | hear you say that they
did not approve one project and, if so, did you know
why?

DR PLONE: Yes. Actually Grace may know
nmore. This was a -- there is an autopsy study goi ng
on to understand why children die of severe nalari a.
And that actually -- even though it was reviewed in
Malawi, it was not reviewed here and did not need an
SPA because dead peopl e are not human subjects.

But it was neant to be paired with a clinical
study of a drug to treat severe nmalaria and they kind
of went in together at the sane tine and the Mal awi an
National Commttee felt that doing a study where you
are testing an intervention for a di sease and then
doi ng a study where you benefit -- your study benefits

i f somebody dies -- was an inherent conflict of



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

133

interest and that there m ght be bias to, you know,
not treat people as well or sonething like that. So
they nixed the clinical trial but |et the autopsy
study go ahead.

DR SHAPI RO Thank you

Trish, then Al ex, then Rhetaugh, and then I
think we will take a break.

PROF. BACKLAR:  Thank you, Dr. Plowe, for
your presentation.

| nmust say there were parts of it that |
t hought that we should borrow to use as an exenpl ar
for our report on research in this country, not just
in international and under devel oped countri es.

There was sonething -- it is -- | have a
guestion that is in tw parts. One thing that you and
Dr. Mal enga both nentioned was that clinicians who
work in the country are -- benefit nore by working in
the research protocols because it is higher paid.

And | amwondering if that causes sone kind
of tension fromdrawing clinicians to work in research
protocols and how their care -- their care -- ordinary
care would proceed in such cases. How many
clinicians, for instance, would there be available in
a small country with -- as you describe it?

DR PLONE: Wiy don't | answer for Mali and
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then maybe Dr. Mal enga wants to make a coment about
Mal aw .

PRCF. BACKLAR  Yes.

DR PLOAE: |In Mali they have had a nedica
school for 30 years and they turn out far nore
graduates than they can find work for. So there is a
huge surplus of trained physicians. So the fact that
we are able to enploy sone of them as physicians
i nstead of, you know, restaurant owners is a good
thing for the country.

PROF. BACKLAR  (kay.

DR MALENGA: Well, Malawi is obviously a
younger institution and the problemis certainly there
but probably not just for physicians. This applies to
nursing staff as well.

PROF. BACKLAR  Right.

DR. MALENGA: | nean, at Queen Elizabeth
Central hospital now you have nurses resigning or
retiring prematurely from governnent service, you
know, to join the university project.

The nice thing, though, about it all is that,
okay, you do not | ose the nurses fromservice. They
are just transferring fromone unit to the other, but
within the sane hospital, so all in all | suppose you

could say there is no actual |oss as such but
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certainly the nove is there from you know, governnent
to university institution both for clinicians as well
as nursing staff, and probably nore for nursing staff
in terns of Queen Elizabeth Center hospital, at the
nonent, given the smaller nunbers of the others.

PROF. BACKLAR  The other part of the
question is for all three of you, it is that |
noti ced, other than Dr. Pape, there was really no
question or you did not bring up any of the issues to
do with assessing people's capacity to be in a
pr ot ocol .

And, Dr. Pape, you referred to this
guestionnaire that you had, and I amnot certain that
that actually was for an assessnent of capacity
because you said that if sonebody sort of failed it
the first time they could retake it. And |I would be a
littl e suspicious of people retaking sonething that
was assessing their capacity in that way of
under st andi ng sonet hi ng about the protocol.

DR PAPE. W feel that there are questions
that are so inportant, because in the questionnaire we
have focused on the nost inportant ethical concerns
that a volunteer may have. Therefore, we have
I ncl uded questions that we feel are essential for them

to answer. So if a volunteer m ssed one question
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because before he gets to pass that test he has three
counsel ling sessions at different tinme periods that
deal with different questions.

So it is quite possible that he may have
m sunder st ood one or two of those questions and,
therefore, we feel that if he is willing to
partici pate he should be given a chance because this
Is a process that goes before he provides inforned
consent. W feel that he should fully understand what
he gets involved in before he signs or provides the
I nfornmed consent.

So we do not see any problemw th hi mbeing
re-counsel | ed about one or two questions that he may
have had difficulties wth.

DR PLOAE: And | think this is another
exanpl e of sonething that may nmake a | ot of sense in
one setting and one kind of study and not nake any
sense at all in another setting and another kind of
st udy.

You know, at the Center for Vaccine
Devel opnent for our donestic vaccine trials, detailed
testing is always done on all volunteers and. In fact,
for malaria vaccine trials they have to know t he
malaria life cycle better than many nedi cal students

do and pass this test to be in the study.
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But to then go out into a rural village in
Africa and try and, you know, adm nister a test just
strikes ne as sonething that would be pretty tough to
execut e.

DR SHAPI RO Thank you

Al ex?

PROF. CAPRON: Just a comment on the |ast.

The notion of trying to ascertain that
vol unteers are inforned decision nakers i ndependent of
a consent process strikes nme as sonething that is very
rel evant and | amglad to know that you followit in a
donmestic as well as in an international setting, and |
think it should get nore attention from us.

What | wanted to do was reflect on what | had
heard fromall three of you and ask if you can help
with a problemthat | amleft wth.

| amvery synpathetic on a case by case basis
In hearing the kind of trust relationships that you
have built up and your wi sh that you had even better
avenues of devel oping that trust between | RBs at
institutions in the United States and in international
projects, and between federal regulators. As Dr.

Pl one suggested, it would be good to deal with a well -
resour ced and experienced offi ce.

The problem | have is in knowi ng how to
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i mpl ement that when any particul ar research project in
Mal aw or Mali or Haiti nmay be connected to two or
three different institutions in the United States, and
addi tional institutions in France or in Canada, or in
Great Britain.

And then finally, the question of whether in
that wish for this well experienced office, what one
Is wshing for are people who will basically trust
you, people who will ask you sone reasonabl e questions
but who will in their own judgnent size you up, size
up the project, and so forth.

And then | amleft wth the question that
Ruth put to you, Dr. Plowe, which is if the process
locally is somewhat inscrutable to you, then in your
expectation that the IRB office or the OPRR office or
whatever it would be in the United States will go
along with the process of |ocal approval, you are
saying, in effect, that they should trust you to have
basically picked a group of collaborators |ocally who
you can rely on to have gone through a good | ocal
process, and in any particular instance once you get
to know all of those steps you can feel confident.

| fully believe that the situations that you
are describing would neet the kind of scrutiny that we

woul d i ke to have applied but in devel oping a system



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

139

how do you expect -- how would you help us to describe
such a systemin a way which the Amrerican people, to
the extent that they want to rely on these regul ati ons
and guidelines to ensure that support fromthe United
States is not going to projects, which when brought
out into the light of day wll cause people to say,
"How di d that ever get approved?"

| nmean, how can you be doing that? And
| ook to the office and say, "How did you ever all ow
that to go on?"

I's there any regul ari zed nechani smthat would
cover all this, because the idea of all the different
| RBs traveling around the world, interacting with all
of their counterparts el sewhere. And the idea that
soneone W || have an adequate judgnent in a well -
resourced OPRR office sonewhere that -- | amjust not
sure that that is going to play out and I wonder if
you have any way of helping ne with what | see as a
problemin wanting to follow the | ead that you have
suggest ed but being skeptical as to whether or not as
a generalized matter applicable to researchers, not
only of your quality but perhaps people who are | ess
scrupul ous, we could feel equal assurance that it is
goi ng to worKk.

DR PLONE: | do not think | meant to inply
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that what | was hoping for would be an OPRR t hat woul d
just sort of take nme at ny word and trust ne that, you
know, we are doing things okay. | think what | was
hopi ng for was nore flexibility and then | cone back
to the SPA exanpl e.

So that if it does not nake sense to have
four different SPA docunents cone into OPRR for the
sanme protocol to have the flexibility to say, okay, we
have got the SPA for this protocol, we do not need
anot her one fromthis university, and because of this,
this grant -- | nean, that is the kind of judgnent and
case by case decision that would be nice to have the
flexibility to nmake. And | guess the experience and
confidence to make judgnent calls like that |ike many
governnent offices do.

| think -- that is -- it is a long detailed
and tough question. | think | would have to sit down
and thi nk about how you could actually fornul ate an
office that would function the way that we are
envisioning but it certainly was not that, you know,
just |l eave us alone, |let us do our job, and take our
word for it that the process is okay, but to have a
st andard process.

And agai n com ng back to the exanple of maybe

if you have a site overseas where they are doing
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federally funded research, to have an annual
certification of that IRB that would say that they are
properly constituted and, therefore, qualified to
approve this and any other projects that cone in, in
the next 12 nonths, that have been approved by the
US [|RBs.

Because the OPRR does not reviewthe
protocol. They sinply look at the constitution of the
IRB and if it does not have the right nenbers then
that is all thereis toit.

So that this kind of rigorous standardized
process is not particularly neaningful in terns of
really reviewing what is going on. Al it does is
make sure you have got one of this kind of person and
one of that kind of person on the IRB

DR PAPE: Well, | viewthings very sinply
i nstead of |ooking at themin a conplex way. | see
that there are really two concerns. The first one is
I nfornmed consent. Are we really sure that the person
who is going to participate in that study fully
under st ands t he advant ages, conseguences, et cetera,
et cetera.

And you can wite the | ongest consent formin
the world, it is not going to ensure that for this

country or any other country. So this is why | think
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that having a test, and a test we have done it for the
rural areas. It has to be -- the questionnaire has to
be as conplex as the study is. If it is a sinple
study it could be five or six questions. So this is
the first one.

The second one is who is going to nake sure
that there is conpliance with those regul ations? You
are here and you have no way of nonitoring sonething
in Haiti or in Mali or in Malawi. So you have to
trust your counterpart in that country.

And the best way to do that is to nmake sure
that they are trained, that they obey by certain
rules, and that you work with themand that there is a
working relationship. The sanme way there is a
rel ati onshi p between the researcher and the potenti al
volunteer, that the two | RBs know what each other is
doi ng.

Sotone | think that eventually we will get
there but | see it very sinply and I think it wll
work this way.

DR SHAPI RO Thank you very much.

The | ast question, Rhetaugh?

DR DUMAS: | would like to add ny
appreciation to all of you for com ng and sharing such

an enlightening presentation with us.
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| have concerns about research resources
which is a coormon thene for all of you. And | am
wondering whether it makes any difference whet her
there is joint sponsorship with the country --
countries that are participating or not.

And then | had another -- | have anot her
question. In cases where there are several United
States institutions doing research in a particul ar
| ocale, is there collaboration anong those
I nvestigators and those institutions here?

Do you want to start with the one about
research resources? Does it make a difference whet her
or not there is joint sponsorship as to whether or not
you have the resources that you need to have and
whet her there is resources available for -- to help
the | ocal people?

DR PAPE: Well, we have had various projects
supported by various universities. It is true that it
brings nore resources but it nmakes the ethical process
much nore conpl ex because you have to submt to
different conmttees and, you know, they have
different rules and regul ations, et cetera. But it is
true that it brings nore expertise and nore
possibility for training in particular.

DR PLONE: It is hard for nme to imagine in
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Mali, which is one of the five poorest countries in
the worl d, convincing the governnent that they should
spend their incredibly limted resources on research
in kind of cosponsorship with the NIH given that
perception of how kind of rich we are conpared to the
hospital and the other governnment institutions.

But having said that, in a sense we are
cosponsoring in terns of, you know, them deciding that
they woul d renovate the hospital where we are working,
In part, because it is becomng a research center

And, simlarly, this is sonething that
Pr of essor Dounbo could have articulated but they are
working directly with the National Malaria Control
Program so the National Ml aria Control Program pays
for the bed net study or bed net interventions and
that sort of thing wwth a lot of input fromapplied
research and provision of expertise. So there is
partnership but certainly not really sponsorship --
| ocal sponsorship of the research projects thenselves.

DR SHAPIRO Well, let nme thank all our
panel i sts very nmuch for being here today and echo the
many sentinents of ny col |l eagues here of our gratitude
to you for being here and, needless to say, for the
wor k you have done over the years in the field.

W will break now and reassenbl e about an
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hour from now, which will be a quarter after 1:00. |
woul d ask conm ssion nenbers to really try to be back
because that is when our public coment session is and
| think it is inportant for us to be here for that
publ i c comment.

There should be -- we only have one person
signed up right now There nmay be others at that tine
but | really ask you all to be back here one hour from
NOW.

Thank you agai n very nuch.

(Whereupon, at 12:15 p.m, a |uncheon break

was taken.)

* % * * *
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AFTERNOON SESSI ON
PUBLI C COMVENT

DR SHAPI RO Col | eagues, if we could
reassenbl e and begin our neeting this afternoon.

Is M. Corey Kinna, K-i-n-n-a, here?

M. Kinna had signed up. Fromthe Thurnont
Uni ted Met hodi st Church had signed up and now i s our
public comment period. So | just want to nmake sure
that we make provision if he is here.

Is there anyone el se here who would like to
address the conm ssion at this tine?

Al right. If not, we will nove on with our
agenda.

Before we turn to -- let's -- our discussion
this afternoon, essentially of aspects of the
I nternational Research Project, Chapters 3 and 4, let
nme turn to Alex, who has a -- | think a notion or a
request that he would |ike to nmake.

MOTI ON BY MR, CAPRON

PROF. CAPRON: Fol | owi ng al ong our di scussion
this norning growing out of the charter provision in
the 1999 version of the NBAC charter that we
specifically identify the federal departnent, agency
or other entity to which particul ar reconmendati ons

are directed and request a response within 180 days of
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t he recommendati on, and given the report that we have
had that our report on research invol ving human

bi ol ogi cal materials has not generated any apparent
response or action;

| nove that we request that the Departnent of
Heal th and Human Services, the Departnent of Energy,
the Departnent of Defense, the Departnent of Veterans
Affairs, the National Aeronautics and Space
Adm ni stration, the Departnent of -- excuse ne. The -
- | have lost ny list for a second -- the National
Sci ence Foundation respond to our report and
recommendat i ons.

And | | ooked through the report -- that is
the end of the notion. |If | may offer a comrent on
it.

Sone of our recommendations, of course, are
addressed particularly to IRBs and it was encouragi ng
to hear fromour Executive Director that he has had
responses froma nunber of |RBs indicating how hel pful
the report has been and they are taking steps to
inmplenment it in their local institutions.

It seened to ne, however, that the thrust of
what we were doing vis-a-vis the federal regul ations
was to request a clarification from OPRR and the ot her

federal agencies that this -- that these
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interpretations of the obligations under the
regul ati ons were consistent with our concl usions.

There is also, of course, the recommendati on
nunber 23 urging that nedical privacy |aws under state
and federal l|egislation and regul ations seek to
protect patient confidentiality in a way that wll
I nsure appropriate access to biological materials and
have themtreated in a way which is conparable to the
devel opnent of protection for other nedical records.

It seened to ne that with the current process
whi ch the Departnent of Health and Human Services is
now engaged around its own set of privacy protection
rules, this is a particularly appropriate tinme and if
there is going to be recommendations for further
| egislation in response to that that we would ask in
particular that the federal position, whether
spear headed by the Departnent of Health and Human
Services or by the President's Science and Technol ogy
Council, respond to that reconmendation as well.

DR SHAPIRO Thank you and it seens |ike an
entirely appropriate thing for us to be doing at this
st age.

Is there any objection to proceeding in that
f ashi on?

If not, we will do so. Thank you very nuch
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for raising the issue in that fashion
Ckay. Let's nowreturn to our agenda, which
deals now -- we will turn -- | think, Ruth, we want to
turn first to chapter 4 but let nme turn the chair over
to you for now.
ETH CAL 1 SSUES [N | NTERNATI ONAL
RESEARCH (Cont i nued)
DL SCUSSI ON W TH COVM SSIONERS
RUTH MACKLIN, Ph. D, ALICE PAGE J.D ., MP H_
OBLI GATI ONS TO SUBJECTS, COVMUNI TI ES, AND
CONTRIES I N WH CH RESEARCH 1 S CONDUCTED

(DRAFT CF CHAPTER 4)
DR MACKLIN. Ckay. Chapter 4 is at tab --

It 1s hard to renenber what these chapters are -- tab
2C. And, again, | will just remnd you of what |I said
bef or e.

It is only 12 pages here and let me indicate
what is com ng.

Al'i ce Page has been working very hard and
very successfully on a | ong paper that excerpts of
which will becone part of this.

That is, renenber at the | ast neeting we
heard a variety of testinonies about prior agreenents,
what agreenents have been forged with WHO, what its

practices are in this regard, and Alice has been using
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t hose presentations and additional docunents that we
have received fromthe presenters in addition to her
havi ng conducted a wealth of research.

So the way this chapter will be fleshed out
in addition to these 12 pages will be largely, if not
entirely, taken fromthat paper. It is not quite
ready yet so we did not want to put it into the
chapter or the briefing book in an unfinished form

What you do have, though, are our -- well,
tentative subject to your nodifications and approval,
sone recomendations with justification.

The way we thought it m ght be nost useful to

di scuss this and the next -- the other chapter, which
precedes it in the order -- is to pose the foll ow ng
questi ons:

What, if anything, is mssing? Now wth the
under standi ng that we have the part -- Alice's part
that we know is mssing that | have now just indicated
will be part of this chapter.

What -- fromthe factual information provided
and the justifications for the recomendati ons, what
Is mssing that ought to be in here?

What is in here that is either superfluous,
gratuitous or in sonme way ought not be in here?

And what suggestions do you have for
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additions, nodifications, alterations or possibly
viol ent disagreenent with what is here?

So those -- that is the set of questions that
we would |ike you to address in the discussion of this
chapt er.

DR SHAPI RO Ckay. Now just for point of
clarification before | turn to nenbers of the
comm ssion, you are -- those questions apply to any
and all material in the chapter?

DR MACKLI N:  Yes.

DR SHAPI RO Ckay. Thank you very nuch.

Alta, and then Al ex.

PROF. CHARO | amgoing to take up your
offer with regard to the first category, which is
things that m ght be added that are not yet present.

Let nme just kind of go through ny list very
qui ckly here because it is just reflected on ny notes.

In the di scussion about obligations once a
t herapy has been shown -- once an investigational drug
or intervention is shown to work was very hel pful but
there was never a point at which one contenpl ated that
It mght not work and that there m ght be obligations
to popul ati ons when a study has been shown -- has
shown sonething is noneffective -- ineffective. And

that was sonething that | thought coul d be added.
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When it came to obligations with regard to --
let's see, it is on page 6 here -- whether or not
there is an obligation to continue to provide staffing
and equi prrent and such, | did want to know t hat at
least in nmy very limted experience working in
resource poor countries, often it is difficult to
mai ntain relationships wwth the suppliers for parts
and equi prent and drug suppli es. And even j ust
|l eaving in situ some kind of ties or facilitation of
ties to those suppliers mght help.

DR MACKLIN. Excuse ne. Can | just ask a --

PROF. CHARO  Sure.

DR MACKLI N: Are you saying that we shoul d
acknow edge the point that it is difficult to naintain
ties and then what is the positive -- the
reconmendati on then?

PROF. CHARO That it m ght be possible to
help facilitate sonme ongoing relationship wth the
suppliers. COten the sponsoring researchers are the
ones who are providing a fair anount of equi pnment and
are bringing it in with them They have their own
I ndependent rel ationships with suppliers, including
things as sinple as spare parts.

And to | eave in place sone kind of

rel ati onship m ght nake it possible for the host
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country investigators to -- and clinical physicians to
take full est possible advantage of what is left in
pl ace.

More globally, | found as | was goi ng through
the chapter that | began to nentally test the
di scussi on and the recommendati ons agai nst the
situation donestically in the United States and
realized I would have to go through kind of point by
point and try to identify where these debates do or do
not mrror the donestic debates and where the
recommendati ons are proposing obligations that do not
necessarily apply when we have rules here in the
United States. And if it were not too burdensone
to ask that you go back through it and hi ghlight those
very factors.

So where the debates are mrrored but the
recomrendations differ fromthe donestic policy, it
woul d be val uabl e to expl ai n why.

And | think that one can on occasion say that
the obligations should be different and it leads nme to
the last thing | was going to nention.

Al t hough this chapter is discussing
si mul taneously research that is financed by the
Federal Governnent through grants and al so private

sector research perfornmed by those who are subject to
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federal regulations for other reasons, it did seemto

me that at | east when you are tal king about federally

financed research that there is an argunent to be nmade
that there is an enhanced obligation to human

subj ect s.

It is an argunent. | amnot saying it is
true. But an enhanced obligation because it is
particularly egregi ous to see governnents abuse
citizens, whether of their own countries or others,
and it is one of the reasons why sone of the classic
horror stories that we recite are so horrible. It is
that it is not individuals who fell down on the job.

It is whole governnental institutions that are devoted
to a certain level of responsibility that fell down on
t he j ob.

And to that extent it may provide a
justification for some recomendati ons where there is
an enhanced obligation to provide, for exanple,
ongoi ng services, wap around care, et cetera, that
m ght not be present in all circunstances, even
donestical ly.

And that kind of concludes the stuff that I
t hought was m ssing, not mssing so nmuch as coul d be
val uabl y added.

By way of closing I will also note that |
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assune that there is going to be perhaps sone further
di scussi on about the possibility of trying to be nore
specific on the notion of “reasonably avail abl e” since
after the rehearsal of the difficulties with it we

wi nd up using the sane | anguage in our reconmmrendati on.

| am hoping we will have an opportunity here
to see if we can possibly conme up with anything nore
specific than the very | anguage that people are still
debat i ng.

DR SHAPI RO Thank you

Let nme suggest the node of operating here
this afternoon because | think a |ot of us have sone
I Ssues.

Wiy don't we as we go around tal king about
it, why doesn't each person pick out to begin with
their first one or two things they think are nost
I mportant, and then we will cone back around --

PROF. CHARO  Sorry.

DR SHAPIRO -- with all due respect to
Alta, and then we will conme back around and there wl |l
be plenty of tinme for everybody to participate.

Al ex?

PROF. CAPRON: Wl |, taking that advice
want to start by thanking Alice and Ruth. The whol e
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node of proceeding on this report seens to ne, given
the difficulty of the subject, to offer us the best
chance of comng up with sonething good by forcing us
to | ook at what a chapter mght look like earlier in
t he process than we have sone other tinmes where we
have had these very |ong discussions and it has been
nont hs or years before we have had things on paper.

Thi s has been very hel pful.

As to the present draft what that did to ne,
for me, was to crystallize the central problem and
following Harol d's suggestion | want to just rai se one
central problem | cannot tell what we are doing here
as an ethical exercise.

Are we tal ki ng about sonet hi ng which we
believe is ethically obligatory or are we talking
about a set of aspirations for individuals who want to
behave in a virtuous fashion?

The reason | have -- it reads as though it is
the forner as though these are ethical conclusions
that are what ought to happen

The difficulty I have with that, and it is
partly to follow along Alta's strategy of sayi ng what
Is different about this situation than if this were
research occurring in the United States is that after

the first recommendati on, which has to do with
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di scl osing what is up to people, the general sense is
you have to do all these things sort of regardl ess of
what you agr eed.

That is to say -- put it a different way --
that an agreenent that did not prom se to provide
reasonabl e after care and do all these different kinds
of things where the only issues that we are grappling
with is just to how nmany people. Is it to the entire
continent? To a country? To a conmmunity? To the
I ndi vidual s who are in the research project?

| do not know where that conmes fromin the
end. In other words, the statenent that it would --
is this a statement that it would be unethical for a
researcher -- with full disclosure of what is up -- to
cone in and say:

"I amgoing to do a research project in which
| amlooking at X. At the end of that research
project | hope | have | earned sonet hing. This is not
research which is directly intended to benefit you.
You m ght get sone benefit fromit but I am not going
to prom se you anything when | amdone. That is the
way | behave at home. | recruit a bunch of subjects.

| do sone research. | do not have any further
obligation to themunless | have injured themin the

process. | may have some, but even there | can agree
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with themthat | amnot going to provide them that
they are on their own, whatever health care they are
entitled to under insurance or governnent prograns or
whatever, that is it. | ampermtted to do that and
that is what | amgoing to do here."

W seemto say that once you cross
I nternational boundaries and do that it woul d be wong
to have such an agreenent, that the sponsor shoul d not
doit, the IRB should not allowit. | want to know
fromwhere we get that.

Is it the notion that people are in such a
constrained situation that their owm willingness to
agree to such ternms i s unconscionable, that we
therefore should say that they have to be protected
fromtheir own inpulse to do that? I n ot her words,
the desire to be -- to get anything out of the
resear ch projects.

W heard today as we have heard before that
just being in a research project offers so nany
benefits to people that they find it attractive. So
thisis -- tonme this is the central issue and it lies
behind all the nore technical questions that we have
to resolve as to which I wll get back in the queue to
come on ny particular coments on them but | hope that

we as a conmm ssion before we start tal king about
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additional things can tal k about that because | still
feel unresolved but I amvery grateful.

This sounds as though this is a gl obal
criticismof the chapter but | amvery grateful that
i n reading through sonething which was witten, "Al ex,
sone day in the not too distant future you wll be
asked to sign this," that | found nyself saying, "Now,
how woul d | defend to a skeptic the concl usions here
and would | be defending themon the basis that this
iIs really ethically obligatory because it would be
wrong to all ow anyone to agree to other terns?"

DR SHAPIRO Ruth, you may want to respond
to that now or not.

PROF. CAPRON: And this is not -- but ny
point, Harold, is this is not just addressed to Ruth.
DR SHAPIRO Right, | understand.

PROF. CAPRON: This is really to all of us.
DR SHAPIRO But | want to add sonething to

that, whether you are going to respond now or not.

And that is one of the -- | think it is either the
sane or simlar -- or associated notion that Al ex
rai sed.

As | read through this chapter and thought
about justice as reciprocity, which is a principle

that conmes in here, it seened to focus on one | evel of
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conpensation, one type of conpensation, nanely
conpensation providing care, for exanple. And that is
certainly a perfectly legitimte formof conpensation
but | could think of many other fornms of conpensati on.

And | was uncertain really in that sane
spirit that you raised that what was so speci al about
the form of conpensation that was being focused on
her e. That is just a subset of the question that you
are asking.

And, Ruth, | do not want to ask you to
respond now if you want to just hear nore questions
but | want to give you an opportunity if you
would like, and I do not nmean to hold you --

DR MACKLIN. Wt | would like to do is give
a very brief response because it is going to invite
nore di scussion and nore debate and the need for nore
clarification, so let nme be very brief just so we do
not | ose this thread and, of course, we have to cone
back to it and provide nore of a justification.

One -- the -- one question that Al ex posed in
this forumis what is different about doing research
In a resource poor country than doing it here and if
t he researcher says, "Wiy should | do it any
differently there fromdoing it here," goes back to

two prem ses.
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The response has to go back to two prem ses.

The first is that the -- and again we find this --
you nay want to reject this principle but it is in the
-- alot of international guidelines and that is that
research that is conducted anywhere shoul d have sone
prom se of eventual benefit to the people who -- on
whomthe research is conducted. OQherwise it could be
a formof exploitation.

Now when you say, "Well, they have agreed to
it," I mean it -- that -- the analogy there is all you
woul d need for the ethics of research in this country
woul d be people's informed consent to be participants.

What ever the risks and benefits, whatever their
chance of getting any other benefit, whatever el se nay
follow But we know there are nore obligations that
surround research, in general, than sinply the
consent.

So the -- starting wwth at | east one prem se
that research nust be related to the health needs of
the country and nmay have at | east a prospect of
benefitting them since these countries are so poor
they are never going to be able to afford it unless
sone of these are undertaken as obligations. That is
one picture.

Now Len d antz said | ast week and maybe --
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| ast nmonth and naybe we have to get sone docunentation
for this, is he cannot think of any exanpl e of
research that is conducted in this country where

the cl ass of people who are -- fromwhomthe research
subj ects are drawn do not receive eventual benefit
fromit.

Whether it is in the formof insurance,
direct insurance -- | nmean, this is separate from
peopl e's access to health care in a way but whether it
Is fromprivate insurance, public insurance, Mdicaid
or Medicare, this country is wealthy enough, there are
I nsurance schenes in place, and even though there are
different levels and | ayers of access to different
kinds of treatnent by and |arge there is not an entire
cl ass of people who are experinental subjects who
never receive -- as a class of people who never
recei ve any of the benefits and coul d never possibly
either afford themor have them provided by the
governnment or by insurers.

Now that is exactly the difference with these
ot her countries because the entire popul ati on except
for the very wealthy cannot afford it, there is no
I nsurance, there are -- they use the public health
system and the public health systemin those countries

cannot afford the products that are the ones that are
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bei ng tested.

So one has to, | suppose -- and maybe we need
nore of this -- specify what are the differences
bet ween doing research in a wealthy country invol ving
t he popul ation where there is access to health care,
although it is far fromperfect, and the differences
In those countries where there is practically no
access to any of these products?

DR SHAPIRO ~Ckay. There are a |ot of
peopl e that want to speak but | am going to even go
out of order since Eric seens so desperately anxious
to ask a question.

DR CASSELL: Anxious. Anxiety, right.

DR SHAPIRO Anxiety. | amworking as a
physi ci an here now.

DR CASSELL: Ruth, that is a good argunent
t hat peopl e shoul d consi der when they cone to naking
the rules for their country and agreeing to things
with the sponsor but it does not address Alex's
guestion, and that question is nore central. Wat are
we doi ng?

Let's suppose that we took recommendati ons.
W now say, "If you do research this is the way you
must do it." In which case we are back to a kind of

under st andi ng that woul d negl ect what we heard this
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norning. For exanple, the very fact that we are
tal ki ng about the researchers and sponsors | eaves
sonmebody out.

W have al ready heard this norning and we
al ready began to know last night if we had not known
before that there is always the host involved and the
host nmay be neither the researcher nor the sponsor,
and that the host has a say in these matters.

Now have recommendations -- that is what we
are -- | mean, we have reconmendati ons about it.
There are things we want the host to pay attention to
that this country has to offer and so forth.

So | think we have to answer Alex's first
question first before we get into the issues of, well,
what is addressed in that recomendati on, which |
happen to disagree with but that is not the point.
The point is the first thing.

DR SHAPI RO kay. Bernie?

Eric, do you want to put your -- thank you.

You are next, Jim

DR LO To follow up on Al ex's question,
which | think really is an inportant point, | think we
are tal king about different sorts of things that
resear chers and sponsors and hosts m ght owe the

subjects. On the one hand we are tal king about
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clinical care that is not otherw se avail abl e and you
have to provide because otherwise it is kind of
coercive to offer it only in a research context and
then to cut it off.

It seens to nme that could very well be
different than what happens after the trial and down
the road. WII the drug becone available? And I am
not sure we should be sweeping it all together and
sayi ng because we owe sonet hi ng based on these
abstract notions of justice, you owe themthis, this
and this in these different sort of situations.

| would be nuch happier if we sort of tried
to be much nore specific about saying why -- what are
the reasons we think that in the course i medi ately
after the trial or if soneone -- |ike the case we
heard about this norning of the famly did not want to
be in the trial but could not get care for Wabu any
ot her way that you shoul d provide even nonparticpants
in the coomunity basic sort of care that everyone
agrees is effective.

That seens to ne -- the reasons you would
want to do that are sonmewhat different than the
reasons you mght want to say you have an obligation
to try and negotiate access to a drug if proven

effective.
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Gven all the things we heard | ast neeting
about lots of different ways to do it, |ots of
uncertainties, you know, if you negotiate a di scount
or a licensing agreenent you still do not guarantee
access because --

[ Phone ringing. ]

DR LO Wwo wins the lottery this tine?

DR SHAPI RO They got another nunber, Eric.

(Laughter.)

PROF. CAPRON. That is because he turned his
ot her one off.

DR SHAPIRO Yes, that is right.

DR LO It is for you, FEric.

DR SHAPIRO Wy don't we continue, Bernie?

DR LO So | think that, you know, there is
-- there is sone things that you could say to an
i nvestigator you really have control over and it seens
to nme there are other things having to do with the
| ong-term accessibility to the drug that you can only
ask themto do so nmuch

And, you know, the problemw th something
| i ke reasonabl e accessibility is that | do not know
what that neans when it cones to an actual situation
and we heard a lot of things last tinme about different

strategies that seemto be a promse in different
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clinical situations, different countries, different
di seases.

And | just think that we run the risk of
bei ng very sweeping here and sort of not being
sensitive to the real differences in the types of
research in the countries we are dealing wth.

DR SHAPI RO Thank you

Ji n?

DR CH LDRESS: 1In sonme ways relating to the
poi nt that Alex nmade and the invitation he issued to
address sone of the conceptual nornative issues at
work in this chapter, | |ike the general direction
very much. Let ne draw a distinction -- not working
wi th the | anguage of ideal versus obligation but
rat her say between an obligation to soneone and an
obligation to do X, Y or Z

| think one of the things | |ike about this
chapter and the direction it is going is to say that
there is an obligation, a continuing one, to subjects
and others as a result of this principle of
reciprocity or justice reciprocity that operates.

But then nmuch of the rest of the chapter
tries to go out specifying what is entailed by that
obligation by tal king about obligations to do X, Y or
Z.
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Now | guess the major question |I would have
at that point is how we decide that sonething really
Is a specific obligation to do X or Y versus what is
left up for negotiation and it seens to ne this is the
kind of tension that is present in the chapter.

So how |l ong the obligation extends is a
matter of negotiation. Wiether it includes famly
menbers as well as the patient/subject is a matter of
negotiation and I guess we need sonething clear if we
are going to use -- whether we use the ideal versus
obligation or obligation to versus obligation to do X
Y or Z, whatever framework we use here | think we are
going to need to be a bit clearer about how that works
t hrough and then what really is left up for
negoti ati on.

And so | would raise then two possible
matters that could be included here in terns of
continuing obligation just to sort of challenge us and
the witers for the next draft -- and by the way |
echo Alex's strong praise for the work that has been
provi ded.

Dr. Pape said this norning that there is an
obligation to treat diseases diagnosed during the
study. Now we did not cone back and tal k about that

but that was one of -- that was on his slide and it
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was something that was stated as an obligation to do.

Is that the sort of thing that there is a
continuing obligation? D agnosis of a particular
di sease during the study and what are the obligations
of the researcher/clinicians in that regard?

And then -- and one that raises serious
guestions in our own context, what is the obligation
to treat research related injuries that persist past
the study, disability, for exanple.

And so those are sone of the -- two -- at
| east two exanpl es of sonething we m ght consider in
terns of the obligations that m ght continue after the
st udy.

DR SHAPI RO Thank you

St eve?

MR HOLTZMAN: | think this follows on Jinis,
goes to Alex's, as well as your comment, Harold, about
alternative fornms of conpensation, which is sonething
| was trying to raise this norning in the context of
particularly research where there is not a drug
article, and one of ny conments on this, is this
specifically about drug trials or is it about research
per se?

I's it about human subjects research per se?

Is it about in devel oping nations or in all nations,
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whi ch goes to your question about the ability to
consent ?

Wth JimIl would not phrase it so nmuch are we
bei ng normative obligatory versus hortatory. | would
say we probably could all agree with Ruth's
observation that it is obligatory not to be
exploitative. One ought not exploit people. But then
the question is, in any given particular case is it
exploitation. That is another way to phrase it.

And we seemto be pushed in these
recomendations and in the literature that has evol ved
over the years to there having to be an intrinsic
rel ati onshi p between the research and the outcone of
the research or the benefit.

And | think the question is does that
necessarily have to be the case? Is it exploitative?

Is it coercive to offer an alternative benefit in
lieu of the access, say, to the drug?

And | think that is what we are getting at
and it also, therefore, cones to the issue of the
accessibility -- how you are defining the class of
peopl e and what does it nean for a benefit to be
avail able or a different kind of benefit, and that nay
be di stinct anong how you are defining that class of

peopl e.
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Ruth's point was, well, if | define the class
as the U S A citizens, all right, it is generally
available to themin sone sense, right. If ny study
I's of hypertension in Blacks where nost of themwll,
as it turns out, not have access to the benefit, or if
it is of a drug whichis a lifestyle drug where it
will not, in fact, be conpensated for by insurance,
all right, the test subjects will not as a class, in
general, get it.

So | think that there is a couple of
di fferent questions there about the overall conceptual
structure of what constitutes exploitation, which
think again we all would agree that there shoul d not
be exploitation.

DR SHAPI RO  Ruth?

DR MACKLIN  Steve's comment, and | agree
with the factual -- the observation of fact -- forces
us, again as has been raised frequently here, what are
the obligations in this country as well.

Now j ust because we do not do X here does not
mean we ought not do X. So it is not going to be an
argunent that will -- it is not an ethical argunent
that says we do not do X here when ot herwi se we m ght
argue we shoul d be doing X here, so why should we do

it over there.
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So when we see that kind of situation, and if
this is actually an accurate picture of the study of
hypertension in African Americans who then do not have
access to it, then that is an exanple.

| do not knowif | would call it
exploitation. Not every wong is exploitation, but it
Is clearly an exanple of an injustice in studying
sonet hi ng, knowi ng that there is a renedy, if not a
cure at |east sonething that could be beneficial and
not providing it. So it is a good exanple, but it may
do the opposite of what you are inplying.

MR HOLTZMAN: No, | did not nmean to inply
the is and ought, what is here versus -- because |
think it drives you to ask sone nore fundanenta
questions about, for exanple, the trade off.

| nmean, why is it exploitation if sonmeone
comes to nme and says, "You are never going to have
access to this drug but we want you to participate in
this study and in exchange for that we are going to
build a manufacturing plant in your community that
wi Il have jobs available to people.™

Wiy is it that we nmake this intrinsic
rel ati onshi p between the benefit and the
participation? And there is a -- which you do. It is

a gui di ng assunption here and Harol d has raised that
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question. Al right.

And | think what -- and Alex's reflection is
the fact that we do not see that necessary connection
in this country. W seemto be calling for it
el sewhere and it really should drive you back to the
question is that the right connection in the first
pl ace.

DR SHAPIRO Ckay. A lot of people who want
to speak

Ata?

PROF. CHARO | would |ike to add anot her
factor that may or may not fit confortably within a
di scussion that calls itself ethics and that is the
I ssue of international relations.

The reason why research -- nedical research
particularly with human bei ngs, has been singled out
over the years as being so problematic is because
there is an enotional dynamc at the center of it.
Medi cal personnel are perceived as being people who
are caring for you and suddenly in research they are
not necessarily caring for you as their top priority.

So that a relationship that is built on a
trust is one that is now anenable to a sensation of
betrayal. Al right. And if you | ook at the nost

cl assic exanples of scandals in the U S. and | think
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agai n of Tuskegee, we see the enhancenent of that
sense of betrayal when the governnent is part of it
because, of course, the governnent conmes and says we
are here to be your advocate, your protector.

And we have seen around the country now with
t he scandal s over police procedural problens in Philly
and Los Angeles and others, the difficulty that is
created when the people who are supposed to be your
protectors turn out not to be your protectors and,

I ndeed, are the source of your distress. Were do you
go?

W do not expect that every individual in the
world will treat us well but we do expect ideally that
the institutions and the professionals that are set up
to care for us wll, in fact, respond with care.

So when you have this nexus of governnent and
doctors | think you create a situation that goes
beyond the usual rules about rational actors nmaking
aut ononous choi ces because there is an enotional
dynam c that cannot be escaped.

Now when you nove it to the international
| evel | think speaking politically we have got a
questi on before us.

If the United States Government wants to

present itself to the rest of the world and, in
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particular, to the areas of the world that are still
resource poor, in the kind of benign countenance with
whi ch governnment presents itself donmestically to its
citizens here and doctors present thenselves to
patients here, right, if it wants to be perceived as
benevol ent and benign it has to take on the obligation
to avoid creation of distress, even distress that

m ght be justified by autononous rational choices
under |ibertarian theories because the creation of

t hat distress under whatever circunstance wll fee

| i ke a betrayal.

If you want the trust you have to accept the
enhanced obligation in order to avoid creating a sense
of betrayal.

W do not have to take on the task of wanting
to be viewed as benevol ent and benign, but | think
that if you | ook across the health rel ated prograns
that the U S has enbarked upon nost of themreally do
have that as their goal. Certainly sone of themare
politically oriented towards providi ng assi stance for
certain countries for reasons having nothing to do
wi th heal th.

Certainly those of us that have worked a
little bit with AID are famliar with unfortunate

exanples in the past of the intertwining of the health
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care prograns w th other kinds of national security
concerns. | amnot naive.

But nost of the prograns really are created
by and i npl enmented by people who are genuinely
commtted to providing assistance fromthe nost
benevol ent of positions. And | think that very
deci sion creates an enhanced obligation that you may
not have realized you take upon yourself because you
are inviting trust, and people then are at risk of
feeling betrayed.

| do not know that that is an ethics
argunent, Alex, but it certainly is part of the reason
why | have been nore cautious in this area than I am
in others and why | think that, in fact, in the
donestic area | have been as cautious as | have in the
context of other reports dealing with vul nerable
popul ati ons.

DR SHAPI RO Thank you

Rhet augh?

DR DUVAS: Alta's coments have hel ped ne a
| ot because | have been really torn in relation to
this issue and hearing that comment it nakes a | ot
nore sense, the obligations, than they did previously.

So thank you, Alta. | wll continue to think

about it but that makes a | ot of sense to ne.
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DR SHAPI RO Larry?

DR MIKE | think | will talk alittle bit
| onger than | usually do, but the question about what
are we trying to do in this study here. W have
al ready discussed and | think we all agree that, sure,
we are going to treat overseas differently than
donmestic. Wiy are we sitting here otherw se?

But | think our nmost -- our difficulty is
going to be what do we expect out of this chapter, out
of the direction that we are going, and what do we
expect in terns of the consequences of what we then
pr opose.

I think as in all our other studies our
greatest difficulty is going to be between what |
woul d characterize as the generalists anong us versus
the specific -- whatever. You know what | nean. The
very detail ed peopl e anong us.

And | think that is going to be particularly
I nportant this tinme around because | think that the
best that we can expect fromreports such as our's,
where we can be characterized as well neaning
Idealists, is that we set a direction for the ethical
princi ples and which way we want to go in changing the
ethics of the research overseas.

Because | think if we get too specific in
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what we nmean by sone of these kinds of things we wll
be the very ones that researchers and people in these
countries are going to say we are being too
patronizing. |If we get into too nmuch detail over what
we nmean in any of these specific areas we are going to
run into the danger of being well-neaning peopl e but

m sgui ded as far as they are concerned.

So | think that the best thing we can hope
for is that we enhance the issue about the ethics in
terns of the patient side because the researchers can
fend for thensel ves and our charge is really fromthe
research side.

And | think that the best that we can do is
to make enough of a forceful and acceptable and
reasonabl e statenent so what we suggest is a default
position, which is you start fromthis premse and if
you deviate fromit you should have very good reasons
for doing that, and that would be on a case by case
basi s.

What ever we say about there is an obligation
you and | well know that there is no hope that we can
say that that is what you have got to do or else there
IS no such research going on

Sol think it is nore a question of if the

force of our argument noves people along certain
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directions, but then we still have to do that

bal anci ng act because | think if we get too specific
in too many of these areas then we just face the
danger of doing exactly what people do not want us to
do and whi ch ot her people have been criticized for.

DR SHAPI RO Thank you

Arturo?

DR BRITO | had several things to say but |
amgoing to just focus on one point here. The general
sense | had on this, and I want to thank Al ex for
summari zing it so eloquently the way he did, sone of
the feelings | had reading this, but one of the
general sense | had while reading this, is it is a
little bit on the paternalistic bordering on
pat roni zi ng.

And -- because a true coll aborative process
i nvol ves at |least two parties and here we are talking
about a devel oping country and an industrialized
country col laborating on a research project and if at
the very onset it is disclosed what it is that will or
wi Il not be provided, which nmay nean absol utely
nothing after the research is done, should not that be
assumng that there is no human rights violations or
international |aw violations. Should not that be up

to the host country and eventually the individuals
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fromthe host country to nmake that decision?

So we have to be very careful regardl ess what
it is we decide on the specifics, is not to be -- not
to wite this in away that is alittle bit on the
paternalistic side because | think we would get just
as much criticismfromthat end.

DR SHAPI RO Ruth?

DR MACKLIN. Yes. It is dismaying to be
called paternalistic but let --

(Laughter.)

DR MACKLIN. -- let ne say this: The
problemw th preparing a report is that you have to
start sonmewhere and this chapter cones before the next
chapter. The next chapter is going to deal with the
col | aborative process and you are perfectly right -- |
mean, | do not question for a nonent the inportance of
a negotiation and a process by which you have equal
full collaborators.

What this is neant to -- what this chapter
and the question of obligations is neant to address is
what do the rich owe the poor. GCkay. Now sone people
say they do not owe themanything. That is the way
the world is and it is unfair. Gkay. W are trying
to nmake an ethical argunent.

Maybe we are not succeedi ng yet, Al ex.
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But we are trying to make an ethical argunent
that there is an obligation of sone sort that the rich
owe the poor.

Now notice there is no consequence in here.
VW are saying, what do people owe other people. W
are not yet saying or have not said in here, at |east,
that if you are not prepared to honor these
obligations then we, the rich people, will not do the
research in your country or that the research ought
not be done.

So far it is silent on that and | think we
have to await the remai nder of this chapter where we
tal k about the negotiation process and what should go
on.

But | think your point, if this appears
paternalistic now, we need to insert a caveat at sone
poi nt that says that the actual negotiations between
the coll aborating partners, and what we want to urge
Is a full collaboration, is sonething that cones in
t he next chapter.

Now who is doing this collaboration? Quite
clearly the Mnsters of Health m ght have sonething to
do with it and as we heard this norning in Dr. Pape's
el oquent di scussion of how I RBs shoul d be worki ng

t oget her and there should not be the inperialism
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Maybe it is not only paternalismbut also
inperialismof the US. IRBor really the U S. system
saying here is what you have got to stick in the
consent formand here is what you have to do.

So we hope to a -- we not only hope to, we
Intend to address the process of coll aboration and the
equality of the partners in the next chapter but |
take your point, if this nowlooks like it is saying
if we do not -- you are -- we are going -- this is
what we think we are going to do and you do not have a
chance of saying do the research anyway, even if we do
not give you anything in return, but it is well taken.

DR BRITO Harold, can | quickly respond?
It is not a response to that. | just -- | do not want
to seemlike an ingrate to Ruth for the anmount of work
she has put inand | think it is a great -- it is a
great help to us to do this all ahead of tinme so we
can |l ook at these issues. And | did not nean to inply
that it all seened paternalistic.

| guess the way | want to say it is that the
di scl osure -- nmaybe there can be nore focus on the
I nportance of disclosure ahead of tine before the
research projects began is a better way to put it.

Thank you.

DR SHAPIRO Let nme just say | have a nunber
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of others who want to speak, Trish, Bernie, Steve and
Rhet augh, all on this, but | think what | have to say
nowis directly relevant to this.

One of the issues, Ruth, | kept com ng back
toinny mnd as | went through the material here is
trying to decide in ny own m nd whether the obligation
| was concerned with arose out of the feeling of, as

you said a nonent ago, what do the rich owe the poor

And to ne that is a critically inportant
I ssue, but a separate issue in ny own mnd because if
the rich owe the poor anything there is all kinds of
ways to discharge that obligation and we have to be
clear what it is we are trying to solve here. That is
a general problemof the international distribution of
incone. 1Is that a problemwe are trying to solve? O
what is it that we are trying to solve? And it just -
- it is maybe ny own deficiency. | was not able to
really straighten that clearly out in ny m nd.

And then there is -- Alta has raised the
i ssue of there mi ght be foreign policy concerns in
here, that is that we mght want to project an inmage
abroad of sone kind of benevol ence or sonething. |
have forgotten.

Excuse ne, | have forgotten how you descri bed
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it, Ata.

And that is a perfectly legitinmate objective,
too, but it is yet a separate objective. And I think
one of the tricky things here is to keep these parsed
out in a way that enables one to know clearly in any
particul ar situation whether you are neeting an
objective that is intrinsic in the research project
itself, for exanple, or you are trying to make up for
sone international distribution problens you do not
like, or if you are trying to project a foreign policy
stance, all of which are legitimate things to worry
about .

But the question will be whether we will want
to load themon to this particular subject or not, and
| think that is sonmething that is an open issue.

But anyway, Trish?

PROF. BACKLAR | was struck by a coment
that you -- a section on page 5, lines 25 to 27, which
actually answer what Arturo is requesting. You say
here, in a departure fromthe way research in
devel opi ng countries has been carried out in the past,
a true partnership should be forged rather than
approach in which the industrialized country's
sponsors dictate the terns of the research.

| feel alnost as if you took that and put
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that right very close to the beginning you would start
the whol e way of |ooking at this in which when one is
| ooking at one's obligations in a kind of procedural
fashi on that would give you sonme help to get it out in
a way where you are respecting those host countries
and understandi ng the di fferences betwen what we have
in this country and what we owe el sewhere.

DR SHAPI RO Thank you.

Ber ni e?

DR LO | want to try and get back to a
question you raised, Harold, about what is it we are
trying to solve. It gets back to Al ex's question and
Jims question about what is the grounds for these
obl i gati ons.

And it seens to ne we have heard things from
a nunber of the physician researchers that really went
back to this inability to sort out their role as
researcher fromtheir role as physician. And | think
we hear over and over again that | would have a | ot of
troubl e doing a study where they were not going to get
the contraception for 15 years, they were not going to
get the malaria drug for 15 years.

And it seens to ne that what is different
here fromthe donmestic situation is the relationship

bet ween the researcher and the subject. W heard that
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many of these researchers feel that if they are truly
responsi ble they do a lot of basic care for their
subjects. They are the only source of health care.
They feel they nust provide it otherwi se they are sort
of bei ng coercive.

And it seens to ne they are feeling -- one of
the things I think they are trying to say is that they
feel if they have done research, proved it is
effective, and then sort of have to pack up and nove
out and have no way of sort of continuing what they
have done, they feel personally that sonehow the
relati onship they forned with their subjects, which is
really not quite the scientist-participant
relationship, it is nore of a doctor-patient
rel ati onship, that personal interaction that in their
m nds at | east has created sone obligation, whether
that is an ethically defensible position or it is just
an enotional reaction, | think we need to sort out,
but it seens to ne that would take us -- steer us away
fromthe incone redistribution problens, the sort of
political inmage the country is trying to project,
which are all issues that are not just research
I ssues. They are really issues that are nuch, mnuch
br oader .

| think another thing |I would suggest is that
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intrying to sort this out we try and think of case
exanples. | nean, | take Larry's point that, you
know, we cannot get too specific because we woul d be
wong and people wi |l understandably accuse us of sort
of , you know, trying to inpose things when they do not
fit.

But these -- this chapter is marvel ously
clear and logical but it seens to ne it is |acking
sort of the cases, the exanples that generate for
t hese researchers, and | would bet for a lot of the
subjects and a |l ot of the people living in a country,
a sense of betrayal or |ack of trust.

You know, we were in the study, we were not
even told it was effective, we found out fromreadi ng
the New York Tines it was effective, and now 15 years
| ater we still do not have the drug, and they are
asking us to be in other studies. And that sonehow
feels like betrayal or m strust or sonething.

But | think if we put sone exanples in we
m ght be able to better capture what it is that sort
of generates the sense of obligation and then we can
anal yze whether it is ethically sonething we are
willing to hang our hats on.

DR SHAPI RO Thank you.

St eve?
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MR HOLTZMAN. If we had witten a
recommendation that said -- let ne find sone | anguage
-- sponsors and researchers have an obligation to get
i nformed consent fromparticipants, | think we woul d
be very clear we would nean it is obligatory that
there be informed consent. Qherwi se this research
ought not take place, there should not be governnent
sponsorship of it, et cetera, et cetera.

So | took this chapter and the
recommendati ons as putting in front of us paraneters
of that formand the suggestion that international
research ought not be undertaken or sponsored by the
U.S. governnent unless the follow ng conditions are
met .

Al right. 1In other words, justice as
reciprocity or whatever you want to call it demands of
research the following. Qherwi se it ought not be
sponsored, and that kind of |ogic and reasoni ng m ght
be of the formthat A ta introduced.

To the extent that that is the way we are
going to read it, then in terns of Arturo's point
about the negotiation, this defines the franme in which
the negotiation takes place. These are not up for
grabs. The specific formor for how |l ong you get the

drug, et cetera, et cetera. Al right.
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So | think that comes back to Al ex's point at
the beginning, is we need to decide is that what we
nmean. Are we putting the bar here? Al right. And
then we can get into other discussions about whether
it is for the private sector as well.

| think we are going to have to be very clear
then on what kind of human subject research. 1Is it
specifically only drug trials? Are we tal king about -
- you said rich to the poor. | did not see here where
It said to devel oping nations. You know, is it
equal ly applicable if we are tal king about Gernany?

W need to get into the cases because a | ot
of this can nake sense if the paradigmcase in mnd is
sonething like contraception or AIDS drugs in a Third
Wrld country.

But if you are tal king about things which are
not as dire as that where the risk is very, very |ow,
and do we really have the sane exanpl es, sane thoughts
in mnd, or were those alternative benefits that can
ari se. There is a great danger in generalizing from
the nost dramatic cases.

So |l amnot saying it is wong. | think it
has been very well done and crystallizing that in
front of us, at least for ne, is to start to think

t hrough t he cases.
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DR SHAPI RO  Yes?

DR MACKLIN: Let nme just ask --

DR SHAPI RO  Ruth?

DR MACKLIN  -- about that. It is

interesting that the researchers who have cone before
us -- | nean, we could be tal king about epi dem ol ogic
research and then there is not any product or there is
not anything else to bring.

W have to bring bed nets back into this,
okay, because that is sonething, you know -- but what
we have heard, | nean the researchers who have
presented to us at all of the neetings have been
tal king about AIDS, nalaria and tubercul osis. Now
those fall into the exanples you just gave. One m ght
-- arguably even nore dire than contraceptives.

So these are the exanples we are hearing and
this is alot of the research that is being conducted.

| nean, they are not doing research on cures for the
common cold in Mal aw .

MR HOLTZVMAN: Ri ght. And so the
fundanental question | have about this report, which |
asked fromthe beginning, is it about international
research, that is any and all research conducted on
human subj ects sponsored by soneone who is | abel ed

U.S. of any nature, or is it about such drugs in
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devel opi ng countries, and specifically by the
gover nnent .

Because if it is the forner, all right, what
we have heard about represents, | would estimate, |ess
t han one percent of the research that goes on in
I nternational research in human subjects. Wy are we
focused on it? Wat is our report about?

DR MACKLIN. What is the rest of it? |
nmean, | do not have a grasp enpirically or factually
on -- what was the percentage you just gave?

MR HOLTZMAN: What is the United States
CGover nnent budget for clinical trials and conpare it
to the pharmaceutical industry's clinical trial
budget? It is mnuscule. | nean, | have asked this
question a nunber of tines. How many human subjects
research -- people are undergoing international -- in
an international context research, all right, by the
governnment, by the private sector, what is the
proportionality? Al right. Wat are we talking
about? Wsat is the subject of this report?

DR MACKLIN Let ne just ask again. | am
not sure -- | nmean, you have said two different
t hi ngs. One is the percentage -- the budget and the
percent age of the budget that is the governnent or

i ndustry. The other is the type of research. | nean,
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| do not know.

Maybe we will get this information but | have
no i dea what -- what we have heard and what the
researchers who -- the people who have cone and whom
we invited have spoken about is research in these
areas of serious problens -- health burdens in theses
countries. | really do not know what other research
U.S. researchers, be it drug conpany or NIH, are doing
in the other countries.

And t he concl usi ons about what you owe peopl e
afterwards -- | nean, quite clearly if it is
epi dem ol ogi ¢ research then there is no product in the
lucid sense of product. |If it is sonething else |ike
devel oping interventions for safer sex, well then
there is not a physical product but it is an outcone
t hat presumably shoul d be able to be sustained.

DR SHAPI RO Rhet augh?

PROF. CAPRON: Wait, wait. Can we get an
answer ?

DR SHAPIRO | think that is what Rhetaugh
wants to speak to.

PROF. CAPRON. (n.

DR DUMAS: | amnot going to comment on the
previous question and | did not know whether Alta

wanted to answer that question or not about the
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proportion of studies.

PROF. CHARO | wll talk later. | am happy
towait ny turn. It is no problem

DR DUVAS. (kay. Vell, ny concernis --
and | think it piggy backs on what Harold said earlier
-- that inherent in this report and in our discussions
are a nunber of very critical issues that we all care
a great deal about. International relations, the
i nequi tabl e distribution of wealth and resources, et
cetera, et cetera.

The question in ny mnd is do we expect the
research enterprise to address these issues in the
international projects, and I think it is unfair to
expect that these issues can be successfully dealt
wi th through the research enterprise, and I would
think that there is a place for information, know edge
and sensitivity to all of these issues but whether or
not the investigators, the collaborators are to be
expected to deal in great detail with these issues is
sonet hing that continues to worry ne.

DR SHAPI RO  Ckay.

Ji n?

DR CHILDRESS. | think Steve is right to
press the question and | do not think | have an answer

toit but | really do think as a group we will have to
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resolve it in terns basically of the responsible
agents we are tal king about here in the context of
I nternational research

But on his point about obligation -- how did
you state it? Cbligation to get informed consent from
subj ects or not enroll themor not go forward with the
trial. At nbst even in our own society that is a
prima facia obligation because there are |ots of ways
which we specify it, we get third party perm ssion,
when we cannot get consent, we have energency
research, et cetera. So we can always specify it. W
al so bal ance it agai nst other kinds of things.

So even if we were to set it out as a prina
facia obligation in terns of reciprocity, and there
are ways in which we would have to work on it a | ot
nore, and that is why | think the starting point here
is really great in terns of the notion of reciprocity.

But because we start with reciprocity | guess
| was surprised when Ruth said what we are really
concerned with, in effect, was obligation of the rich
to the poor. | do not think so in the context of
reciprocity in research as | think this chapter
already nicely specifies that in ternms of this
particul ar kind of relationship.

And then what we al so have to do there is to
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take into account the particular contours of that

rel ati onshi p, as Bernie has suggested, because there
are certain features of it in particular context that
may hel p us understand what reciprocity involves a | ot
nore than sinply thinking about it as an abstract
principl e.

DR SHAPIRO | want to say sonething but
will not.

Al'ta, you are next.

PROF. CHARO | guess this continues the
reaction to Steve's comments. You know | appreciate
the fact that speaking as a legal nmatter there is a
di stinction between the pharmaceuti cal conpani es as
private sector conpanies and the U S. CGovernnent, but
| think the distinction is not as strong in reality as
It mght seemaccording to certain rules and I do not
know that | would want to divide the world that
cleanly for two reasons.

One, and | will leave -- | nean, certainly
Dr. Pape and Dr. Mal enga and others can speak to this
nore authoritatively, | suspect many people who are
the subjects of research do not nake these
di stinctions.

So to the extent that a sense of betrayal is

considered to be a harmthat we take into account, |
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do not think it really matters who is the sponsor

The second is that realistically when it
comes to major industries there is a very close
working relationship with the governnent. The
pharmaceutical industry ran into difficulties with the
Sout h African Governnent over questions about property
rights with regard to AZT. It was not worked out
privately.

W found ourselves with Vice President Core
| eading up the U S. del egation to negotiate anobng
parties | ooking for sone kind of solution. In other
wor ds, the governnent becane a collaborator in the
form of nediation | ooking for solutions and there was
both a carrot and a bit of a stick going on there.

So | think that we have to treat |arge scale
entities that go forth into the world with this degree
of close partnership with the U S. Governnment as being
necessarily subject to the sane kinds of concerns we
have for formally governnent sponsored research.

| think the problens that are created when
peopl e feel thenselves to have been m sused, whether
or not they technically neet the definition of having
been exploited, will be the sane and we need to decide
real |y whether or not we care about those probl ens

enough to want to nake the burden on the sponsoring
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conpani es and countries substantial when they go in to
do research in these areas.

DR SHAPI RO Thank you

Carol ?

DR GREIDER | wanted to ask Steve a
question, which | think there was sonething that was
not quite resolved in the exchange that went on here.

What | heard you saying to Ruth is that in
your opinion the kinds of trials that we have been
di scussing here is only a very small percentage of the
ki nds of international research that goes on and we
shoul d decide at the outset what we are going to cover
in this report before we start witing it, and I
absolutely agree wth that.

And then | think | heard you say that there
Is alot of other research that is not covered here.
Rut h's response was she has only heard fromthose
peopl e that we have invited but if you only invite
certain people you only hear fromthem

So | want to give you a chance to follow up
because | would like to know what you know and how we
m ght get that information so that we can deci de what
we are going to cover in the report.

MR HOLTZMAN: So let ne start actually --

if, Alta, you thought | was saying there should be a
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di stinction between private sector versus nonprivate
sector, | was not.

| nmean, | have taken as one of the prem ses
of our operation, because | have been hearing it from
t he begi nning of this comm ssion, that we feel that
there is an issue that the Common Rul e and et hi cal
obligations seemto differentially apply to who is the
sponsor. Wereas there is still a human being who is
t he subject and there is sonething fundanmental |y w ong
about that.

One of the things that struck ne as we
enbar ked upon | ooking at the question of international
research, all right, is that nmy hunch was that the
overwhel m ng nunber of subjects exposed to human
subjects research in an international context with
U. S. sponsorship, all right, that the overwhel m ng
nunber of those will be as a result of pharnaceuti cal
sponsorshi p conpanies so that this was a perfect
context to look at that question.

O that we -- you could not ook at this
guestion -- | think Alta nade -- it was the el ephant
with its nose under the tent or | have got the wong -
- canel with the nose or whatever. The el ephant in
the roomthat no one is noticing.

So, Ruth, ny point about budgets, which is a
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way of | ooking at nunber of subjects, is just go |ook
at the clinical budgets of the pharnaceuti cal

I ndustry, go look at the clinical budget of the NIH
and the entire Federal CGovernnent, ask how rmuch is
spent on clinical studies off shore.

And ny gut says -- and | have asked staff for
these nunbers -- it pales -- the governnent's nunber
of subjects that are being exposed to human subjects
research outside the U S. with U S. sponsorship by the
governnment pales in insignificance.

So what is our report about? Is it
I nternational research on human subjects or is it
about governnent sponsored trials of AIDS and TB drugs
in Third World countries?

You are going to draw very, very different
concl usi ons because your paradi gmcases are going to
be very different. W are witing reconmendations
wth the latter in mnd and yet they do not say with
respect to devel oping nations where it is a life-
saving drug, et cetera, et cetera, we are saying any
research sponsor has an obligation that can provide
the benefit free of charge to the participants -- to
the subjects if they can benefit fromit.

That really says that if | sponsor a trial of

a cholesterol lowering drug in Germany, all right, |
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have to participate -- | have to make sure that |
provide the intervention free of charge to the
participating subjects if they can benefit fromit.

Just we need to be clear what we are witing
about .

DR SHAPIRO | wll have sonething to say
about that in nonent and at |east give you ny opinion
about that but let nme turn first to Alex and then
D ane, and then | have a few comments to nake, and
then | want to turn back to Ruth and see where she
would like to direct our attention herself, but first,
Al ex.

PROF. CAPRON: | think Steve has been right
to enphasize this. | found nyself thinking as | was
readi ng these chapters that we needed in the
I ntroduction to say that we had begun this exam nation
broadly concerned about difficulties that the U S.
regul atory structure poses for people doing research
abroad when they have U S. affiliations which require
themto obey the U S. regul ati ons because of those
affiliations.

And that we had then decided to focus in on
the subset of issues that arise nost acutely in
situations in which the research is taking place in

resource poor nati ons.
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And that is what | had assuned that we had
noved to, Steve. Not because in percentage terns it
was the nost significant, and if we do not
differentiate governnent sponsored and privately
sponsored it still is a significant chunk.

It is much nore than the one percent you talk
about even if a lot of research is done with subjects
in Western Europe by U S. based conpani es or
international/multinational conpanies that have a
U S. aspect to them

It seens to ne, Ruth, though, that what |
woul d conclude if | were in your situation having
heard this discussion is that we are inclined to talk
in ternms of obligations or presunptive obligations,
not in terns of supererogatory duties that a virtuous
governnent or a virtuous research sponsor or a
virtuous researcher would foll ow.

| think that is fair, that nost people who
have spoken up have said that. W cone face to face
with this question of paternalismand | think what we
have to acknowl edge is the I RB system and t he Common
Rul e are paternalistic.

They basically do say it is not legitimate in
regulation -- in research that is subject to any of

these forns of regulation to have certain
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rel ati onshi ps in which people are asked to do things
whi ch are regarded by objective observers as being too
ri sky under the circunstances where it nmust be sonehow
they are either not understanding or they are under
sone form of coercion because the rational bal ance
does not lead in that direction even if a researcher
woul d think, gee, I mght |earn sonmething that woul d
be worth | earning, damm the costs.

W have -- | have heard now two rational es
and they are -- they seemto ne different and | woul d
-- | hope that in the next draft you can explore them

One draws directly off of that and it is the
rationale that Alta gave and that | think you al so
gave at one point.

And that is just as we say that the nore
power ful physici an/ researcher should not be allowed to
do certain things which are, in effect, exploitative
of even a consenting subject, and we set certain
limts on that.

So, too, the nore powerful nation, the richer
nati on should not be allowed to exploit, and this is
that sense that Alta says, you know, there should be
sone sense of benevolence in this -- and beneficence
in this relationship.

And as we carry over fromthe nedica
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relationship to the research relationship -- | nean,
there is nothing inherent that says researchers shoul d
be beneficent. There is sonething that says that
physi ci ans shoul d be.

And as we have carried that over so, too, we
are carrying it over in the international context.

And | think that explanation would have to be given
quite fully and it would be particularly inportant
there to follow along the last coment that Alta nade.

Wiy does that apply as nuch to conpani es as
It does to governnents?

And here it would probably get us into sone
of the kinds of things that Harold knows a | ot about,
about regul ated industries.

I nmean, there used to be sone notion of the
burden bei ng i nposed consistent with a fair return on
i nvestnent that a very rich conpany that is nmaking a
| ot of noney off of something has a bigger obligation
than a conpany which -- where the burden you want to
I npose will not be able to run its operation in the
whol e way public utilities were run. A fair return on
their investnent.

This is a very dicey thing when we get into
phar maceuti cal conpanies and so forth because there

are huge argunents about whether they have a very high
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return on investnment or a reasonabl e one given the
ri sk that they take.

So this gets us into sonme troubl ed waters but
that would be, | think, sonething we m ght have to
expl ore.

The other rationale that | have heard is
different and I think that the coments that both
Harol d and Bernie nade are very rel evant here.

Beginning with the notion that it is
unet hi cal to conduct research which with its inherent
risks will not produce a concomtant benefit, we have
added on two further statenents.

One is benefit to whom benefit to the people
who are either in the research, or who are nenbers of
the group fromwhomthe research subjects were
selected. So it beconmes unethical not to produce a
benefit to this group and the second is a benefit of
the particular type that the research is producing,
and that leads us into the real difficulty what about,
as you say, epidem ol ogical research, basic research
and failed clinical studies. Failed in the sense that
t hey have not produced sonething that the sponsor can

use by way of product but nmaybe not failed as science.

I f they have been well designed they have
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shown that this intervention being tested agai nst the
nul | hypot hesis was not better than null or than
exi sting treatnent.

And yet that is good know edge that wll
teach the sponsor or some ot her sponsor com ng al ong
and usi ng that know edge naybe |later on to get a
product and so we have real -- | think we have a real
I ssue in that expansion fromthe basic principle with
which we would all agree that it is unethical to
expose any subject to research for a project that wll
not produce benefit, to then say that necessarily
follows logically the benefit to that group or to that
i ndi vidual who was in the subject of the type -- not
that he got sone paynent, which he can use to feed his
famly or whatever, not that the country benefitted
fromthe infrastructure that was built up, but that
they are going to benefit in the particular way of
getting access to the products of the research.

And | think that really requires nuch nore
justification than it has nowin this chapter

| hope that is helpful to you.

DR SHAPIRO Ruth, did you want to say
sonet hi ng?

DR MACKLIN. Yes. | think this is the point

to notice the follow ng, because peopl e nade sone
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comments here about the use of the term"obligation
and the distinction between being beneficent and
havi ng an obligation or supererogatory or virtuous,

et cetera, and also whether if you fail in the
obligation then it means the research should not be
done.

So let's look specifically at the places
where obligation is stated here because the di scussion
has this usual global quality about the chapter
W t hout perhaps attention to sone of the specific
wor ds.

So the first reconmendation is on page 1,
chapter 4 here, at line 19 and this sinply is the
obligation to disclose. Ckay.

PROF. CAPRON: There is no debate about that.

DR MACKLIN. No quarrel, no deal, no
problem Ckay.

The second recommendation is on page 3 --
at the top of page 2 -- where, indeed, follow ng what
Alex just said there is a very specific, and actually
Jimsaid it earlier, a specific obligation to do X and
to whom X is owed. Very specific.

"Researchers and sponsors have an obligation

to continue to provide the beneficial intervention
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free of charge to the participating subjects if they
can benefit fromit."

Now t he nodel here -- this is where there is
sone attenpt to say sonething about that in the text.

The nodel here is people are sick, you are doing this
I ntervention, you actually cone up with a successfu
product even if it is random zed and sone peopl e get
t he usual thing or nmaybe sone even get a placebo, and
then the research is finished. You reach the endpoint
of the research and it is finished, pack up, go hone,
take the drugs away, and | eave these people still
si ck.

Ckay. Here the argunent is there is an
obligation not to pack up and go hone and | eave these
sick people sick after you have provided themwith a
beneficial intervention fromwhich they have
benefitted and then go away.

So that is that obligation and | nean if
peopl e want to argue against it and say nothing is
wong with that then let's hear the argunent but that
is what this obligation is.

DR GREIDER Wiat is the beneficial?

DR MACKLIN.  The product that is being
studied. GCkay. In other words, you are studying --

DR GREIDER You do not know if it is
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benefi ci al .

DR MACKLIN. No. At the end -- no, if it is
beneficial you do not know that until the concl usion
of the research. Right. A successful product. They
have an obligation to continue to provide the
beneficial intervention. | nean, this is the
presunption that there is sone benefit.

PROF. CAPRON:. Ckay. Ruth, is this --
mean, put this way, is it the psychol ogi cal starkness
of wal ki ng away from soneone who for the |ast year has
done well on your drug?

DR MACKLIN.  No. It is making them worse

off after the research than they were in the research

PROF. CAPRON: In the research but not before
t he research.

DR MACKLIN. That is right. Not before the
research

PROF. CAPRON: And as between --

DR MACKLIN  This draws on Ruth Faden's
presentation if you renenber.

PROF. CAPRON: Right.

DR MACKLIN:.  And which we try to use her
argunents here to say that the obligation is not

sinmply to nake people -- it is not just the
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psychol ogi cal thing here. You nmake people better off
for a while.

PROF. CAPRON: Right.

DR MACKLIN. Ckay. And then you take away
what nade them better. You are naking them worse off
than they were during the research. Now maybe we have
to argue nore what is the relevant conparison before
the research or during the research.

PROF. CAPRON: | nean, | think when we tal ked
about this before | sort of turned on its head the
usual statenent of a Jewish ethical principle that it
Is wong to end even one nonent of one |ife by direct
action because every nonent was precious and | said
what if you thought here that you have said to these
peopl e you have a m serable condition that is going to
kill you. W are able to give you another nonth or
year of life. After that is over your m serable
condition will kill you but we have given you -- each
one of those nonents of that year of |ife we gave you
is infinitely precious.

W have given you sonething of infinite
value. Wat nore can we give you beyond that infinite
val ue?

Now that seens to ne a noral argunent. It may

be one -- | nmean, to ne -- when | said psychol ogi cal ,
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| nmeant it. It would seemto ne very hard if | were
t he physician who was on a daily basis giving soneone
apill, whichif they did not have, | would watch them
wi ther and die before ny eyes. | would have a hard
time to stop giving themthat pill but if --
DR MACKLIN | do not know about that.
PROF. CAPRON: -- but, Ruth, but later in
this chapter you have a situation in which you talk
about the people who are in the previous treatnent
whi ch did not work but who gave as nmuch of thensel ves
and were left no better off at the end of the trial
because it did not work and they are in the next
vill age over, and now you have got sonething that
wor ks, why isn't your obligation nowto run over to
that village and give themthe intervention that you
have now found wor ks?
DR MACKLIN. | put that stuff in this
chapter because you raised it at the | ast neeting.
PROF. CAPRON: Well, | -- but it is not --
DR MACKLIN. That is why it is here.
(Laughter.)
PROF. CAPRON: It is there but its
I ntell ectual consequences are not grappled wth.
DR MACKLIN. Ckay. Al right.
PROF. CAPRON: | nean, | want to know why



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

211

that obligation to a villager who has had this
infinite benefit of a year of greater life is not in a
way | ess than the person in the first village who
participated in equal good faith and has, you know,
struggl ed and just about died, and now you could run
to that village with the drug fromthe successf ul

trial and save that person's life for a year. Wy
isn'"t your obligation to that person even nore? They
never got any benefit.

Just the way we woul d say your obligation to
t he person who was getting the placebo the whole tine.

| nmean, our usual assunption is, if you have been on
a placebo armof a trial we owe you sonehow. If we
found sonething that is going to work, we give it to
you now because you nmade the equal sacrifice and did
not get anything out of it.

DR MACKLIN. So what is probably needed here
s an --

PROF. CAPRON: It is areal dilemma. | do
not have an easy answer.

DR MACKLIN.  Wiat is probably needed here is
sonme kind of -- what is probably needed is sone
further elucidation and grappling with this issue but
it seens to nme, if you will just let us |look at the

next reconmendation, again which tal ks about an
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obligation --

PROF. CAPRON: Right.

DR MACKLIN. -- on the bottom of page 3, top
of 4. (Ckay. W are noving outwardly in each one of
these. Ckay. W got the clear present obligation and
then we have the one to the subjects who have
benefited. Now it is needed again for those who
participated in a trial for alimted tine after the
conclusion of the trial.

Now the limted tinme was nmeant here both to
be realistic and | suppose appropriate in saying
obligations do not |ast forever. They do not |ast for
an infinite time and I do not know about this infinite

PROF. CAPRON: Just to be -- for clarity
sake, you are talking about -- the limted tinme was
you do not need it today but if in the next X years
you needed it, we will come back and give it to you.

DR. MACKLIN. Sonething |like that, yes.

PROF. CAPRON. That is just a scenario.

DR MACKLIN. That is it, yes. That is the
scenari o.

PROF. CAPRON: | amjust trying to clarify.

DR MACKLIN. In other words, they get

malaria. They are in the nmalaria trial.
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PROF. CAPRON:  Ri ght.

DR MACKLIN.  Ckay.

PROF. CAPRON: They are cleared up but it
reoccurs.

DR MACKLIN. And it is cleared up and then
they get it again, and | do not know that nuch about
mal aria but they get it again. GCkay. And the
guestion is, they have been in that trial for a
limted time.

Now the limtation --

PROF. CAPRON: So this is a subset of the
first one without the i mediate sort of -- | was
calling the psychol ogi cal punch. Wen you wal k away
fromthemthey | ook healthy but a year from now t hey
m ght need you agai n.

DR MACKLIN.  No, no. The first group was
not going to be healthy. They are going to get sick
agai n.

PROF. CAPRON: No, no, the first group is the
si ck group.

DR SHAPI RO  Ckay.

PROF. CAPRON: The second group is the one --
the difference is that you are wal ki ng away.

DR MACKLIN R ght.

PROF. CAPRON:  You can | eave them healt hy.
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The question is when they get sick again in a year do
you have to cone back. So it is a subset of the sane
nmoral principle.

DR MACKLIN. Ckay. | think what | was
hoping to do --

PROF. CAPRON: Harold is going to get --

DR MACKLIN: -- what | was hoping to do is
failing and it is failing because A ex responds and |
respond to him

Let ne just say what | was hoping to do in
pointing to the specific recommendations. Ckay.

The di scussion sounded |i ke the obligation
was to provide all kinds of stuff to the country or to
| ots of people in the country but, in fact, the
obligations are quite limted when you | ook at what
the recommendati ons say the obligations are until we
conme to the nost troubling one of all and that uses
the -- still uses this vague | anguage or the unhel pful
| anguage of reasonable availability, and that is the
recomendati on on page 11

And that is where we nove froma direct
obligation to use Jints terns. Were we nove from an
obligation to do X or Yor Zto an obligation to
negoti ate and have this discussion in advance. And

t hen the whol e di scussion that will followthat, is
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t he di scussion of prior agreenents.

So | had the sense that the discussion that
took place in the last 45 m nutes was ki nd of
i ndicting these obligations as being too sweeping, too
gl obal , prom sing too nmuch at the end of research
Whereas, in fact, there is sone very l[imted -- there
are limtations put on every one of the other
obligations until we get to the last one and that is
an obligation to negoti ate.

DR SHAPIRO | have a nunber of
comm ssi oners who want to speak. Let ne say a word
before Diane. | have Diane, Arturo, Eric and Steve on
ny list at |east as of right now.

Let me say a word about this coverage issue
t hat keeps comng up in one formor another and at
| east -- not try to resolve the issue but at | east
share ny concept of what | thought we were getting at
here regardi ng which research we covered, is it just
clinical trials, clinical trials of certain diseases
and so on and so forth.

My viewis that the topic that one begins
with is international research. It includes
everything. Then we may have good reasons -- and we
ought to state them-- to elimnate certain classes of

things and we just ought to really state themearly on
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so we nmake sure we know what we are tal ki ng about.

But | think that it should be as broad as we
feel we can handl e and shoul d include research.

To give you an idea of what | nean, let's
suppose you consi der the foll ow ng divisions as
research in resource rich or resource poor countries,
that is Germany and Canada, or other poorer countries.

Inmy owm mnd, and | amnot trying to --
this is not the conmssion's judgnent. In ny ow mnd
| can elimnate quickly in ny head all the research
going on in resource rich countries because |I have, ny
own view, a very sinple solution to that issue and we
can get it out of the way. That is just ny
perspective and we can tal k about that |ater.

However, when we get to resource poor
countries a whole -- a nuch nore conplex set of issues
conme into play and nmaybe that is where we want to
focus our attention. That is ny view since | think
the other one is so easy to solve but that is an open
I ssue.

So we ought to really find a way to clarify
for ourselves perhaps by the next tinme we neet just
what it is we are covering. | think ny owmn viewis
that we can cover quite a lot and we can elimnate

quite a lot quite successfully w thout just ducking
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and that is really deal with it because | think a | ot
of it is quite easy to deal wth but there are sone
very hard questions |eft over.

| also think that, Arturo, to turn to your
poi nt about -- or other people's point about
paternalism | nean, if there were not a certain
anount of paternalismthere would be nothing for us to
di scuss here, frankly.

And so that | think I accept your point that
we cannot behave |ike we know everything and no one
el se knows anything. | nean, that is a very bad
situation but a certain anount of paternalisml think
is adherent in the fact that we even care about what
goes on sonewhere else and we are just not letting
soneone el se take care of it but we care how we behave
el sewhere or how we export our dollars wth certain
ki nds of conm tnents and so on.

So | think that the -- there is a hard issue,
which is what level is appropriate. | nean, | think
your point is well taken in that respect.

Finally, | think when we cone to obligations,
| have a sense that at one stage or another, and | do
not think perhaps this is a subject at all for this
afternoon, we are going to have to decide whether a

transfer of resources or fulfilling an obligation
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t hrough the provision of health is sonething different
than neeting that obligation in sone other way.

And | do not -- and that is not a topic for
this afternoon, but I think we are going to have to
deal with that in sonme way before we can really
resolve finally some of the issues that cone up in
t hese recommendat i ons.

But let me go nowto the list that is here.

D ane, you are next on the list.

DR SCOTT-JONES. The first question that
wanted to raise is one that Harold has just addressed
and one that Al ex nentioned too, when he was tal king
and that is what the real topic of this report is.

And, as | recall, from previous neetings, |
t hought that we had di scussed that and deci ded t hat
this report is focused on international research that
is of a specific kind and in their first page of
chapter 3, Ruth and Alice say it is research where an
I ndustrialized country sponsors or conducts research
in a resource poor country.

| thought that that was our focus and if it
Is not, | think the report probably does need to be
changed quite a bit but | thought we had agreed sone
time ago that that was our focus.

The second point that | wanted to make has to
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do with the notivation of U S. researchers when they
go to a resource poor country.

Fromthe presentations this norning about
mal ari a, a couple of reasons that were brought up
were, you know, to protect U S. travelers or to
protect the U S mlitary but it seens to ne that at
| east part of the notivation is benevol ence.

It is that U S. researchers want to study a
di sease like malaria where it occurs because it woul d
not be reasonable to study it in this country. There
woul d not be the incidence of it and so forth.

So if one is studying nmalaria one goes to the
countries where nmalaria is prom nent or preval ent and
It seens to ne then that you are then entering a
different context for conducting research than the
context that exists when -- if one were conducting a
study, a basic research study here. It seens to ne
that one then does have these various obligations that
are discussed in this research.

O herw se, why would one go to that country
in the first place when nmalaria is not a serious
problemin the US. for US citizens?

It seens to ne that you have already -- in
going there in the first place -- undertaken a

different set of obligations. |[If not, then the only
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notivation is to predict the small nunber of U S
travel ers who need nefloquine or the US mlitary and
that seens to ne just not a way to interact with
peopl e in a resource poor country.

So | think we need to exam ne the notivation
of U S. researchers for choosing to study a disease in
a resource poor country.

DR SHAPI RO Thank you.

Arturo?

DR BRITO | amgoing to just nake one nore
comrent about the paternalistic comment | nade before.

| amgoing to put it torest. But if Eric is ny
witness here, | had the lines that Trish nentioned on
page 5 about the true partnership being forged
hi ghli ghted and | thought that was a very good poi nt
her e.

My whol e point about the whole thing is to
try to focus nore energy into this partnership and the
di sclosure part of it, not to say that there is not
going to be paternalismand that there is not going to
be obligations that we are going to agree to. | wll
just put that to rest.

The one comment | have about what were the
obligations, the second and third reconmendati ons

about obligations, the one thing that nade ne a little
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bit uneasy on the general termhere, is that if we are
only going to provide -- and we are assumng -- | was
assum ng here we are tal ki ng about resource poor
countries where we are doing this research and
significant research such as malaria, TB, AIDS, et
cetera, is that it nmakes ne a little bit uneasy that

If we are only obligated to provide the care to
participating subjects, then at what point does this
becone a bit on the coercive side or undue i nducenent,
et cetera.

And | know in chapter 3 thereis -- it is
somewhat addressed in here but | just want to nention
that. | think that is something we should think
about .

DR SHAPI RO Thank you

Eric?

DR CASSELL: | wll pass.

DR SHAPI RO Thank you

St eve?

Excuse ne. Trish, did you have a quick
guestion?

PROF. BACKLAR: | think part of the problem
With this discussion is that we are discussing chapter
4 wi thout discussing chapter 3 first and what is

preceding it. Sone of chapter 3 we had read before.
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It still is very useful to |ook at that first and then
go to chapter 4.

DR SHAPIRO W will be getting there in a
nonent .

St eve?

MR HOLTZMAN: | want to thank Ruth for
poi nting out the difference between the different
recomendations. The first two really go to
obligations owed to the particular subject as an
individual. And so | think the question we need to
tackl e there is twofold.

Again it cones back -- if you are really
| ooki ng at these peopl e as individuals, why would we
di stinguish the international fromthe
noni nt er nati onal case because you have really isol ated
themas individuals. |Is there sonething special there
or not?

And then the second goes to the question, not
Is this enough or too little or too nuch, which is how
you took the question, Ruth. Rather it is the |ogical
form of the conpensation

DR MACKLI N: Wi ch?

MR HOLTZMAN: It is about the logical form
of, as it were, the conpensation, that it has to take

the formof the drug itself. Al right.
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When Al ex was tal ki ng about the psychol ogi cal
I npact -- instead of psychol ogi cal because people wll
say we only saw psychological, | think it goes to the
whol e i ssue of neaning and that relationship that Alta
was tal king about. Al right. But | think one can
rai se the question whether it has to take that | ogical
formor not.

And so | think it is inportant for us to | ook
at the individual versus the other ones about where
you do | eave scope for better design of discussion of
what is the best form of conpensation, nunber one.

And then, nunber two, the logical form

And | had another point but | forgot it.

DR SHAPIRO It will come back.

O her questions from nenbers of the
conm ssion on this?

Carol ?

DR GREIDER | just wanted to respond to
what Di ane said about why woul d people go to resource
poor countries to do research. And just to add to the
ki nds of scenarios that you put forth, you can al so
I magi ne that there nay be a disease that is w despread
t hroughout the world, and that devel opi ng sone sort of
a treatnent for that disease, even though it is not

endemc in the United States, may be a good narket for
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whi ch to market sonme sort of a treatnent.

So we are not necessarily just thinking about

the United States treating the United States citizens.

One coul d be thinking about -- | do not know if
malaria is a good case but sone disease that is
wor | dwi de a serious problemfor which you could have a
good market to sell drugs to treat.

DR SHAPI RO.  Tonf

DR MJRRAY: Yes. | hope |l am-- | fear |
may be conplicating rather than sinplifying matters
but since these comments are inspired partly by what
Steve just said and by sone things that Alta said
earlier.

And that is, | believe a great deal of the
conplication in this issue is because, in fact, the
rel ati onshi p between investigator and -- particularly
i nvestigator and subject, but also sponsor and host
community or country, is not a traditional
rel ati onship of contract. It is not a relationship of
wage | abor.

It is a different order of relationshinp.

That is how we have understood the ethics of human
subj ects research for sonme decades. And efforts to
sort of literally cash it out in terns of how can I

conpensat e the subject, never worked very well because
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we are tal king about sonme sort of -- it is a
rel ati onshi p based on things |ike honor and trust
rat her than contract and straight forward wage
conpensati on

And that is maybe one reason why we think
that the drug, if it is an effective drug, to deprive
t hem suddenly of that thing which has been keeping
them alive and keeping themhealthy -- even if we gave
them t he noney cost, you know, or that plus 50 percent
nore, would not be right. It would not be right
because it is that relationship.

| also think that -- and | hope | will be
corrected if | msunderstand that -- that we really
are focused on avoi ding exploitation.

| nmean, that is the -- at |east thene that
has been in ny head the whole tine. And that these
various principles and these argunents are all ways of
under standi ng how, in specifics, we can avoid being in
a position of exploiting sone persons who are | ess
weal t hy, powerful, et cetera.

DR SHAPI RO  Steve?

MR, HOLTZMAN. Carol's comment brought back
ny thought and that is -- | always push for us
t hi nki ng about different cases. It is an old |ine

fromLichtenstein, a one sided diet of exanples |eads
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to bad phil osophi cal disease.

So take malaria. There is no big market for
drugs for malaria in the United States. So the reason
you go there, is that is where the disease is and it
is to treat those people and it is -- that is why
phar maceuti cal conpani es do not sponsor that research

It is not a big market.

That is very different than the case where
you say | have got a potential -- an interesting drug
for the Western market. It is a very risky drug. Let
me go find sonme undevel oped peopl e and buy them off
and test it on them And that is very different
again -- and | can think of an exanple | was recently
exposed to for a bone healing drug for fractures.

You know, -- It is wdely applicable. People
break their |legs everywhere in the world. It just so
happens they found that because there are a | ot of nen
ri ding notorcycles and nopeds in certain places in
Northern Africa, you can really accrue a | ot of
subj ects very, very quickly there.

It is not a toxic drug. You are not doing it
because you could not do it el sewhere. It is just
purely the accrual rates. | think it is unlikely
that, if approved, that drug will be wi dely avail abl e

in those countries because it will be very expensive.
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Is that, therefore, wong? Are they being
exploited in the same way as when you had in your m nd
t he paradi gm case of a drug you woul d never think of
testing on a white nmal e subject so go find sonmeone
else to test it on?

DR SHAPI RO Thank you

Alex, and then | amgoing to turn to Ruth to
see if she has anything she would like to specifically
ask us, and after that we are going to take a break.

Al ex?

PROF. CAPRON: Three quick comments. First
in response to you, Harold. | think it may be
possi ble for us to dispose of the nondevel opi ng nation
I ssues qui ckly, but when we began the report, we were
t hi nki ng sinply about what barriers exist to research
conduct ed across national borders fromU. S
regul ations that are | argely unintended problens.

Not where we say, well, these are standards
whi ch of course nmake sense but -- and, as | recall, we
heard from Tom Puglisi early on that there was only
one institution outside the United States that had a
mul ti proj ect assurance.

In other words, none of the other ones had

ever net whatever standards, and it was in part
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because they did not adopt the Bel nont Report or their
adherence to this or that was unclear. And that seens
to ne sonething that we, therefore -- not at a big
noral |evel but at the |level of what we thought we
were going to wite this report about --

DR SHAPI RO Good poi nt.

PROF. CAPRON: -- cannot dism ss.

Now we may end up saying in an introduction
we t hought we were going to wite about that but it
turned out that, as we |ooked at it, the nore
ethically troubling sets of issues cone when rich
nations, including the U S., work abroad particularly
in clinical trials but perhaps in other kinds of
research, too.

The second point is nmaybe, Steve, if we | ook
at the two recommendati ons on page three that have to
do with obligations to individuals, and if we frame
themw th the follow ng introduction

In circunstances where the majority of the
popul ati on from whom subjects are going to be drawn or
the overwhelmng majority will not have access then
bl ah, bl ah, blah because that does distinguish it. As
Ruth says -- | nean, it may well be that Viagra was
tested on a | ot of people who now do not have any

entitlenment to Viagra under their insurance plans
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because they regard it as a -- | do not knowif it is
a recreational drug or --

(Laughter.)

PROF. CAPRON. -- but it is not for nost

DR SHAPIRO. Do not go there, Al ex.

PROF. CAPRON: -- but for nost of themit is
not regarded as nedically --

MR HOLTZMAN: Do you have a conflict on this
one, Al ex?

PROF. CAPRON: No. Thank you.

(Laughter.)

PROF. CAPRON: Overall our belief is that,
bet ween our public and private prograns, if a drug is
devel oped in nost U S. testing centers, the
popul ation, even if it were a poorer than average
popul ati on that was going to a university center,
whi ch may be a county hospital or a public hospital or
a city hospital, are still likely to get access if a
new nodal ity cones along and is therapeutically
useful. It is probably going to be made available to
them and that may distinguish it. That is equally true
and probably nore true in nost of the devel oped world
that has better health care plans than we do.

But in the underdevel oped world, if the
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governnent of Mal awi could not supply this drug which
we heard about for nmalaria even though it was

devel oped there, then you are in a situation where

t hese obligations cone into play.

Now | am not argui ng whet her they are correct
obligations but it is a way of framng the difference
that may be useful

The third thing is something new which | have
not spoken of before and | just wanted to ask that you
give sone attention to the bottom of page 8  You give
a specific exanple.

You say, "For exanple, if a vaccine trial is
conducted in Uganda, all of East Africa is too |arge
an area, whereas only the trial participants or | ocal
community in which the trial takes place is too small
an area to be ethically defensible.”

Again | come back to the notion of -- | mean,
where does the particular ethic cone fron? If we were
tal ki ng about a privately sponsored trial in another
context, we would ask what is the ability of the
sponsor to bear this burden?

And, for exanple, if | can give you an
anal ogy, in the area of punitive damages, the argunent
about punitive damages, is not that they are tied at

all to the need of the person who has been i njured.
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They are quite separate from any conpensatory danages.

They are supposedly going to be keyed to the
wealth of the injurer so that, if a very rich conpany
does sone bad thing, and a not very rich conpany does
the sane bad thing, the jury is allowed to neasure
punitive damages on a |l evel which will be punitive.

In other words, that will get their attention and you
have to be nuch nore punitive to a very rich conpany
to have any effect.

Well, the sane -- not on the punitive |evel,
but the sane thought would seemto ne to be part of
the notion of ethically defensible. It would not seem
to ne if you are tal king about a snall biotech conpany
that, you know, nmaybe has never turned a profit to say
that they have an obligation to include all of Uganda
as opposed to the village in which the research trial
m ght be -- mght not be ethically defensible because
t he burden woul d be too extrene.

Conversely, if it is Novartis, or sone big
gl obal conpany, maybe they could take on all of Uganda
because the profits that they will be drawing on are
much greater.

So it seens to nme we have to explain when its

ethically defensible. | nean, what is the origin of
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t he nmeasurenent of what is ethically defensible? |Is
It the ability to pay? Is it the burden that woul d be
| nposed?

DR SHAPIRO That is an interesting
guestion. | did not have the anal ogy, which | thought
kind of interesting, that you proposed. | had not
t hought of that at all but I was concerned -- | did
not understand where that phrase canme from but we can
get to that another tine.

Ruth, is there anything you would like to
specifically ask us on this or --

PROF. CAPRON: | have heard nore than enough

DR SHAPIRO Wll, | know you have heard
nore than you want to hear but | nmean that is a
separate issue. | amnot asking that question.

DR MACKLIN. Well, let ne say one thing -- |
want to clarify sonmething. Although this report is
| argel y, and these chapters are prinarily, about
obligations of industrialized countries and rich
sponsors to resource poor countries, it is not -- the
entire report is not and will not only be about that.

One problem has arisen here in that we
started our deliberations and di scussions w th chapter
2. W did chapter 3. W are on to chapter 4. W

never had a chapter 1.
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Chapter 1 is going to set up the probl em and
nowis the tine to wite it so before we neet again
you W ll see chapter 1. And chapter 1 will say anobng
other things -- | nean, it will give alittle history
and a little background -- anmong other things, it wll
say the reasons for the focus on the resource poor
countries and how that is primarily what the subject
matter of chapters 3 and 4 are about. Wen we get to
chapter 5, it will not only be about that because of
what we heard from Dr. Pape this norning when he
comment ed about what the French and t he Canadi ans
think about the inperialismof the U S. in that if
they are one of the sponsors they have to follow the
U S rules.

So the next chapter, which you will see, not
at the next neeting in April but the subsequent
neeting, will be about the collaboration and enhanci ng
col | aborati on.

When we tal k about resource poor countries,
we W ll raise the questions that Arturo rai sed and
consi der the point of not being paternalistic and
having a full coll aborati on.

When we tal k about other devel oped or
I ndustrialized countries, we have to ook at a

situation where OPRR, or whoever the powers that be,
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wi Il not accept sonething that cones even from anot her
country that is very well represented in Stu's chart,
for exanple, as conplying with a whole [ot of very

| mportant regul ati ons.

So we will be tal king about the rel ationship
or the collaboration with other -- with industrialized
countries but it will not be the sane issues that have
been dealt with.

Har ol d asked what | would like to ask from
t he conm ssi on.

| think fromthe first neeting we have heard
calls and appropriate calls for exanples of this, that
or the other thing.

You have got here a phil osopher, bi oethici st
and a lawer, MP.H , working on this wthout the
ki nds of exanples of the sort that Steve gave, and a
coupl e of here that are fromour presenters -- people
who have given testinony, and which we will then try
to incorporate or seek to incorporate.

And what we would like to ask fromthe
comm ssioners i s where rel evant, because | am sure you
know of exanpl es or have exanples -- where you are
asking for cases or exanples, it would be extrenely
useful to us if you could -- you do not have to do

research but, just as Steve gave a couple of exanpl es,
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plug themin so that -- and wite it so that we get it
accurately and do not, you know, goof, so that we have
exanpl es by way of illustration where needed and

desi red.

In other places people are calling for
argunents and one of these people is ny friend and
col | eague, Al ex Capron, who periodically asks for an
argunent or chall enges an argunent, presents a
response and a very good response in a dial ogue that
probably could be and should be witten down so that
we can test it. Ckay.

So what | would like to see -- | nean, it is
in the transcript. Yes. Wuld you be prepared if we
gi ve you the transcript --

PROF. CAPRON: | will be happy to.

DR MACKLIN -- to take out the "ur's and
um s and --

PROF. CAPRON: There never are any.

DR MACKLIN. -- sharpen --

(Laughter.)

DR MACKLIN.  Well, you could use a little
punctuation in there then.

(Laughter.)

DR MACKLIN. But to sharpen the argunents,

and in a way that is directly responsive so that we
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can then do an “on this hand” and “on the other hand”,
and be able then to take sone of the points that are
made here that may get lost. | nean, we do | ook at
the transcript and try to do it but it would be
hel pful if the authors of the argunents could hel p us.
DR SHAPIRO Wwell, we wll -- each of us, |
hope, then take the obligation to do that. And for
those of us that do have experience with being able to
provi de categories of cases that you think are
illustrative, that would be very helpful. | think
that is our obligation to do that. And I encourage
you to just send themin to Ruth, or to Eric, or
nysel f, anyone, so we can put that together.
Ckay. Let's take a break for about 15
m nutes now and then we will reassenble and | ook at
t he chapter 3.
(Whereupon, at 3:15 p.m, a break was taken.)
CHOOOI NG A STUDY DESI G\ ETHI CAL AND
METHODQL O CAL CONSI DERATI ONS

(DRAFT CF CHAPTER 3)
DR SHAPIRO Al right. | would like to go

to the last itemon our agenda today. W wll adjourn
no later than 5:00 o' clock. That is the absolute
outer limts. As | have said on so many ot her days

t hat does not nean we have an obligation to remain
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here until 5:00 o'clock if we happen to run out of
things that are worthwhil e saying.

Let ne deal with chapter 3.

Ruth, is there anything you would like to say
before | turn to the comm ssioners to see if they have
any questions?

DR, MACKLI N No.

(Laughter.)

DR SHAPIRO That is said so full of hope.
Al right. Let ne turn to issues that may be on the
conmm ssi oners' m nds.

Any questions anybody has?

Ber ni e?

DR LO | can testify to Ruth and Alice's
organi zational skills. They sent nme an e-mail a week
ago asking nme to comment in witing on several
questions | had raised. Luckily, I went on vacation
so | ducked that one so they got ne this norning.

| also just want to thank themfor sort of
| ayi ng out the issues so clearly and logically, and
lucidly. | think it is really hel ping us think
t hrough sonme difficult issues.

And what | want to do is offer sone big
picture itens and to save Ruth the trouble of

repeati ng what she said before the break
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Yes, | will in response to ny own questions
about getting specific cases, try and think up sone
specific cases to flesh this out and see how this
m ght work out in different circunstances.

It struck nme as | read it through that this
really read |like a chapter in an epidem ol ogy clinical
research nmet hods textbook. | would Iike to encourage
us to put nore attention to ethical issues into the
chapter, which | think can actually fit very nicely.

| have had ongoi ng concerns about this new
| anguage we adopted of effective -- and | actually
forget what the second nodifier is.

DR MACKLI N Established.

DR LO Established and effective. The two
"E's." Wiat that actually neans and it obviously does
not carry sonme of the baggage that the Cl OVB Hel si nk
| anguage has but it, you know, may not be specific
enough.

To nme there are issues of how do you concl ude
that an intervention is effective. So what |evel of
evi dence do you need?

Peopl e have, you know, very different
standards for what constitutes consistent --
conpel i ng or convincing evidence of effectiveness and

it is actually a -- there are nice discussions in the
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epidemology literature that actually include ethical
I ssues in terns of how certain you have to be, --
where is the burden of proof and issues that | think
really fall under the ethics domain. W should try
and highlight that.

There is a risk that people wll read this to
be a technical decision where, in fact, it is really a
very val ue | adened deci sion, and | would actually
argue that we should try and say that this is not
sonet hing that a bunch of epidem ol ogy "wonks" shoul d
decide. It really should involve the commnity,
potential participants, the host country, et cetera.

| also think it would be good to introduce
t he concept of equipoise in the chapter and use it.
One of the things that is striking, it seens to ne,
about this debate is how readily people who di sagree
wi th soneone el se start pointing fingers and sayi ng,
"You are unethical."

And | think there is a notion, | think,
enbodi ed i n equi poise that there are reasonabl e
di sagreenents and, in fact, they are healthy and, in
fact, are the justification for doing certain kinds of
random zed trials and that we need to give sone
I ndi cation of how you distingui sh reasonabl e

di sagreenents fromethically unacceptabl e protocols.
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| think again the sort of ethical
phi | osophi cal concepts can hel p.

And, finally, | think that we obviously --
this is again an echo of what we saw in chapter 4.
There are a | ot of very tough substantive issues which
| think we want to try and get at -- wth sone
specific cases but also in the absence of being able
to settle those once and for all, sort of procedural
solutions are going to becone very inportant.

| think we need to ask questions |ike who
deci des, what procedures are we going to set up for
deci di ng when sonething is effective or not.

So | think those are the sorts of general
directions | would like to see us head. | think it is
very useful to have all this laid out so clearly but
at times | lost the ethical issues because there was
so nmuch attention to different sort of research
epi dem ol ogy consi derati ons.

And if there is a way of condensing that, or
novi ng sone of it to an appendix and really focusing
nore on our charge, which | think is to highlight the
ethical issues to help people start to think them
t hr ough.

DR SHAPI RO Thank you.

Eric?
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DR CASSELL: | want to pick up on negl ected
e-mails | have witten. But today's testinony nmakes
cl ear once again that whatever we wite here, we are
really witing a tenplate for the devel opnent of
ethical procedures for protection of human subjects in
countries, in which at the present tine, there is not
a structure to do that. There are not IRBs. There
are not trained investigators. There are not people
conmtted to the ideas and so forth.

So that it is very -- | think it is inportant
t hat whatever we do begins to |ay down the nethod by
which we think that will happen, and the exanple |
used was our own devel opnent here and how people -- it
took tine for people to get conmtted to this.

You know, we can set up sonething and the
stricter and nore hard-nosed it is, the |less chance it
has of making itself felt in the host country.

On the other hand, the nore the host country
participates in the whol e process, the nore chance
that in ten years, in fact, good research will be done
that is ethical.

And | think we have to be explicit about how
we think that is going to cone about. How we think
people will learn the procedure that was learned in

this country over the past 25 years.
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DR SHAPI RO Thank you

QG her comment s?

PROF. CAPRON:  Yes.

DR SHAPI RO Al ex?

PROF. CAPRON: Yes. Eric, the notion that
what we are tal king about is evolutionary and we are
trying to set precepts that will |ead to change
agree with, but I think what we have heard repeatedly
t oday, and on previous occasions, were that in many of
t hese countries structures have been created and
people are commtted to the protection of subjects.

The issues arise nostly out of cultural
di fferences. For exanple, the notion of comunity
consent and what that difference would inply. The
exanpl e that we heard today from Mal awi of signing
fornms and what that inplies and so forth.

But | think it would be a mstake if |
under st ood what you were saying to say that the report
Is witten for the situation in which there is no
infrastructure and --

DR CASSELL: On, no, that is not ny neaning
at all.

PROF. CAPRON:  (kay.

DR CASSELL: Actually what you said --

hi ghlights what | do nean. Wen we use the concept of
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person in this culture, we are tal king about a very

di fferent neaning than when the word "person" is used

in other cultures with nmuch stronger comrunity base or
the word "culture" is used in -- "person"” is used in a
-- just to make it sinpler, as it used in upper class

Britain. | nean, there are different things.

What we want to end up with is ethica
research, which is based in the cultures in which it
then takes place, and it is that kind of devel opnent
that has to take place there. W would not cone up
wi th the devel opnents that nmake that possible because
we do not know enough about it, but if we encourage
the participation at every step of the local authority
or the host country then, in fact, we do nmake that
happen.

And, for exanple, if we say so and so it is
obligated, | think any tine we nention it, we always
have to know that there is a sponsor, there are
participants in the research, there is a host country,
these are all active parts of the process, and that
they all have to be present at each tine.

DR SHAPI RO Thank you

Al ta?

PROF. CHARO First, | want to just say that

| was going to nove to a different point so | do not
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want to cut off anybody that m ght want to respond on
this.

I was wondering, |looking at this chapter, on
page 36 there is, | think, a very central concl usion
and reconmendati on about the obligation to provide
menbers of a control group with an established
effective treatnent.

And | wanted to make sure that | understood
what this would nmean in the context of one of the
par adi gm cases, which is the Uganda AIDS trials, the
AZT trials that started this whole debate in the
medi cal journals. As | recall, when Bob Levine
testified in January he cited a host of reasons for
not giving the established effective treatnent to the
control group

Sone of those had to do with the inability to
sustain that treatnent in situ following the end of
the trial

O her reasons he cited included difficulty in
providing that even in the course of a study and in
his assertion that it would have required a change in
-- | think he was citing specifically breast feeding
habits that m ght have been overall to the detrinent
of the health of infants of nothers who were enroll ed.

And | wanted to just -- in light of the
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conplexity of the objections to providing established
effective treatnent in that trial, | would like to
just make sure | understand exactly what this
conclusion neans by testing it against that and maybe
some other cases -- to nake it easy to deci de whet her
to sign on or not.

My inclination is to say yes but -- because |
have al ways been the very protective one but I want to
make sure | understand what | am saying yes to.

DR SHAPI RO. Yes, go ahead, Ruth.

DR MACKLIN.  Yes. W could discuss that
here. | think there is -- we have nade a deliberate
decision not to revisit those trials because it was
so contentious because people on both sides never gave
an inch, even at the end, and people drove in their
stakes in their defense of sonething and coul d not
nove to the m ddle.

It would nake this report nore controversi al

than it already is to revisit -- let ne just finish.
PROF. CHARO | just want to clarify. | was
not suggesting that you wite it in here. | was

suggesting we use it for discussion purposes, not to
use it in the text.
DR MACKLIN. Al right. That is why it was

not used in the text.
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Now there are two ways to go with this. | do
not know how long to spend on it but one way is to
| ook at Bob Levine's coments, each of which has a
response, and the other is to address it nore
general ly.

Let me try the first just to look at it
because there is a response to each of these and
because we heard from Levine and not directly fromthe
opponent in that debate. W did not get the response.

On the breast feeding issue, it happens to be
true of absolutely any intervention to prevent
maternal to child transm ssion, whether it is placebo
controlled, short course, |ong course, established
effective, 076 or whatever that the ability -- whether
it is wthin the trial or followwing a trial, to reduce
maternal to child transmssion is going to be affected
by whet her the popul ation is breast feeding.

So that is a red herring with regard to any
particular design. It applies wwth every design and
it applies follow ng the conpletion of the design.
There i s that point.

On the question of whether or not using the
established effective treatnent in the control arm
will ever be provided after the trial, the question

is, no, it will not but so what. The intervention
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being tested is the one that will be provided after.

So the obligation to do research that is
rel evant to the country and not to testing that wll
never be used, if that is an objection, the objection
does not apply because, in fact, what will be used is
the short course. So, | mean, there are other
argunments for that.

So to use the established effective treatnent
in a control armdoes not require us to be able to
provide that after the trial just so long as you are
testing something within the trial that will be
provided. That is the answer to that part.

As far as the ability to provide it during
the trial, well, of course, all the equipnment and the
I nfrastructure and everything else is brought in for
t he purpose of the trial so it is possible to provide
it. Not if you are going to do the trial in a rural
area where they only have m dw ves and they do not
have hospitals, you know, with all that equi pnent.

But if the question is let's test this on the
rel evant popul ati on, nanely wonen who |ive here, and
see whether or not the short course will work and work
to what ever conparison with the established effective
treatnent, that could be done in the tertiary care

center.



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

248

So there is a response to each one of those
objections. There is not a response or -- | nean, if
the other response is nmade, nanely -- or the other
objection that it will take | onger and you have to
enroll very many nore people and, therefore, it wll
be a longer tine before you will ever be able to
provi de the short course effective treatnent.

The sad fact, as Len @ antz pointed out, is
even in those places where there was no established
effective treatnment, the shorter trial that cost |ess
to do and presumably was going to bring the benefit
sooner, still has not been inplenented in several of
the countries where the trial took place. 1In Cote
d" Avoir in South Africa.

So there are responses to each one of those.
W are going to use this exanple as we did here in
chapter -- which chapter? Chapter 3 or chapter 4 --
by way of brief illustration and we will discuss it in
greater length in the introductory chapter.

But to try to come down on one side or the
other, you are going to lose credibility in this
report with half of the people. So we want to say
that problem pronpted this but we do not want to go
into it nore.

Now | do not know if that is fully
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satisfactory now but that is at | east a response to
what you said Bob said.

DR SHAPI RO  Steve?

MR HOLTZMAN: Ruth, staying on this
recommendation, it seens to ne there were two
different kinds of argunents that arose in the Al DS
case but | think are generic. And the first had to do
wi th whether or not you had to provide an effective --
an established effective treatnment if the provision of
such would nmake it inpossible to actually get a
meani ngful result.

Now t here was great dispute about whether or
not a placebo was necessary for the scientific
validity but putting it aside, the specifics of that
case, should we read this conclusion, this
recomendati on, as sayi ng one nust provide the
effective -- the established effective treatnent even
If the result of that would be to invalidate the
st udy.

You know, you are saying --

DR MACKLIN. Don't we say in here sonewhere
that this depends on the research question and how you
fornmul ate the research question? That is the very
| engt hy di scussion of the superiority design and the

inferiority design that would give rise dependi ng on
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whi ch question you ask.

So surely if you are asking whether the short
course reginen is better than nothing, you are not
going to be able to answer that question if you use
the established effective treatnment in the control
arm

So as Lagakos pointed out, a different
research question that would call for a different
desi gn woul d enabl e you to use the established
effective treatnent, get an answer to a different yet
still meaningful research question.

So | thought that was addressed in there. 1Is
it addressed, Elisa? Maybe we can point out where it
Is in here. GCkay. This is the chapter here.

MR HOLTZMAN. No, | think it is inportant to
make that clear because that was a | arge part of the
argunent. \Where the ships passed in the night was
because there was a di sagreenent over whether or not
you woul d have gotten a valid result with that other
guestion. Ckay. So | think that is -- but to the
second - -

DR MACKLIN It was not clear --

MR HOLTZMAN: Right. kay.

The second is comng back to Alta, which is

the other part of the discussion. Again putting aside
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the Levine specifics, really your argument goes to
essentially the principle of beneficence. Bottomline
on the page before that at 35 you concl ude that

benefi cence demands the provision of an established
effective treatnment. Isn't that a fair way to
characterize the argunent?

DR MACKLI N:  Yes.

MR HOLTZMAN:. Ckay. So | think that perhaps
one -- if one feels that that is not sufficient, one
should present in witing to you the argunents.

(Laughter.)

MR HOLTZMAN.  VWhich | will do.

DR SHAPIRO You are getting the idea,
Steve. You are getting the idea.

DR MACKLIN. Excuse ne. Wen you say not
sufficient, sufficient for what? W are using here
the principle of beneficence as applied to research,
which is to maxi m ze possible benefits and m nim ze
possi ble harnms. That is the principle.

And the application is, given a research
design that provides to the control armthe
established effective treatnent, rather than a
pl acebo, you are maxi m zing the possible benefits.

Now you are going to give a witten reply. |

am eager to see what it wll be.



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

252

MR HOLTZMAN. Yes. It is the other side of
it. | agree that beneficence demands that. The
question is whether beneficence is the rel evant
principl e.

DR SHAPIRO kay. Carol and then Bernie.

DR GREIDER Well, | amalso interested in
what this mght say so naybe we wll hear it at sone
point. | also had sone questions about this
concl usi on and reconmendat i on.

DR SHAPI RO. Wiich one are you referring to
now?

3

GREI DER  On page 36.

3

SHAPI RO, 36.

DR GREIDER  The sane one that we have been
di scussi ng.

DR SHAPI RO Ckay.

DR GREIDER On page 27 you lay out an
argunent -- page 27, line 13 -- suggesting that there
may be ot her considerations, and this one exanple, is
political considerations for how a study m ght benefit
a country. But there may be other reasons besides the
actual science that is going on about whether there
will be any benefit to be brought to people in the
first place.

And it seens to ne that by bringing that up,
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then the argunent that takes place on pages 34 and 35
about beneficence -- that whol e argunent about
practicalities and political realities is conpletely
I gnor ed.

And | felt like there was a di sconnect
bet ween readi ng on page 27 and then reading further to
page 34 that there nay be real reasons why a
popul ati on m ght benefit from sonething where there is
a placebo controlled trial for practical reasons.

| amjust wondering if there could be sone
l'i nking of the argunents that are nade in the earlier
part of the chapter to the conclusion, because |I did
not get to the sane conclusion having read the sane
chapter. | was surprised to see this concl usion
havi ng read what | had read.

DR MACKLIN  Here, | suppose, one has to
tal k about the distinction between a political
consideration leading to a conclusion and an et hi cal
consi deration and what should trunp what. | nean,
perhaps. But there is the political consideration
that is nmentioned here.

| see what you are pointing to but | think
here is where we need to -- we need to -- gently, |
suppose -- say that what people take in advance to be

political -- politically expeditious nmay not turn out
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to be so.

And again the point is that if the Mnisters
of Health or the policy nmakers or whatever, said you
could show that this short course is better than
not hing and, therefore, then we will commt the
resources to provide it, that is a political
consideration that may | ead to the short course
regi nmen.

But then you -- if you are tal ki ng about
practical realities and not just about politics you
have to | ook back and say what, in fact, was done in
t hese countries.

If that was a consideration and that was the
prom se on which the design rested, did anyone cone
through with that promse sufficiently to say, "Well,
now, we got the results. There is a significant
di fference. W now have the obligation to provide
this for our people because we | et these researchers
in here and we supported them and we nmade this
prom se."

So | think what we need to do is sonehow |ink
this political consideration with the actual outcones
and indi cate what --

DR GREIDER | amthinking nore about the

practical. | amthinking about it in terns of sone
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practicalities that, in fact -- you know, no one in
the country has access to the established effective
treatnent as you have --

DR MACKLIN. That is right, but that was --

DR GREIDER -- brought up here.

DR MACKLIN. -- that was not what they were
going to get. Wat they were supposed to get at the
end was the new experinental reginen that was cheaper
and presumably affordable. But if they were not even
given that, when the research design that was adopted
was based on this presunmed political consideration,
then that cannot be a justification for accepting.

Al right. Bernie is going to respond to
this.

DR LO Yes. Let ne try and followthis
i ne of discussion.

| think what is bothering you about the bold
face on page 36 is that, it gets nore and nore
absol ute and | ess and | ess a sense that there is a
di l emma at stake.

You know, | think it is right to say that
benefi cence is one of the fundanental principles of
research ethics. It is not the only one and so we
have got to allow sone situations in which there are

countervailing considerations that are very powerful
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and beneficence does not just mean providing an

established effective treatnent in the control group.

Vell, it does not just nmean what you give for
a control group, but, also, it has inplications for
the scientific and clinical inplications of the
fi ndi ngs.

And | think, you know, one of the issues that
has cone up is that, if a random zed clinical trial
conparing placebo to an active agent shows an
advantage for the active agent, there is no question
that if the study is valid and well done, that that is
an effective agent.

When you do an equival ence trial, depending
on what the results show, it may be uninterpretable
and you could -- it seens to ne it is not unreasonable
to imagi ne a situation where a host country,
scientists, group of scientists, responsible
governnment officials and conmunity representatives if
you could find them say, "That is not the way we want
to commt our resources. W woul d nuch rather not
do the equivalence trial. W would rather do this
other trial and we have thought it out."

So | think with the recommendati on we need

some -- | nean, if JimChildress were here, he would
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sonmehow get us tal king about prima facie.
obligations. Cenerally there is an obligation, but I
think to nmake it sound absolute that you al ways have
todoit, I think, is a problem

Carol also raised a point about the political
I nplications, and you gave the response, but if you
| ook at these placebo controlled clinical trials, the
peopl e do not end up getting the drugs.

It seens to nme that the problemis there may
or may not have been a decision that it was wong to
do a placebo controlled trial but I think the real
problemwas they did not do this prior negotiation
about what happens after the trial is over, depending
on what the results show.

And it seens to ne that if you had that in
pl ace as we are going to get, you know, in the next
draft, then I think that woul d probably take care of a
probl emthat you did not get.

| nean, you can turn it around the other way
and say, "In the equivalence trials, where has that
been shown to really --" where -- is the fact that it
was an equival ence trial as opposed to a placebo
controlled superiority trial, nmake it nore likely that
you are going to get the thing -- | do not think so.

| think we are confusing two inportant but
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very separate issues and | think we should try and
keep the -- getting access to the proven intervention
after the trial separate fromhow you set up the trial
in the first place.

Rut h, you nmade the point that you coul d
al ways change the research question so that the
equi val ence trial will answer the research question.
The problemis, that nmay not be the research question
that is of primary interest.

And | could inmagine, again, a host country
and all the different stakehol ders there saying, "Do
not tell us what is the nost inportant question.” W
saw this with the AIDS conmunity. "Do not tell us
that this is the nost inportant question for us. W
want to tell you what the agenda and priorities are.”

So, again, we can conme out sounding very --
what was the termwe are supposed to use now?
Parentalistic. W can be parentalistic --

(Laughter.)

DR SHAPIRO Alta is pushing this
vocabul ary.

DR LO Cay. |If we say that, you know, we
will tell you -- we so like this equival ence trial,
that we are going to tell you what the research

guestion is that you ought to be asking because we can
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answer it with this tool. | think, you know, that is
sort of flipping.

It seens to ne the research question cones
first and then you figure out is there an ethically
acceptable way to answer it. And if there is not,
then you have a tough choice as to whether you answer
anot her question that you are not as interested in.

DR SHAPI RO Thank you.

Al ex?

PROF. CAPRON. If Steve or others want to
stay on this point | will defer.

DR SHAPI RO  Steve?

MR HOLTZMAN: It is following up to Bernie.

Ruth did not give you a direct answer but if
you | ook on page 35, starting at line 28 with the word
"assum ng," you see effectively the way Ruth wote it,
that there is a prinma facia obligation that only kicks
inif it assunmes that the host country, et cetera, et
cetera. Read it.

Sol think it would be fair to say maybe t hat
shoul d be nore strongly clarified, but | think that
| anguage is there. For what it is worth, | would |ike
to see it.

| will take the responsibility of
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articulating the position that says, okay, it is a
different kind of argunent, which is, it seens just
bl oody irrelevant to provide the standard -- the
establ i shed effective treatnent when they are not
going to ever get it.

And that it is alnost -- the argunent would
go, one is assuagi hg one's conscience in using these
peopl e in research and giving themthis nice better
treatnent, even though afterwards it is going to be
irrelevant to their life situation.

That woul d be the kind of argunent that would
take on the beneficence argunent froma different kind
of --

DR MACKLIN. But, Steve, is the placebo
relevant to their life situation?

MR HOLTZMAN:. Yes, because the placebo is
what is the standard of care in the country. That is
the argunent, Ruth. | will flesh it out but that would
be the argunent.

The ot her question you shoul d think about is,
if the short course fails, do you have an obligation
to give the established effective treatnent to
everyone in the trial thereafter? Because in chapter 4
you recommended, if the short course succeeded that

you did have to give it tothem So it is worth
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t hi nki ng about .

DR SHAPIRO kay. Let nme go back to Al ex.

Is this all on the sane --

PROF. CHARO It is all the sane.

DR SHAPIRO Al right. Let's take on this
Issue if it does not go too | ong.

Who el se would like to talk about this
particul ar issue?

Alta, Carol and D ane.

PROF. CHARO Thank you, Alex. | appreciate

| wanted to build a little bit on the
suggestion that it is possible to discuss this in a
way that allows for situations that are too
conplicated to capture with a sinple rule through -- |
t hi nk peopl e have been calling it a prima facia rule.

| call it the presunptions.

| want very nuch to have a very strong
presunption that established effective treatnent is
the appropriate control and to nake it very clear that
to deviate fromthat requires sonme kind of special
justification. Wich is a sonewhat nore flexible
rul e.

The only fear, of course, is that it becones

t he | oophol e t hrough which you can drive an arny of
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t rucks.

| disagree with Steve.

DR SHAPI RO Convoy of trucks.

PROF. CHARO A convoy of trucks. Thank you

| nmean, | disagree with Steve about the
i rrel evancy here because | think the issue is
discussed -- as | presented it before, it had to do
with the notion of betrayal and on that score the
pl acebo is a feeling of betrayal.

But nore to the point, after this very well
presented array of experinental styles, what has been
shown is, that there are ways to approach the question
of interest in a staged fashion that mnim zes perhaps
t he nunber of people, whoever have to be exposed to
t he starkest kind of protocol. For exanple, the
doubl e blinded placebo control to test efficacy versus
not hi ng.

There is going to be the established
effective, experinental and natural history triple
arnmed study. There are going to be dose response
studies in certain -- | nmean, there are ways that you
can stage things where you begin to get a sense of how
wel | the experinental intervention is working.

And then as a final check, to make sure that

what you have not been seeing is an effect having to
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do with the population right there that has been
I nfluencing the results on all the arns.

When you finally have to do the placebo, you
can probably do it with far smaller nunbers because
you do not need to have statistical significance of
the sanme degree in order to confirmwhat you have been
approaching in a staged fashion.

In other words, | think there is a way to
integrate all of the material before with ways to show
that it should be difficult but not inpossible for
| RBs to cone to the conclusion, and investigators to
cone to the conclusion, that they absolutely have to
forego the established and effective treatnment arm
Ri ght ?

DR SHAPIRO Yes. |In that context | think
flexibility is really quite essential because, just to
take the exanpl e you gave, Alta, the inportance of
tinme affects whether staging is a useful strategy or
not and that would differ -- but | agree in general.
Anyhow, let nme go to the people who are on ny list.
Carol and D ane?

Bernie, you are on the list.

DR GREIDER | like the idea of
I ncorporating sone flexibility into the

recomrendations and | think that Bernie really
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articulated what nmy -- the trouble that | have with
this conclusion as it currently reads, and that is
that it dictates the science by saying that you have
to provide the established effective treatnent because
there may be sone scientific questions where you
cannot then use a different kind of trial and you

m ght not get anything valid out of it.

Sol really -- I like the idea of
i ncorporating sonme flexibility in here.

DR SHAPI RO D ane?

DR SCOTT-JONES:. | just wanted to clarify,
Steve, what you were saying before. And the argunent
that you were saying you are going to present, is that
ultimately going to be an argunent for not doing the
research or an argunent for doing the research and not
provi ding an established effective treatnment to the
partici pants?

| was not clear what you were arguing.

MR HOLTZMAN. | think that the paradi gm case
wi th which this whol e concept cones about, starts with
the notion that there is an effective treatnent
avail able to people in the normal course of events,
such that, if you then put themin a research context,
it would be unethical to subject themto a risk of

har m whi ch t hey woul d ot herwi se not be subject to.
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Wien it is now extended into a context in
whi ch the ordinary course of events would not have
them get the effective treatnent,the question then
becones whether or not there is a special obligation
to nake it available to them because they are in the
research context.

The argunment that is nmade here, is that,
because of the research ethics and the principle of
benefi cence, in order to be able to be ethically
allowable to ask themto participate in the research
this is a requirenment. A question that | think is
reasonable to ask is that the requirenment of asking
theminto research, because there is a departure from
t he paradi gm case in which that requirenent arose,
which is that you do not subject people to harns that
t hey woul d not ot herw se be subject to.

That is the question | amasking. That is
the argunent that needs to be made. It can be
rebutted and people with reasonabl e beliefs can
di sagree about that. But sinply throwing it out, the
way this seens to have done by starting with 1A, which
| think was a -- anyway, that is all | am sayi ng,

D ane.
DR SHAPI RO  Bernie?
DR LO One of the things that is very
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difficult about these discussions is that we never go
back and sort of see how things evolve over tine. So
| want to take you back to different points in tine.
Right after the AZT, the ACTG 186 trial, the U S.
trial that showed that full course AZT is effective in
preventing maternal to fetal transm ssion

Wul d you say that it was established
everywhere in the world or just in countries like the
US ? Ws it unethical, in other words, to do the
first Thai study that was trying to do a shorter
course conpared to placebo? O would we say, no, it
was al ready established because you could do it in the
us.?

There were consi derations about different
viral loads, -- you know, other delivery issues.

The next question is after the Thai study was
done, so short course in Thailand is better than
pl acebo, that is in a nonbreast feeding popul ation.
Ckay. Do those -- is any formof AZT, short course or
| ong course, established therapy in a breast feeding
popul ati on?

You know, Peter Lurie said, "W wll say
absolutely. It is unethical not to give them sone AZT
because you know it works."

QO her people would say you do not know that.
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That we know that HHV is transmtted. You could w pe
out all the effective benefit by the breastfeeding and
you coul d be subjecting nons and babies to risk.

It turned out one of the African studies
showed that the conbination of AZT and 3TC actual ly
causes very rare fatal mtochondrial encephal opathy in
t he ki ds. Now you woul d not have known that if you
had just assuned that this was effective therapy.

So | think that now in retrospect because we
know t hat the placebo study was done, no one -- you
cannot scientifically say that it is an open question
whet her antiretroviral therapy in a breast feeding
popul ati on works. It clearly works in a variety of
Sub- Sahara and African situations.

But can you have said that before that study
was conpleted? And as different studies started
comng in, there probably was a tinme when studies
shoul d have been stopped earlier based on the results
of other studies.

So what nmakes this difficult is that we have
i nformati on now that was not avail able, and | think,
you know, what bothers ne is that it is so easy to
poi nt fingers in retrospect.

I think what we want to say is this sort of

di scussi on shoul d have taken pl ace before the study
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was designed, before it was inplenented at the first
DSMB neeting, assumng there is a DSMB neeting, and
not only after the results were published.

And | do not know if we really want to go
much beyond that, which then gets us in the position
of trying to say, you know, what is a legitimte
scientific disagreenment and what is blatantly
unet hi cal conduct. But | think we have information
now, that was not necessarily available to people
pl anni ng the study or conducting the study, and that
I's what makes this so treacherous.

Thi s phrase "effective and established"
bot hers ne because, | would like to see us, not in the
publication, but just think through for ourselves, can
we agree at what point, |long course or short course
AZT was established and effective in Sub-Sahara in
Afri ca.

DR SHAPIRO As | understand, one of the
things you are saying, Bernie -- | just want to
clarify it for nyself so | can think it through nore
carefully -- is that if you are going to use a term
| i ke "established and effective,” deciding whether it
Is effective is an extrenely sophisticated, subtle and
very often demandi ng thing, over which reasonable

peopl e coul d di sagree at various points in tine.
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DR LO And which has a |l ot of values that
has nmuch to do with considerations of risk and
uncertainty and priorities as is a matter of
statistics.

DR SHAPI RO  Yes.

DR LO | think ny main point is that | want
to see that discussion as broad as possible, and
I nvol ving as many stakehol ders in the host country as
possi bl e.

That is probably nore inportant than trying
to sort out the exact conditions under which sonething
Is really unethical versus just sort of ethically
t roubl esone.

DR SHAPI RO  Larry?

DR MIKE First, | want to apol ogi ze to
Al ex for stretching this discussion before he can get
on to his topic but it seens that in previous neetings
| thought we had cone to a conclusion that there would
be certain principles that we would stick to and even
iIf it meant the research could not be done in a
country.

W seemto be backing off on that. Mybe
this is not the appropriate exanple but | thought we
had forcefully said that. W may still be | ooking

for whatever we woul d back up on that.
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But | just wanted to rem nd the group that we

had made a decision and this particul ar di scussion

says, well, you know, now it seens to ne it is sort of
i ke the research design will influence whether we
will -- what our ethical principle is going to be, to

put it starkly, and that bothers ne a bit.

Because we are al so approaching that from
anot her side which is the suggestion by Ruth and Alice
that we di spense with standard of care and nove to
sone other criteria. 1, for one, would not want to go
back to the standard of care definition for reasons
t hat have been st ated.

And then, third of all, in countering the
what | thought we had agreed on in the past, which was
that there mght be sonme principles that we feel so
strongly about that, even if it nmeant no research,
that is tough in a particular country. |s our
di scussi on that what we are saying here is not
absolute? It is sort of like what | call the default
or prima facia or assunption.

But | look at that froma purely practica
angle. | do not think anything that we say here can
have that rigorousness and that absoluteness in terns
of what woul d be going on in these countri es.

Again | would state that it is the force with
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whi ch we say where the ethical direction should be
headi ng fromthe report that we have rather than
trying to i npose an absol ute which I know woul d al ways
fail in doing it.

So | think we are sort of tal king around and
around and around because we had nmade a deci sion that
we woul d |1 ke sone specific suggestions rather than
waiting towards the end and so we are getting into
t hese specific conclusions wthout the context of the
whol e report as Ruth has said nmany tines.

So | guess that is the tradeoff that we have
had. Now we are di scussing specific things but we are
| acki ng the context. Wereas before we had the
context and not hing specific.

DR SHAPI RO Al ex?

PROF. CAPRON: Well, if Alta had a convoy of
trucks, | have a gaggl e of questions.

On this question that we have just been
tal king about, | want to raise a different aspect of
what | recall fromsome of our earlier discussion, and
ask whether it has a place here, and whether it is
here and | do not see it.

| had thought -- and this is particularly
relevant, | think, to what Steve is going to wite up

-- that one of the argunents that was rai sed was not a
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benefi cence argunment but a deterrence agai nst
exploitation argunent, which is not the sane thing.

And the argunment was that, we did not want to
have a situation in which facing | arge research costs
sonmeone says, "I will go and do the study in the place
where the underlying level of care is the | owest and,
therefore, | have to do the least."

And the insistence that, no, you would have
to bring in the effective established treatnent to
that situation, renoves the incentive to ook for the
poorest country or the least level of care in
sel ecting where you are going to do your studies.

Now that is a deterrence argunent.

It, of course, plays into the question of why
It would be unethical, even with consent, to do the
study in this country once the effective |level of care
has been established in a certain place. And that
goes back, Arturo, to the paternalism argunent.

| mean, we say even if a group of wonen could
be persuaded that this other treatnent mght turn out
to be just as good and be a |l ot |ess burdensone as
well as a lot cheaper, we could not allowit to be
studi ed here sonehow. | amnot sure whether that is
an accurate statenment but | gather that was the

perception at the tine.
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So | hope that sonehow that can get back into
t he di scussion around page 35 and thereafter.

DR MACKLIN. Can | just ask --

PROF. CAPRON: Yes, please.

DR MACKLIN -- Alex --

PROF. CAPRON: Maybe -- is it there?

DR MACKLIN. No. Let nme just ask if that --
if this is the appropriate place -- and what | nean is
this chapter is entitled "Choosing a research design.”

What you raise is a critically inportant question.

W have discussed it. It is going to cone
into this report but I do not think the context here
is the right place for it. In other words, it is not
the choice of research design. It is the choice of a
country. | nmean, when you are saying it is an
I ncentive --

PROF. CAPRON: Well -- but | gather it is at
this point on page -- where we say the principle
benefi cence, blah, blah, blah, entails an obligation
to provide an established effective treatnent.

| nean, it seens to ne at | east a cross
reference to the notion that establishing that
standard renoves what woul d ot herwi se be an incentive
to do the study in the country where you would have to

provi de the | east.
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| nmean, part of it is the choice of doing it
abroad, rather than here, and | gather part of that
argunent is a research design which asks people to
give up an effective treatnment for a life-threatening
di sease, in favor of an unproven treatnent, which on
Its face is designed to be no better than what they
are getting now but nmay be cheaper or |ess burdensone.

In this context it would have been a particul ar
pr obl em

And | just think if that is explored in
anot her chapter, fine. | just think this is a place
to cross reference it.

It becones nore of an issue, Ruth, if Steve
brings his | anguage in here because his | anguage woul d
say there is no obligation as | understand it. Then
you woul d have to say, "Wll, wait a second. Once you
renove the obligation aren't you back on to the risk
of peopl e selectively designing studi es?"

To ne it is part of the design. Ckay.

The second question -- and this is for the
whol e group -- was anyone el se bothered by the
ordering of the material ?

Maybe there were points from pages four or
five, whenever it is you get into the actual design

part of things, through to page 23 or 25 where there
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are occasions to tal k about standard of care or
occasions to tal k about established effective
t r eat nent.

But what | got at the beginning of the
chapter there is this, "Wll, we are not going to use
this," and it is presented as though this is the
| anguage we have chosen, but there is an ethical
argunent behi nd that | anguage.

And, by the way, | like your very brief but I
t hought quite satisfactory, discussion of why we do
not want to use the phrase "standard of care." |
t hought that would really handl e the issue nicely.

But then | amsort of waiting for sone
di scussion of it and instead | amtaken with all these
details about research design, all very inportant and
wort hwhil e, and underrated probably in the overall
literature on ethics, and then finally | get back to
the point at which these other issues becone
pertinent.

And | thought nmaybe since you probably do not
want to put all the ethics in the front, maybe you
want to put the discussion of the term nol ogy cl oser
to the point where you start using the term nol ogy.

If I amwong and that other |anguage is used

in places | just mssed in the intervening -- the
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m ddl e part of the sandwi ch, fine. But | thought that
I f other people are bothered by that, you m ght take
that into account.

Poi nt nunber three. On page 24 -- there is
just one small thing you talk about and it is this
I ssue that we were tal king about in the other chapter.

You tal k about the -- line 14, 13 and 14 and then the
point A on |ine 15, anong the chief considerations
are: (A The research is responsive to the health
needs of the host country.

This is a subtle question but |I wonder if
what we nean is the health needs of the popul ation.
The difference being that the health needs of the
popul ati on are sonet hing which scientists, nedical
scientists, can nake sone concl usi ons about.

The health needs of the host country is a
political judgnment it seens to nme. Now we nay nean
political judgnent, but it seened to ne that, in terns
of scientific benefit, and this is really a statenent
of the basic ethical consideration that there be
benefit, you were really nore tal king about the health
needs of the popul ati on.

That it is wong to go to a group of people
and study themin a way which has nothing to do with

their collective health needs at all and it is one of
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t he argunents about, you know, not doing certain kinds
of cosnetic research on prisoners that they used to do
and putting cosnetics in their eyes |like they were
rabbits or sonething because they were not going to
get any benefit fromit or whatever.

Poi nt nunber three -- and anybody who wants

to say, "Wait a second --" they want to discuss that,
I will shut up and we will have a discussion on the
poi nt .

But poi nt nunber three, on pages 32 and then
again on the point that is on page 34, 33, 34, you
have these statenents about the voluntariness issue as
it relates to the inducenent that is offered.

Let's ook at the one that is on page 33, the
conclusion on 33, 34. The offer to provide nenbers of
a control group with an established effective
treatnment that is unavailable outside the trial does
not constitute, flat statenment, does not constitute an
undue i nducenent to participate in the trial and is,
therefore, ethically acceptable.

| believe that that depends on what are the
risks of the trial. | nean, | can inmagine a situation
in which it would be ethically unacceptabl e because

what you are offering people, the chance to get

penicillin to treat their child' s pneunonia, which is
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otherwise fatal, is so desirous to themthat they wll
agr ee.

But what you are asking themto do is so
extrenely risky in consequence, that it is not
ethically acceptable. That really is the undue
I nducenent. Whereas, if there is a closer
proportionality between what you are offering them and
the degree of risk they are taking then | think it is
right to say that it is ethically acceptable. That
IS one issue.

The other issue is whether it is nostly
hi nged on the voluntariness, which is the concl usion
on page 32, or whether it is an objective statenent
about that relationshinp.

In other words, the question is not that you
are overriding the voluntariness, that it is wong to
put people in that, even if they would know ng what is
at stake, voluntarily go forward. That is to say, it
does not anobunt to a gun to their head but it is wong
for all the reasons of beneficence for a researcher to
put a person in that situation.

| just ask that you consider addi ng sone
notion of proportionality there.

Finally --

DR MIKE Alex, can | just conment on what
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you just said?

PROF. CAPRON:.  Yes, please.

DR MIKE | do not follow that argunent
because what is the case if you do not offer themthe
treatnment -- the established effective treatnment? You
woul d be left wth an unethical experinment where the
risk is large already. So | do not see that
proportionality argunment about bal anci ng the degree of
risk.

PROF. CAPRON. Well, | nean, in the situation
that you pose, | gather the argunment woul d be that
that research should not go forward because sinply the
risk is too great.

This statenent focuses on the question of
whet her we shoul d ever be concerned that the offer of
good care will induce people to do sonething where it
is wong to have asked themto do it and it seens to
me that the wongness, or conversely the acceptability
of that, is influenced by whether or not what you are
asking themto do is in proportion to the good that
you are offering themin the process.

| mean, the whole argunent after all -- no
one of fers sonmeone a $1,000 for a sinple blood draw.
They of fer them $1,000 for going into a -- you know,

one of those oxygen conpression chanbers or sonething
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where there is sone chance of actual injury, let us
say, sone brain injury or something.

And we say, "Well, if that is really very
ri sky, at sonme point it seenms wong to offer them--"
you know, "I wll give you $10,000. | wll give you
$100, 000. You know, go do this." Say, "Wt a
second, that is not -- that is research which is too
risky." The very offer that you are giving themis an
indication that that is too risky.

Here we are dealing with something which on
Its face does not have that characteristic. It is
established effective treatnent that is being given to
people in this country. Qur concern is if nothing
like that is available to the people in the other
country where the research is going to be done, is it
wong to offer it? And on the face of it, we would
say no.

But again | would say, "Wll, but if you are
putting themto sonme very large risk then | think it
is wong to offer it."

DR MIKE But I amjust -- | just cannot --
| cannot concei ve of an experinental design where that
woul d conme up given the degree of risk that you are
worried about.

DR MACKLIN. | agree with what Larry is



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

281

saying entirely. Let nme put it slightly differently.

Even before you get to this point, let's
assune that the well-constituted research ethics
conmttee, the IRB, has to | ook at the risk/benefit
ratio. They justify the research on the grounds that
the risks are reasonable in light of the benefits to
the subjects or others. Even if the risk is high,
they have got to determne that the risk is
reasonabl e.

So it has already been established that the
risk is not too great a risk to subject people, so the
guestion is what then does providing the established
effective treatnment -- what nore does it do to create
a probl em of inducenent than the very fact that you
have that risk? It has already been decided that the
risk is not too great to carry out the trial and that
was done precisely because whatever benefits were
there justified the risk.

So again | cannot conceive -- | nean, | am
right with Larry on this one. | cannot see what nore
you - -

PROF. CAPRON: (Ckay. Let ne -- on that one
will try to work out sonmething for you because it is
not -- and if, what | try to do does not work because

the safeguard is already built in, then | wll agree.
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The final question that came up fromDr.
Pape's testinony this norning, the situation that he
descri bed where he was unable to participate in a
research trial in Haiti on the effects of a drug that
was being given for TB, which was not approved for use
in the United States.

| just wonder as a factual matter and
t hen, dependi ng on what the answer is, as an issue for
us to examne, is that generally true? That is to say
that, if a US. researcher has set up a collaborative
rel ati onship with sonmeone abroad and that researcher
says, "I think we should study X, Y, Z " that the U S
researcher cannot be involved in the research if it is
a substance which is not approved in the U S ? No?

DR SHAPIRO | think that was a case of the
sponsor having the rule, right.

PROF. CHARO He did not give us enough facts
to be able to sort it out. There were questions. Ws
there an IND or not for that drug? Wat were the
Cornel I rul es?

DR NEIBERG | amPhil Neiberg. | am
currently a visiting scholar at the University of
Virginia but actually ama CDC enpl oyee. M
understanding of this issue is that an IND is required

if an investigator will eventually wish to use the
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data for marketing purposes in the United State but
that there is no primary obligation to have an IND in
pl ace for an investigator to study a drug sone pl ace
el se.

PROF. CAPRON: So that whatever the problem
he was descri bi ng, he m sunderstood the objection of
Cornell or Cornell raised an inappropriate --

DR NEIBERG There is a popul ar
m sconception about this. | think a lot of |IRBs
m sunderstand the regulations. W have had to clarify
It a nunber of tines for international research about
what -- for drugs -- for issues -- interventions where

there was no intention to use it in the United States.

In talking wwth the FDA, their point is, if
you do not want to use this intervention in the United
States, if you do not plan to submt a proposal, then
-- we are not interested in having an IND for it.

PROF. CAPRON: Well, given -- if part of what
we al ways are | ooking at as our audience are | RBs and
if, as you put it, this is a popular m sconception or
m sunder st andi ng, then perhaps sonewhere we shoul d
note it as a problemif other people -- in a
circunstance --. | gather that he was pl eased that

eventual ly the research was done in another country
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and the result was to show that this was a drug you
shoul d not be using on AIDS patients because it had
this or that incidence of this undesirable side
effect. | assune that there is sone other drug that
could be used for TB that did not have that
consequence.

DR NEIBERG Yes, there are alternative
drugs. | agree this is sonething that woul d be usef ul
for you to have a clarification fromthe FDA so it
gets into the public record.

PROF. CAPRON: (Ckay. Thank you.

DR SHAPI RO Thank you.

Di ane?

DR SCOTT-JONES: | had a comment to Alex's
first point and so | hope | can renenber it fromthe
notes that | took

Al ex was responding to the concl usi on and
recommendati on on page 36 and he tal ked about what
woul d deter a researcher fromgoing to the very
poorest country to conduct a study.

And | believe Ruth responded by sayi ng that
that issue did not really belong in this chapter and |
wanted to suggest that the issue of the choice of
country mght fit very nicely on page 23 under the

headi ng of the popul ati on.
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As witten, that really does not nake any
specific comments on doing research in an
I nternational context. It just tal ks about how you
woul d choose participants for a study.

And | think Al ex's point about --his nore
general point about how a researcher chooses a
country, and thus a population for a study, really
would fit very well here.

And | would also like to say that | |ike very
much the | anguage that is used here. The word
"participants" is used instead of subjects. | think
that is very nmuch preferable throughout to use the
word "participant” instead of subject.

But nmy bigger point was that | think what
Al ex tal ked about, about choosing a popul ation or a
country would fit very nicely there in that section.

DR SHAPIRO | think one of the issues you
rai sed, Alex, was, | think, imagining a case where
sonmebody went sonewhere because it was the | east
expensive place to do it or sone vocabulary to that --
and you wanted a deterrent agai nst that.

| have been trying to work exactly that issue
t hrough ny mnd and I have not succeeded yet. But |
started off with a bias only an econom st woul d have,

whi ch woul d say, "Well, you know, what is wong with
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that?" | mean, you know, we nake sneakers in Shanghai
I nstead of Peoria or sonething.

PROF. CAPRON: But we do not want sweat
shops.

DR SHAPIRO Yes, | understand. And so it
cannot be sinply that it is the | east expensive. It
has to be sonething else that is there. But | was not
sure that | understood what you said.

PROF. CAPRON: But, you know, what | was
trying to say was, -- suppose we were to be convi nced
by Steve that his basic version of the reconmendation
was the -- or conclusion was the right one, not the
one that is here. Then |I think we need to address the
I ssue which woul d be now that we have renoved any
requi renent, any obligation --

DR SHAPIRO | agree with that.

PROF. CAPRON: -- what is to keep people from
doi ng that.

DR. SHAPIRO That is right.

PROF. CAPRON: | think in chapter 4 we nmay
tal k about -- this issue of researchers -- if we
create an obligation to provide after care -- say,
well, if it goes to the country, | amgoing to pick
the small est country around because that will be the

best way -- better -- you know, better Malawi than
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Zaire or sone other |arge popul ation.

DR SHAPI RO Ckay.

PROF. CAPRON: So | nean these issues cone
in. | think we can live with that version but the
noti on that you would seek the country in which the --
now !l amtrying to avoid the word "standard of care"
but the level of care there is the nost basic and
primtive so you can go in and say that is the
pl acebo, now | amjust doing it --

DR SHAPI RO | understand that.

PROF. CAPRON: Isn't that an argunment? |
nmean, it is precisely because the econom c incentive
woul d be in that direction that the norals operate as
alimt on --

DR SHAPIRO Right. So you have to specify
what ever noral constraints you want.

PROF. CAPRON:  Ri ght.

DR SHAPIRO | agree with that.

PROF. CAPRON: And you do not do that sinply
on the basis of beneficence but keeping people from
acting on their econom c incentive.

DR SHAPIRO Solely on that.

PROF. CAPRON: Solely on that. Solely on
t hat, yes.

DR SHAPIRO kay. There are a nunber of
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peopl e who want to speak now.

Rhet augh, then Di ane, then Steve.

DR DUVAS: No, | do not have anyt hing.

DR SHAPIRO. | amsorry.

DR DUVAS. | was just exercising ny arns.

(Laughter.)

DR SHAPI RO Thank you

D ane, then Steve.

DR SCOTT-JONES: This is just a brief
followup. | just want to try to say again that this
I's very nuch a design issue, how you choose the place
you go to do the study. For sone people it is because
you nmet sonmeone fromthat country or you have a former
student who is in that country. But it really should
be a design issue and there should be a strong
rati onal e for choosing that particular country, and |
think it should be addressed here.

DR. SHAPI RO Ckay.

St eve?
MR HOLTZMAN: | agree there should be a
di scussion about -- just as we have tal ked in the past

about not going | RB shopping, not going country
shoppi ng. However, just for what it is worth froma
realistic point of view, Alex, if it cost ne $10, 000

per subject in aclinical trial, the test article, be
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it the accepted candidate, is probably 10 bucks. That
IS not going to be the driver of choosing a country.

MR CAPON:. But in the kinds of cases that we
are tal king about, fromwhat | have understood, that
really is not the issue. | nean, if you could provide
no care as the standard of care versus bringing in
generators to run refrigerators, having a whole
squadron of nurses, purifying water so that the
formul a can be given, get the wonen off breast feeding
and into fornula feeding, you are talking --

MR HOLTZMAN: That is a different --

PROF. CAPRON: -- you are tal king about a
huge di fference --

MR HOLTZMAN. -- that is a difference.
Ckay.

PROF. CAPRON: -- in the cost of running a
control group

MR HOLTZMAN: Ckay. |If you are putting in
all that. | amjust saying -- let's be clear on the
cost of the actual test article and the drug itself.
If you are the manufacturer, it is next to nothing
conpared to the cost of the trial

DR SHAPIRO  Eric?

DR MESLIN | just wanted to pick up on a

conversation that Bernie Lo and | had at a break and
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ask whether he is prepared to say a bit nore about it
for the comm ssion's benefit. It relates to his
concern about the relationship between ethics and
science in choosing a research design

It occurred to ne that hearing Al ex's
coment s about putting sone of the ethics a little
earlier, that sonewhere around page 3 preceding the
section that begins on |ine 12, research design
nmet hodol ogy, m ght be the place, Bernie, a discussion
about equi poise and sone of the literature that cones
fromthe phil osophy of science, and el sewhere about
the relationship between scientific validity and
scientific value, mght be hel pful.

| do not know whet her Al ex and Bernie woul d
agree to that but | thought your comments at the
coffee table were very hel pful and that m ght be a
pl ace to put that issue.

DR LG | think it would be good to nove the
ethics sort of higher up and give it nore prom nence
because | think the audi ences that are going to read
this, alot of themwll -- | nmean, very few people
real ly understand the ethics. A lot of people think
they do but that is what they need to | earn.

| think a |ot of the epidem ol ogy depends on

what background - -
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[ Background noi se. |

(Laughter.)

PROF. CAPRON: Turn your tel ephone back on.
It is quieter.

(Laughter.)

DR CASSELL: It was not a commentary under
di scussi on, Al ex.

(Laughter.)

DR SHAPIRO Ckay. Bernie, | amsorry. |
apol ogi ze.

DR LO There is a fairly thoughtful
di scussion actually nostly in the epidem ol ogy about
how you deci de when sonething is proven effective.
Actual Iy, w thout necessarily using the ethical
term nol ogy, they really discuss where reasonabl e
peopl e m ght disagree. You know, Alvin Feinstein has
very ni ce di scussions over fastidious people who say,
"The study has to be done in patients exactly |like ny
patient,"” and others say, "Wll, ny patients are kind
of different fromthe patients of that study but they
are not so different that the conclusions do not
apply."

There are cultural differences. The
Anericans tend to be nmuch nore rigid about how siml ar

the study -- the population of study is to the
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popul ati on you are going to extend it to. Wereas,

t he European say, "That is silly. Just include
everybody in your study. GCet 10,000 patients. Do the
study real quick with sinple endpoints and you know it
generalizes to everybody."

Wiereas, the Americans do it with such a
sel ective group of people, they do not really know it
applies to nost people in a popul ation.

You know, there are inplicit ethical
argunents there about how you value different types of
I nformation, -- how you wei gh evidence and what degree
of certainty you want. And it seens to ne those al
are sort of ethically, you know, very |oaded and rich
concept s.

DR SHAPI RO Thank you

Eric, is there anything el se?

DR MESLIN  No.

DR SHAPIRO  Any other comments this
aft ernoon before we adjourn?

VW reassenble tonorrow at 8:00 o' cl ock. W
have a second day syndrone whi ch seens to nean 8: 00
o' cl ock nmeans 8: 30.

DR MESLIN. This time we cannot do that
because we have guests at 8:10.

DR SHAPIRO | was about to say. W have
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guests early so just in view of their acconmodati ng
our schedule, I would ask you to be here as soon as
you can.

Thank you very much. W are adjourned for
t oday.

(Whereupon, at 4:51 p.m, the proceedi ngs

wer e concl uded.)

* % * % *



