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PROCEEDLNGS
QPENI NG REVARKS

HARQD T, SHAPIRO Ph.D_
DR SHAPIRO Okay. | will call the neeting

to order.

| want us to get underway as soon as possible
since we have guests here this norni ng who have been
ki nd enough to cone at particular tines and | do not
want to keep them waiting.

In any case, we are all |looking forward to
their contribution to our thinking on the particul ar
| ssues that are before us.

The agenda for the next day-and-a-half focuses
on the first day, that is today, on ethical issues in
i nternational research that, indeed, will take up all of
our time today.

Tomorrow we Wi ll be returning to the Oversi ght
of Human Subjects Project, which is a |arge project that
conmes right after this one, at least in the tine
schedul e of our reports.

The di scussion this norning will be primarily
focused around our guests -- we have visitors who wll
be here -- and our interaction with their presentations
and our interaction with them although we will begin

with a few updates on where projects are.
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Most of the discussion anongst ourselves wll
be coming on later on today sone tinme after |unch.

So with that, et me turn to the mke over to
Eric to give you any brief update he has before we turn
to Ruth and Alice to see -- get a brief update fromthem
on our International Project.

Eric?

EXECUTI VE DI RECTOR s REPORT
ERICM NESLIN Ph D

DR MESLIN  Just very briefly | wanted to
wel cone everyone and |let both the comm ssioners and the
public know that a new staff nenber has joined us, Ellen
Gadboi s, who is here, and | wanted to wel cone her
officially to the NBAC staff.

W are | ooking forward to her assistance and
you will be hearing nore fromEllen later on in our
del i berations over the next couple of nonths because her
expertise is in public policy and science policy. She
has recently joined us from Senator Kennedy's staff.

DR SHAPI RO Thank you.

Let's go then directly to Ruth who will give
us a brief update or overview of the work done to date.

Rut h?

ETH CAL 1 SSUES | N | NTERNATI ONAL RESEARCH
OVERVI EW OF WORK TO DATE
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RUTH MACKLIN, Ph D
ALBERT EINSTEIN COLECE OF MEDI Cl NE
DR MACKLIN. Ckay. Thank you very nuch and
apol ogi ze to the conmm ssioners for ny absence |ast tine.
| read the transcript in detail and was sorry

that | could not have been here to put in ny two cents.

DR SHAPI RO You get four cents today.

(Laughter.)

PROF. CAPRON: Too | ate, Ruth.

DR MACKLIN. Ckay. Well, we will cone back
toit. We will cone back to it.

As you can see fromthe nenorandum at Tab 2A
in the briefing book, we are nore or less follow ng the
outline, which has not yet been revised but may still be
subject to revision. That is the tentative outline,
chapter outline for the report.

So at the Cctober neeting the informed consent
di scussion is intended to conpri se one chapter and
follow ng the discussion Alice and | prepared a -- put
t oget her what was a background docunent along with the
findings and recommendati ons that were discussed at the
Cct ober neeting and those were nmerged or nel ded.

And, as you can see, they are not on the

agenda for this discussion for today's neeting, this
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nonth's neeting, but they are in the briefing books and
we are seeking feedback because the next step is, of
course, fleshing it out and witing a chapter, which
will then be brought for the usual eval uation and
editing of the chapter by the conmm ssioners.

So we are, hopeful, that you will nake
comments. | guess the electronic way is the best way so
everyone can see everyone el se's coments and then we
can get to the task of actually fleshing it out and
witing that chapter.

The neeting this nmonth is devoted to what is
expected to be the next chapter of the report, Chapter
3, on risks and benefits and sone net hodol ogi cal
guestions that raise ethical concerns and, of course, we
are just beginning that process.

In the hopes of trying to resolve what are
sonme controversial questions we have prepared sone
propositions, as Trish Backlar told us last night, in
mul tiple choice form it was not neant to be a test but
It was neant at |east to get our thinking going and see
where there are agreenents, disagreenents or
uncertainties about sonme of the central propositions
regardi ng risks, benefits and obligations to subjects
that will formthe basis for that chapter.

We are in the process now of putting together
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t he agenda for -- and seeking panelists and testinony
for the January neeting and that is pretty well in
pl ace, and that will follow the next chapter, which is
entitled "Qoligations to Subjects or Obligations of
Researchers to Subjects and to G hers.” So we wll hear
nore about that as we nake the agenda final and then we
have to nove into February.

Qur hope is that follow ng these neetings with
t he feedback that we are urging you to provide we will
begin to have drafts, if not of entire chapters, of
portions of chapters based on the discussions at these
meetings and at the testinonies that are provided by the
experts.

So | think that brings us up to the present.

DR SHAPI RO Thank you very much.

W w il have, of course, plenty of tinme |ater
t oday subsequent to the input we will have from our
panelists and material that Ruth has al ready provided us
under Tab 2F, which is, | think, entitled "Assessing
Ri sks and Potential Benefits: Ethical Aspects of
Research Designs.” W wll have anple opportunity to
get back to that.

| hope we will, also, have opportunity for a
limted anmount of time to | ook at the inforned consent,

revi sed i nforned consent, proposed findings and
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recommendat i ons.

VW mght be able to give sone initial feedback
to Ruth and her coll eagues on that as well. That wll
be a second priority today but | hope we will find at
least a limted anount of tine for that.

Rut h, thank you very nmuch and thank you for
all the nmaterial we have been receiving in this area.

| would like to go nowdirectly to the -- our
first panel in which we have Dr. Walen and Dr. Wl fe.
If they could -- Dr. Whalen is here.

Thank you

First of all, | want to express our thanks to
both of you for being willing to cone here today and
address these issues.

Dr. Wl fe, welconme back. | know you have
spoken to us before when we began thinking about this
project. So thank you very nmuch for com ng agai n today.

| amgoing to go just in al phabetical order if
that is -- though, you are probably both used to being
last in line --

(Laughter.)

-- inthis way. There is a nice thing about
| exi graphical order. | nean, you usually can make way
even within the Ws.

But in any case, Dr. Whalen is professor of
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epi dem ol ogy and biostatistics at Case Western and we
have distributed his CV to you. He has had obviously
very extensive experience in an area which we are very,
very interested in.
So, Dr. Walen, | wll turn it over to you
first. Thank you very much for being here today.
PANEL |: RISK -- BENEFIT ASSESSMENT
LN | NTERNAT] ONAL RESEARCH
CHRI STOPHER C. VWHALEN, M D,

CASE WESTERN RESERVE UNI VERSI TY
DR VWHALEN: Thank you very nuch.

| would like to thank the conmm ssion for
inviting me to testify regarding the risks and benefits
of international nedical research

DR CASSELL: Can you lean into that
m crophone a little bit nore?

DR WHALEN:  Ckay.

DR SHAPI RO Sonetinmes you have to sort of
behave |ike a rock star at these neetings.

DR. WHALEN: | have never been a rock star
bef or e.

DR SHAPI RO Neither have any of us. W are
| ear ni ng.

(Laughter.)

DR WHALEN: Ckay. Fine. And then | wll
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need overheads in just a mnute.

My comments will focus on the risks of placebo
trials and the difficulties of applying uniform
standards of care.

Il will illustrate ny points by draw ng upon ny
experience fromresearch studies on tuberculosis and HV
i nfection.

DR MESLIN. Dr. Wualen, | still do not think
your mike is on.

Can we make sure that his m crophone is on,

pl ease?
Sorry to interrupt you.
DR. WHALEN: M apol ogi es.
DR SHAPIRO It is our fault. Not your's.
DR WHALEN: | think | hear it now Al
right.

DR MESLIN  Thank you.

DR WHALEN:. MWy comments will focus on the
ri sks of placebo trials and the difficulties of applying
uni form standards of care in an international setting.

Il will illustrate ny points by draw ng upon ny
experience fromresearch studies in tuberculosis and HV
i nfection performed in Kanpal a, Uganda.

Il wll first reviewthe natural history of

t ubercul osis by way of background because of the
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conplexity of the issues and then turn to the detailed
di scussion of two studies and the ethical issues
surroundi ng them

So if I can have the first overhead.

(Slide.)

Tubercul osis is a di sease caused by
nycobacteriumtuberculosis. It is estimated that one-
third of the world's population is infected with the
organism Six to seven mllion cases of tuberculosis
di sease devel ops each year and 2.5 mllion deaths are
attributed to the disease.

There are two states in the natural history of
tubercul osis. Follow ng exposure individuals becone
infected they are healthy and not contagi ous. The only
way to detect that a person is infected is through the
use of tuberculin or PPD skin testing. About ten
percent of infected individuals go on to devel op
di sease.

Hal f of these cases develop within two years
of infection and the remai nder develop later in life.
Sonetimes after decades of latent infection. It is
active pul nonary tubercul osis, the pneunonia, that poses
the greatest threat to individual and public health
because it is the nost common form of disease and by far

t he nost cont agi ous.
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(Slide.)

Four strategies are used to control
t ubercul osis. Passive case finding and proper
treatnent. Preventive therapy or treatnent of
t ubercul osis infection. BCG vaccination of children and
envi ronnental controls.

The key strategy is the first. The
i dentification and treatnent of infectious cases of
tubercul osis. National tuberculosis control prograns
t hroughout the world, including the U S., place this
strategy as first priority. Preventive therapy or the
treatnment of tuberculosis infection is used in the
United States but not in nost countries where
t ubercul osis i s endem c.

BCG vacci nation prevents di ssem nated and
life-threatening forns of disease in children. It is
the nost widely used vaccine in the world and is given
at birth as part of the Wrld Health O gani zation
expanded program on i nmuni zati on.

(Slide.)

The gl obal tuberculosis situation is
exacerbated by the HV pandemc. HV confers the
greatest known risk for the devel opnent of tubercul osis.

The annual incidence of tuberculosis. The annual

i nci dence of tuberculosis in co-infected persons ranges
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fromthree to twelve percent, a risk that is 100 tines
greater than that of H V seronegative individuals.

Mor eover, tuberculosis may accel erate the
natural history of HHV infection. These to organi sns
interact at a coomunity level. In many devel opi ng
countries of Africa, for exanple, 50 to 75 percent of
t ubercul osis cases are infected with HV -- this is
shown on the right bar -- whereas, only 10 to 15 percent
of the population is infected with HV -- that is
i ndi cated on the |eft bar.

As a small proportion of the population --
thus a snmall proportion of the population is giving rise
to over 50 percent of the tuberculosis problemin many
devel opi ng countries, one potential strategy for
t ubercul osis control is to prevent the devel opnent of
tuberculosis in HV infected persons co-infected wwth M
t uber cul osi s. This was the rationale for the
Preventive Therapy Study.

Thank you. That is all the slides.

The Preventive Therapy Study was designed to
assess whether three different preventive therapy
regi nens were effective in reducing the risk of
tuberculosis in HV infected adults. The study was
desi gned as a random zed pl acebo controlled clinica

trial in HV infected persons with either a reactive
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tuberculin skin test or cutaneous anergy to tuberculin
and candi da anti gens.

The trial was conducted in Kanpal a, Uganda
under the auspices of the Uganda Case Western Reserve
Research Col | aboration and was funded by the Centers for
D sease Control and Prevention through a cooperative
agr eenent .

The study protocol was approved by the Al DS
Scientific Subcommttee at Makerere University in Uganda
and by the Institutional Review Board at Case Western
Reserve University.

| have been involved in all stages of the tudy
fromits design to inplenentation, analysis and
present ati on.

The study design used a placebo for two
reasons. First, the efficacy of the different forns of
preventive therapy was not known in HV infected persons
at the tinme of the study. Second, the safety of
i soni azid and other anti-tubercul osis nedications was
unknown in HV infected persons.

| will go into sone detail here because it
illustrates the issues raised by the use of the placebo
armand the process we use to address them

The rationale for preventive therapy is to

elimnate the organisns that lie latent in the body,



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

13

t hereby reducing the individual's risk for devel opi ng
di sease in the future.

Wien applied within a program of tubercul osis
control this intervention wll reduce the pool of
i nfected persons at risk for the future devel opnent of
di sease. Although six to twelve nonths of isoniazid
preventive therapy has been proven beneficial in HV
seronegative individuals and is the second nost
| mportant strategy for tuberculosis control in the
United States there are cogent reasons why preventive
t herapy may not be effective in all settings.

In particular, the level of tuberculosis
transm ssion and the preval ence of HHV-1 infection in
the coormunity are inportant determ nants of preventive
t her apy.

Preventive therapy provides protection only
agai nst past infection. It does not act |ike a vaccine
protecting fromfuture infections and disease. Thus in
a setting where the transm ssion of M tuberculosis is
hi gh preventive therapy may have limted effect because
peopl e can becone reinfected after conpleting their
course of therapy.

| soniazid therapy is effective in the United
St ates because the |ikelihood of becomng reinfected is

smal | after finishing therapy.
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The annual risk of tuberculosis infection is
.03 percent in the United States.

By way of contrast, in Africa, the value of
preventive therapy may be greatly di m ni shed because of
t he high annual risk of infection with tubercul osis.
About three percent a year or 100 tinmes greater than
that seen in the United States.

The benefit of preventive therapy has never
been shown in Africa even in H 'V seronegative persons.
In the setting of a high risk of transm ssion and
infection with M tuberculosis the long term
ef fecti veness of preventive therapy as a strategy for TB
control has been questi oned.

As nentioned, the risk for devel opi ng
tuberculosis and HV infection is high. One hundred
times the risk of H'V seronegative individuals.

Even if preventive therapy were effective in
reducing the risk for tuberculosis in HV-1 infected
persons, would it be -- would it reduce the risk enough
to warrant its use as a public health neasure? These
concerns were best articul ated by our Ugandan
col | aborators because they | ooked at the potenti al
i mpact of the study on their tuberculosis contro
programand its policy. It was not possible to assess

the efficacy of the intervention w thout the proper use
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of a placebo arm

W al so asked whether there was sufficient
information relating to the effectiveness of isoniazid
preventive therapy at the start of the trial to preclude
t he use of the pl acebo.

There was only one observational cohort study
at the tinme that provided any information on the
effectiveness of isoniazid in H V-1 infected persons but
it was in patients with cutaneous anergy.

In this study zero of 27 patients receiving
preventive therapy devel oped tubercul osis as conpared
with four of 25 patients not receiving therapy. This
information was of limted value in assessing the
protective effect of preventive therapy because it
referred to patients with anergy and did not include
patients wth reactive tuberculin skin tests, the
| argest group at risk for tubercul osis.

The therapy was not randonmly allocated so that
results were subject to a treatnment bias. The size of
the study was snmall raising issues of uncertainty in the
findings and the study was perforned in intravenous drug
users, a group with other risk factors for the
devel oprment of tubercul osis besides H V-1 infection.

One may question why the placebo was used when

the Centers for D sease Control and Prevention, the
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sponsor of the study, recommended in 1989 the use of
i soni azid preventive therapy in HV infected persons
with a positive tuberculin skin test reaction. This
recommendati on was nmade in the absence of rel evant data
on the efficacy of preventive therapy in HV as
acknow edged by the report. The report stated, "It is
not known whet her isoniazid prevents TBin HYV infected
persons."” The report was intended to provide guidelines
for clinicians, not rigid rules for therapy, while
research was perforned to substantiate the
reconmendat i ons.

At the beginning of the trial in 1993, both
U.S. and Ugandan investigators believed there was
genui ne equi poi se regarding the efficacy of preventive
therapy in HV-1 infected persons and a placebo arm was
merited.

Five nonths after starting the trial we faced
a dilemma regarding the use of the placebo control. A
study fromHaiti showed that isoniazid preventive
t herapy given for 12 nonths reduced the risk of
tubercul osis by 85 percent in HV infected persons with
a positive tuberculin skin test. On the surface these
results woul d appear to be convincing but a closer |ook
rai sed questions.

In atrial of only 118 participants, 15 cases
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of tuberculosis -- clinical tubercul osis devel oped but
only six of these cases were confirmed by nycobacteri al
culture, a standard nethod of making the diagnosis.
the 15 cases only eight occurred in the PPD positive
patients, six in the placebo and two in the treatnent
arm

The report does not indicate whether any of
the cases in the PPD positive subjects were confirned by
ei ther nycobacterial culture or snear.

M scl assification of even one case could render the
results statistically insignificant.

Nevert hel ess, this was the first random zed
and control |l ed assessnent of preventive therapy in HV-1
i nfected persons so we considered the use of the placebo
-- we reconsidered the use of the placebo in our study.

As a group we decided that the Haiti study did
not provide conclusive evidence for the effect of
isoniazid in HV infected persons.

In April 1994 this decision was reviewd by
t he WHO Therapy of Mycobacterial Di sease Steering
Commttee with representation fromAfrica and the
Centers for D sease Control. The ethical issue of
continuing the placebo armin the Uganda study as wel |l
as two ot her placebo controlled studies in Africa was

specifically discussed. This commttee of experts who



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

18

had available to themthe final and interimresults of
all ongoing research in the field reconmended that no
changes be made to the protocol in Uganda.

In the face of the newinformation fromHaiti,
however, we noved forward our tinmetable for interim
analysis of the trial. As indicated in the original
manuscri pt published in the New England Journal of
Medici ne the study was stopped early because of
significant differences in short-term protection between
treat nent and pl acebo.

One aspect of risk is whether the effective
therapy is being wthheld fromstudy participants.

Anot her overl ooked aspect of risk is whether the
i ntervention causes nore harmthan good.

The safety of anti-tuberculosis nmedications in
H V i nfected persons was of concern to us in the early
1990's as reports from Sub-Sahara in Africa indicated
that patients with H 'V associated TB were at increased
ri sk for the devel opnent of Stevens-Johnson Syndrone, a

severe condition in which layers of the skin desquanate.

This condition carries with it a high
nortality especially in regions where conplex skin
I njuries such as burns cannot be nmanaged wi th nodern

t echni ques.
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In 1990 in Kanpal a patients were known to say
that TB treatnent burns because of these side effects.
Al t hough the studies published at the tine inplicated
t hi acet azone as the agent nost likely to be associ at ed
with the untoward effects, it could not be denonstrated
concl usi vely because isoniazid or another nedicati on,
streptonycin, were al nost al ways given concurrently.

In HV infected patients wth active
tubercul osis, a disease that carries with it al nost
certain death without treatnent, patients often accept
the risk of side effects fromthe nedication so that the
di sease nay be treated.

I n tubercul osis infection when individuals
have no synptons attributable to tuberculosis the risk
of side effects may preenpt the use of preventive
therapy. At the tinme of the study there was no
publ i shed informati on about the safety of isoniazid
therapy in HV-1 infected individuals. The use of the
pl acebo was the only way to determ ne the risk of side
effects in these patients.

In brief, the evaluation of risk to study
partici pants began during the planning stages of the
trial and continued throughout the study. Assessnent of
risk required that we considered the |ocal transm ssion

dynam cs of tuberculosis and critically reviewthe
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exi sting information about preventive therapy.

Assessment of risk also considered the potential side

ef fects of therapy. Wthout a placebo armin the
study it would not have been possible to assess efficacy
and safety in a way that was rel evant to the Ugandans.

| would like to turn now to the discussion of
what is called the prednisolone trial

By way of background, since the early years of
the H 'V epidemc, the inpact of H V-1 on the natural
hi story of tubercul osis has been apparent but the
i nteraction between HV and M tuberculosis is not one
way. It is bidirectional. That is tuberculosis appears
to accelerate the natural history of HV infection.

This is seen in the formof nore opportunistic
infections and increased nortality that is not directly
related to tuberculosis itself.

There is now a | arge body of evidence pointing
to the i mune and virol ogic basis of this bidirectional
interaction. |In short, the host immune response of TB
Is detrinental in HV infected individuals. The body's
I mmune def enses agai nst tuberculosis stinulate the cells
that are infected with HV-1 to increase the rate of
viral replication. The consequence of this inmmune
stimulation is to reduce C4 | ynphocytes and to increase

the risk for opportunistic infections and deat h.
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The approach | have taken with ny col | eagues
to | essen the inpact of tuberculosis on HV disease is
to attenuate the host inmmune response agai nst
tubercul osis. By reducing the |evel of immne
activation produced by TB we hope to reduce the stimnulus
for viral replication and prevent subsequent events.

W designed a random zed pl acebo control |l ed
trial of prednisolone in HV-1 infected patients with
tuberculosis treated with standard anti-tubercul osis
t herapy. W chose a corticosteroid preparation for
several reasons.

Predni sone is an inexpensive drug that is
avai | abl e throughout the world and is conmonly
prescribed for other indications in Uganda. It woul d,
therefore, be available in Uganda after the study was
conpleted. It has been used for years in i munoadj uvant
t herapy for severe tuberculosis in H V-1 seronegatve
patients.

Its effects on host cellular imunity have
been well studied and its side effect profile is well
known. It has al so been used safely to treat a nunber
of conditions in advanced H V infection, including PCP
and H V associ at ed nephr opat hy.

During the planning stages of this study we

asked oursel ves whether we should offer all of our study
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participants antiretroviral therapy. This question
arose becasue highly active antiretroviral therapy that

i ncl uded protease inhibitors was qui ckly becom ng the
standard approach to HV infection in the United States
and Europe. Moreover, the Wrld Health O gani zati on was
beginning a feasibility assessnent of the use of
antiretroviral therapy in poor devel oping countries,

I ncl udi ng Uganda.

In considering this issue, the initial
di scussi on focused on two concerns.

First, antiretroviral therapy is not wdely
avail able in Uganda. It cannot be afforded by nost
Ugandans. To put this into perspective, the nonthly
cost of antiretroviral therapy in Uganda was and is
about $800 to $1,000 per nonth. Wereas the annual per
capita income in Uganda is | ess than $500. On
average, an HV infected Ugandan woul d have to work
about two years to afford one nonth of antiretroviral
t her apy.

| have been told that sone H V-1 infected
Ugandans have spent their entire life savings to buy six
to twelve nonths of therapy. |In sone cases this
j eopardi zes the livelihood of the famly as resources
were diverted to care for the AIDS patient and were not,

therefore, available for other basic necessities such as
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food and cl ot hi ng.
According to a prom nent Ugandan Al DS
physician, only one to three percent of HV infected

persons can afford to buy therapy even for a short

period of tinme despite the subsidies provided by the WHO

pr ogr am

Qur second concern in the planning stages:
Antiretroviral therapy woul d not be sustainable after
the conpletion of the study either for individual
participants or in the community. Short-termtherapy
m ght put the study participants at risk for rebound
virema and drug resistant virus.

Before finalizing the study |I traveled to
Uganda -- study design, | travelized (sic) to -- |
travel ed to Uganda to neet the Ugandan pri nci pal
I nvestigator, Professor Rory Mugaro, nenbers of the
Ugandan nedi cal community, and with nenbers of the
Nati onal AIDS Scientific Subconmttee, including the
head of this commttee, Dr. Edward Ambidi (?).

In these neetings the study design and use of
antiretroviral therapy was presented and di scussed in
depth. Three issues surfaced in the discussion.

First, the Ugandans were concerned that the
use of antiretroviral therapy would provide a powerful

i ncentive for participation. They indicated that
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patients mght join -- may join the study only to gain
access to the antiretroviral therapy and may not fully
consi der the experinental nature of the trial.

Second, they were concerned wth what woul d
happen when the study ended. Wuld the antiretroviral
t herapy be continued? If it were stopped, how woul d
this be explained to the study subjects? Pr of essor
Mugaro was particularly concerned about this point and
| i kened the withdrawal of therapy at the end of this
study to patient abandonnent.

Finally, this group wanted to know how t he
results woul d be applicable to Uganda if the

antiretroviral therapy was included in the study design.

| would like to el aborate on the final issue
rai sed by the Ugandans because it points out an inherent
contradiction if current guidelines of human research
are foll owned.

| would like to illustrate this through a
t hought experinent relating to the predni sone study. |If
we agree that the best proven therapeutic nethod for HV
i nfection involves the use of antiretroviral therapy and
we decided to use it in the study then all participants
woul d be placed on standard TB treatnent, antiretrovira

t herapy, and finally random zed to receive the
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pr edni sol one or pl acebo.

Suppose now at the end of the study we find
t hat prednisone failed to i nprove the survival of
subjects with HV associated TB. W cannot determ ne
whet her predni sone al one woul d i nprove survival because
all subjects received the antiretroviral therapy. Yet
the very relevant -- yet the very result nost rel evant
to Uganda today is whether prednisolone itself affected
survi val

Suppose now a different result at the end of
the study. W find that adjuvant therapy wth
pr edni sol one i nproves survival of patients with HV
associ ated tubercul osis. Wen would these results be
applicable? Only in settings where antiretroviral
therapy is used and can be provided to the tubercul osis
patients. Perhaps a nore rel evant question would be
where woul d these results be applicabl e?

At this time antiretroviral therapy is
routinely available in industrialized nations such as
the U S., Europe and Australi a.

But woul d these results be applicable in
Uganda? No, not now or in the foreseeable future unless
there are dramatic changes in the cost and distribution
of antiretroviral therapy along with the expertise and

facilities to provide it.
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In this scenario the Ugandan participants
woul d be used to provide results that woul d be rel evant
only in industrialized countries or to the privileged
fewin resource |limted countries. To ne, this is pure
expl oitation.

The only scenario that nade sense is one in
which antiretroviral therapy is widely available to
Ugandans at a cost that they can afford. It is ny
sincere hope that antiretroviral therapy and the
expertise to use it spreads through Africa tonorrow but
realistically it will be years before this happens.

The econom es of these countries need to grow
and a tax base nust develop. The infrastructure in many
devel oping countries is in disrepair and in need of
rebui | ding. Medical technol ogy woul d need to be
transferred and a cadre of infornmed and qualified health
prof essi onal s woul d need to be trained.

The problens of HV infection and tubercul osis
affect mllions of lives today. To stand by and wait
whi | e resource poor countries catch up to the U S as
regards to health are woul d be unconscionable to ne. |
favor studies that are locally rel evant and
scientifically general now so that as countries grow and
devel op the public may benefit from affordable and

sust ai nabl e treat nents.
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In fact, there are nonantiretroviral
interventions that are effective in reducing H V-1
transm ssion and alter the course of H V-1 disease. The
mass treatnent of sexually transmtted di seases, the use
of vitamn supplenentation in HV infected children just
to nane two.

The ai mof the prednisolone study is to
I dentify inexpensive yet wdely avail able treatnent that
can inprove survival in H V-1 associated tubercul osis.

In the end, ny coll eagues, Ugandan and
American alike, and | agree that the use of
antiretroviral therapy in the study altered the
scientific and clinical questions in a way that woul d
not be applicable to Uganda.

W decided to performa study that was
rel evant to Uganda and did not include antiretroviral
t herapy. The study design has been reviewed by the
Ugandan Al DS Research Subcommittee, the I RB at Case
Western Reserve University, and by the Data Safety and
Monitoring Board of the AIDS Ainical Trials Goup in
the Division of AIDS at the National Institutes of
Heal t h.

This exanple illustrates how t he application
of one ethical principle can lead to a conflict with

anot her providing the best proven therapeutic nethod.
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Wiere that nethod cannot be sustained after the study
rai ses questions of exploitation, abandonnent and
rel evance.

In these few mnutes | hope I have illustrated
for you how ny colleagues and | identified and addressed
chal | engi ng ethical issues around international
research. The fundanental elenments in this process were
respect for individual health, a mutual respect anong
Ugandan and U. S. investigators, open dial ogue about the
i ssues in a public, scientific and international forum
and a conmon goal to inprove the global situation as it
rel ates to tubercul osis and H V.

Thank you

DR SHAPIRO. Dr. Wal en, thank you very nuch
for those very thoughtful remarks.

Per haps we could take no nore than ten m nutes
right nowif there are any i nmedi ate questi ons we woul d

|i ke to address of Dr. Whalen and then we will turn to

Dr. Wlfe.

Dr. Lo?

DR LO | want to thank you for your
testinony. First a comment. |In the copy sone of us got

ski pped pages 8 through 10 so | do not knowif it is an
NBAC problemor if we could get the m ssing pages that

woul d be wonder ful .



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

29

DR WHALEN:  Ckay.

DR LO But nore substantively, | would Iike
to ask you a little bit nore about the process that you
went through when you were considering the design of the
predni sol one study and you said you travel ed to Uganda
to consult with people there and nentioned the
col | eagues you consul ted with.

My question is first were you able to speak
with patient advocates or community representatives or
patient representatives about this prednisol one design
and what were their coments?

Secondly, in the review process in Uganda
where you went before several bodies, were there nenbers
of those bodies who were either comunity
representati ves or especially |ooking at the ethical
| ssues as opposed to sort of the scientific issues?

Maybe that is not the best way to put it but
were there people on those boards specifically charged
and having expertise in the ethics as opposed to sort of
the science of clinical trials?

M/ questions really are trying to get at how
feasible or practical is it to do what is often done
with AIDS clinical trials here? CGo to community
advocate -- patient advocates, comunity

representatives, get their views on whether they think
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the design is appropriate or not and often, as you know,
t hey change the mi nds of many scientists planning
st udi es?

And, al so, are these Ugandan based boards abl e
to sort of |ook at the ethical issues with the kind of
scrutiny that say our IRB' s are supposed to?

DR WHALEN: At the time that this study began
we did not have any patient advisory board or community
advi sory boards. Wien | was there | did discuss with
people -- nostly individuals within the nedical --
within the nedical field the nature of the study but
this included individuals from physicians and physici an
scientists to nurses and then individuals within the
trial or within our group who had no formal training in
bi onedi cal science. These would be technicians,

I ndi vi dual s who actually worked very closely with the

patients, hone visitors and so on, hone health visitors.

So to get direct conmunity feedback, we --
did not do that.

Wth regard to the review process, Dr. Anbi di
is the head of the board and he does not have -- he is a
scientist but he also has, |I think, a very strong
background in bionedical ethics. So |I think the board
there -- the AIDS Scientific Subcommttee is |led by
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sonmeone who has a good grasp of the issues relating to
bi omedi cal ethics of trials in devel oping countries.

In addition, there is -- as in the United
States -- there are individuals who are not affiliated
with the institution of the study that are included in
t he revi ew board.

DR SHAPIRO Al ex?

PROF. CAPRON. Well, | guess in sone ways ny
guestion was simlar and in a way it is a question that
| want to put to you and then have in mnd for our
di scussi on.

You gave, for exanple, the illustration of the
deci sion whi ch you descri bed bei ng reached by yoursel f
and ot hers whom you naned that woul d have a rat her
paternalistic ring in this country in a clinical setting
al though it would not be unknown as an issue in
approving a research trial or designing the trial, and
that was the sense that it -- the risk was too great to
all ow people to take it under circunstances where the
exi stence of the antibiotic treatnment would be -- |
think we would call it undue inducenent to their
agreeing to cooperate in the trial.

And so | guess the generalized question | have
IS when it cones to the evaluation of what risks are

appropriate, how do you conceive the relationship
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bet ween the potential popul ation group, potenti al
subjects and their famly on the one hand, and nati onal
health mnistry figures, scientists fromthe native
research community, not only those directly involved in
t he research but others who seemto be the kinds of
peopl e who are nmaking this decision with you.

A followup question, quite specifically, is
this an i ssue which has cone to be discussed in the
general popul ation in Uganda? Has this becone an issue
that the general press has taken up and there has been
any popul ar di scussion of the guestion?

So one is a generalized prospective question
about how you conceive that relationship and the second
is sone factual information about how wi dely this has
cone to be discussed.

DR WHALEN: Yes. | amgoing to start with
t he second question first.

The Ugandan press is very active in educating
the comunity about H V infection or at least that is ny
perception of it.

PROF. CAPRON:  You are beginning to drift a
little bit away fromthe m crophone sonehow.

| also wanted to ask you can sitting in a room
with cold air being blown on you for a day give you

t uber cul osi s?
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(Laughter.)

PROF. CAPRON: Because, if so, | feel as
though | amat risk right now.

(Laughter.)

DR SHAPI RO Legionnaire's disease.

PROF. CAPRON: It is not your problem W are
all sitting here.

DR MESLIN. W are working on it.

DR. WHALEN: Not unless the organismis in the
air.

DR LO W are all part of a covert study
here half of us are getting a drug in our lunch today
and half are not.

(Laughter.)

PROF. CAPRON. (Go ahead.

DR WHALEN. | think the Ugandan press is very
active in trying to educate the community about the
i ssues relating to HV and international research. The
focus -- | have to say that the focus in Uganda is nore
on HV vaccines than it is on a study such as the
predni sol one study which is dealing with a rather
specialized issue in the treatnment of tubercul osis.

So | think that Ugandans certainly know t hat
H V and TB go together and that so nmuch so that they

often feel stigmatized if they devel op tubercul osis.
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They feel as though they are being | abel ed as being HV
I nf ect ed.

So | think at one level there is a general
understanding in the community about H 'V and TB and
there is not a famly in Uganda that has not been
af fected by one of those two di seases so they see it as
a real threat.

Are they aware of -- | think nmany are aware of

a vaccine and vaccine trials. In a vaccine study that

- HV vaccine study that is currently ongoing in Uganda
there were a year's worth of conmunity neetings and
di scussi on about the vacci ne.

The di scussion of antiretroviral therapy, |
t hi nk, has been focusi ng around maternal -i nf ant
transmssion as it relates to nevaripine and AZT. | do
not think -- I would say at this tine there is not a
broad di scussi on about the use of highly antiretroviral
therapy for the palliation of HV disease. In Uganda,
their interest is in preventing disease. They were
I nterested in the predni sol one study because of its
nonantiretroviral approach that may actually inprove the
clinical course of HV infected individuals.

DR SHAPI RO Thank you. W wall take one
nore question now and then cone back | ater

Tri sh?
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PROF. BACKLAR | think it would be
interesting for us to know a little bit about the
denogr aphi cs of the subjects that you use in such a
study. For instance, what |evel of education and what
economc class. | aminterested to know who these
peopl e are who agree to be subjects in such a study.

DR WHALEN: As in the United States, many of
t he peopl e who devel op tubercul osis cone from | ower
m ddl e soci oeconom ¢ groups. Fifty percent are nen or
slightly nore than fifty percent are nmen and slightly
| ess are wonen. The average age is around 30 years.
Most of them are parents. They have children in the
hones. And they are working people. Unlike the United
States where we hospitalize TB patients, they
steadfastly refuse to be hospitalized unless they
absol utely have to and the reason is they have to go
back to their jobs. So they see the threat of illness
as the loss of incone so nost of them are working cl ass
i ndi vi dual s who when they are -- when they do devel op
di sease they | ook for every day possible to continue
wor ki ng.

PROF. BACKLAR  And what |evel of education
have they attai ned?

DR WHALEN: The -- nost of these individuals

have attai ned what we woul d consi der around si xth grade,
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sixth to eighth grade education. Mst do not speak
English so I, unfortunately, cannot comunicate with
themnyself. Sone do and in those instances | wll talk
to patients when | amin Kanpala. But they have -- |

t hi nk a reasonabl e understandi ng. They certainly have
the capability of understanding the nature of a research
study and understand the issues of inforned consent that
we di scuss with them

PROF. BACKLAR: So people are literate and
they can read and wite?

DR WHALEN. Many -- not all of themcan read
and wite.

PROF. BACKLAR  (kay.

DR. WHALEN: But they are certainly bright
peopl e who can understand the nature of what we are
doing with them

PROF. BACKLAR. So the press in Uganda, in
fact, there may be a nunber of people anong these
subj ects who are not reading --

DR WHALEN: Correct.

PROF. BACKLAR  -- newspapers and such.

DR WHALEN: But they -- the use of the radio
-- the radio is a translation of -- fromthe witten
word to the oral word there and even in the far bush of

Uganda t hey have radios and they listen to prograns and
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many of them-- they invite -- doctors have, you know,
prograns in which they talk about HV, sexually
transmtted di seases. W do not have one on
tubercul osi s, though. That would be a nlCH programto
get going in Kanpala. Mst of our subjects cone from
Kanpal a, which is -- you know, and the surroundi ng
suburbs so they have access to newspapers and radi o as
well as television in sone cases.

PROF. BACKLAR: Wen you wite up the study,
which | -- do you describe the denographics of the
subj ect s?

DR WHALEN: Yes.

PROF. BACKLAR  (kay.

DR. SHAPI RO Thank you very much and | hope,
Dr. Wal en, you can stay for further discussion |ater on
but I would like nowto turn to Dr. Wl fe.

Dr. Wl fe, thank you very nuch once again for
bei ng here.

SIDNEY M WOLFE, MD
PUBLIC G TIZEN S HEALTH RESEARCH GROUP

WASHI NGTON, D, C_
DR WOLFE: Thank you. W have sone slides.

Dr. Lurie (?) is with ne and we will have to nove to our
| eft as nmuch as we hate to do sonething |ike that so

that we can see these slides.
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(Slide.)

Thank you very much for inviting us here. The
suggestion was originally Dr. Childress' back two-and-a-
hal f years ago that we approach your organization with
the issues that we are and have been concerned wth.

The issue of the benefits and risks to
experinmental subjects in devel oping countries nust be
viewed in the context of human rights and in the context
of the researcher, also a physician, protecting the
wel fare of the research subject who is the patient.

W are excluding Phase | trials fromthe
consi deration here because in Phase | trials, which
rarely, | think, can be done ethically because of
coercion in devel oping countries. Those people are not
necessarily patients. We are tal king about patients or
subj ect s.

Just as the physician nust be commtted to
protecting the welfare of the patient he or she is
treating, the researcher nust be conmtted to protecting
the welfare of the research subject. This slide here is
a quotation fromDr. Kimwiting to the New Engl and
Journal in response to the article that we published a
coupl e of years ago.

Physi ci ans, even those conducting research,

must never abandon their principle duties as care takers
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and advocates for the individual patient, human subjects
in clinical trials are first and forenbst patients and
they thus deserve care that is both nedically sound and
conpassi onat e.

There are forces both from governnents and
fromthe pharmaceutical industry which are increasing
t he gl obalization of human experinmentation. Just as the
| ast few days there has been discussions in Seattle
about ot her kinds of globalization. Human
experinentation in a way | woul d never have believed
possi bl e i s being globalized.

The reasons for the globalization are
soneti mes obviously related to the uni que di seases t hat
exi st in other countries and not here but as often as
not and nore often as not | would suspect they are
related to i ssues such as econom cs, efficiency, speed
and possibly easier recruitnent and different ethical
st andar ds.

There has been a rapid and increasi ng anount
of power and scope of what we call Human Experinentation
Corporations or He's. Qhers refer to themas CRO s,
Contract Research Organi zations, but that does not
really convey what they do particularly in the field of
I nternational research

| would just like to refer to an exanple of an
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ad directed at the pharnmaceutical industry by the

worl d's | argest human experinentation corporation,
Quintiles, with offICHs in nore than 120 countries. n
the front page of the ad it says, "Qintiles, whenever
and wherever you want." And they are tal king about
doi ng studies around the clock because there are of fl CHs
all over the world.

The appal ling quotation fromthis ad --
remenber this ad is directed at drug conpani es who
Quintiles wants to sell their serviCHs to -- "It is the
m ddl e of July and we are about to start a trial
i nvol ving 500 flu patients. W recruited themin South
Arerica. Qintiles can even help you tap the vast drug
nai ve patient popul ati ons of China, Korea and ot her
energi ng markets. "

Another thing fromtheir ad is "They are not
going to nmake the deadline. They are going to beat it
by a good two nonths or nore thanks to Quintiles
accel erated patient recruitnent strategies. By
appealing directly to patients we can often accelerate
recruitment by as much as 70 percent. Wy wait if you
do not have to."

And, finally -- and this really has to do with
the race to get as many people as quickly as possible so

t hat drug conpany A can beat drug conpany B -- "The
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stakes are enornous. The conpetition ferocious and the
winner is the one who gets to market first with a new
bi ol ogi cal drug or device."

Anyway, this is sonething that is just -- | am
concerned -- sonmewhat out of control and it has to do
with the benefits and risks to patients particularly in
devel opi ng countri es.

In order to justify a nunber of these studies
and grease the skids there have been serious efforts
made to radically alter inportant el enents of the
Hel si nki Decl aration of the Wrld Medical Association
and A OVB in ways which significantly alter the
benefit/risk ratio for patients in an unfavorable
di rection.

Il will just a nention a couple of these. You
probably are famliar with them The old version or
current version of the declaration, "In any nedi cal
study every patient, including those of a control group,
i f any, should be assured of the best proven diagnostic
and therapeutic nethod."

In the proposed rewite, which has been
consi dered, hopefully rejected but it gives you a
glinpse into what people are trying to do, "In any
bi onedi cal research protocol every patient subject,

i ncludi ng those of control group, if any, should be
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assured that he or she wll not be denied access to the
best proven diagnostic, prophylactic or therapeutic
met hod that woul d otherw se be available to himor her.”
In other words, the |local standard of care argunent

couched in "ethical" terns.

Use of placebo: "This does not exclude the
use of inert placebo in studies where no proven
di agnostic or therapeutic nethod exists." That is the
current. The proposed, "This principle does not exclude
the use of placebo or no treatnment control groups if
such are justified by a scientifically and ethically
sound research protocol undefined."

And then finally a new attenpted introduction,
"When the outconme neasures are neither death nor
disability, placebo or other nontreatnent -- no
treatnment controls may be justified on the basis of
their efficiency.”

Di scussing this in an article in the New
Engl and Journal of Medicine in August Dr. Troy Brennan
poi nted out that he is very concerned that efficiency
and utilitarianismare beginning to trunp ethical
st andar ds.

In the context of this globalization of
research and the threats of |owered ethical standards or

t he existence of themin sone instances, it is of
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interest to reflect on the work of "Med Sans san

Frontier" or "Doctors wthout Borders,"” which recently
won the Nobel Prize this year for its work around the
wor | d focusing on human rights violations especially in
devel opi ng countri es.

The founding principle articulated by Dr.
Bernard Kuchner (?), one of the founders in 1971, was
the "Dua de ageranz," the "Right to Interfere" in human
ri ghts abuses or anywhere in the world.

It has been | ater expanded in a book in 1987
whi ch Dr. Kuchner published. The title of the book is
Le Devua de Ageranz, the Duty to Interfere, and | wll
conme back to that in a mnute. The duty to interfere if
there are human rights abuses.

Sone of the responses to our efforts a couple
of years ago to bring attention to what we were
concerned with were unethical studies were ones in which
we and peopl e who espoused our viewpoi nt were accused of
ethical enpirialismas in trying to inpose "ethical"
standards that we believed in on other countri es.

It has been stated and we agree that this
concept feeds into and is bed by an outdated and
dangerous view of cultural relativismin which different
standards of care justify different sets of ethics or

di fferent protections of subjects.
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Human Ri ghts Watch referring to repression in

Central Africa said, "African solutions to African
problens is no used as a thin cover for abusing
citizens. This observation can be applicable to
experimetnation on citizens as well."

The National Research Conmittees Council on

Human Genone Diversity in the Context of International

Research on Human Subjects has said, "Sensitivity to the

specific practices and beliefs of a conmunity cannot be

used as a justification for violating universal human

rights.”

| want to bring up sonething that I woul d not

have brought up except that it was raised at a previous

neeting and | would like to respond to it.

Don Burke in discussing a benefit and risk
brought in not just the benefit and risk to the
patients, which is |I think what we are tal ki ng about
here, but a number of other benefits and risks and he
prefaced his remarks or he nentioned that the reason
was, "The first place was a question of distributive
justice and the clains that if a treatnent or vaccine
were studied in a country then it should be nmade
avail able to everyone in that country and that always
troubled ne." So he was troubled by the idea that if

you did an experinent in a country that it should be
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made avail abl e.

And went on when he appeared before you to
tal k about the research partners in the north, the
academ c community, the politicians and others, and
then, "And lastly we will get to the individual research
subjects, the funders as well." Lastly. | think that
that is really the only thing that | would like to focus
on today.

Before getting into sonme of the principles for
delineating favorable benefit/risk ratio for patients in
a study | just want to nmention a coupl e other things.

One, it is the principle that is varying-ly
referred to as the nother or the sister or sonetines the
self principle. Wich is as a physician and as a
researcher would you if you were involved in a study
adm nister this traetnent, including a placebo if that
Is the case, to your sister or your nother or brother or
father? It is a very inportant question because it
glues in the notion of your responsibilities as a
physician as well as a researcher to the patients who
you are treating.

(Slide.)

These are now sone of the considerations for
sel ecting study design in trials, particularly ones that

I nvol ve people in the devel opi ng worl d.
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| would like to preface the remarks about this
by first saying that the response -- one of the
responses to what we have said for the |last couple of
years has been the notion that we are trying to inpose
Anmerican avail abl e technol ogy everywhere |ike building a
cardi ac bypass center in a given country in order to do
a study.

W have really never said anything |ike that
and instead we believe that one shoul d consider a series
of principles, how strong they are, how present they are
in every case where one is considering doing a study in
a devel opi ng country.

I will just go through them generally and then
use two case exanples. One, the provision of
counsel ing, H V behavioral counseling and H V vacci ne
trials, and secondly the perinatal HV prevention trial
desi gn.

Avai lability of the intervention after the
trial: |Is there a realistically funded program for
making it available after the trial assumng that the
trial yields a positive result?

Peopl e cannot just tal k about the availability
and not deal with it in the concrete. Sone of the
details nmay need to be left afterwards as a function of

the trial but there needs to be out front realistically
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funded |ikelihood that the intervention will be nade
avai |l abl e el sewhere in the country.

This is one of two gateway issues which if not
nmet you just do not do the study:

Feasibility of intervention in the trial. As
| mentioned before, it has to be sonething that is
practical in a devel oping country.

The strength of the prior evidence. QCbviously
it has to do wth what one knows at the tine that a
study is begun.

Have there been ot her studies?

Is the strength so great that in sone cases
t hey have abandoned studies and are just giving the
treat nent out?

How severe is the disease? If it is mld pain
where there is a strong placebo effect that is very
different than a disease in which the outcone is fatal
i f not treated.

What is the magnitude of the likely benefit?
If the person is getting a placebo the benefit is zero
unless it is a study on mld pain.

What is the trial design related to the
magni tude of the likely benefit? |If the benefit is
enornous, is very large, then one mght easily be able

to design an equivalency study to test it out. If it is
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very small and so small that one is not even sure that
there is a benefit it mght nmake sense to do anot her
pl acebo controlled trial.

Lack of evidence of differing biological
factors in devel oping and industrialized countries.
This has frequently been used in the past to justify
doi ng studies but one has to have a conpelling reason to
believe that there really is sone biological difference
that is relevant to the trial itself before nmaki ng an
assunption that what we learned in country A is not
applicable to country B. | think too often the
assunpti on has been nade in ways that are really
irrelevant to what is going on in the trial.

Exi stence of satisfactory alternative design.
That will be discussed later but this really has to do,
anongst others, with the choi ce between doi ng anot her or
a placebo controlled trial, which may be justified in
the first instance versus a positive control or an
equi val ency study.

Avai lability of historic control data.

(Slide.)

Now this is the first exanple that we will try
and apply these principles.

This is the issue of should behavi oral

counseling be provided as part of an H'V vaccine trial
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design. What one can see is that the evidence is not
that great. Post-trial availability of counseling plus
to 2 plus, out of 3 that is, it is not likely to
I ncrease after a trial.

Feasibility of counseling in the trial --
obviously that is possible if one has the noney to do
the trial in the first place.

Strength of prior evidence. Two plus at best.

Severity of the disease, obviously very
serious, three plus.

Magni tude of the likely benefit, because of
t he paucity of random zed control trials, the nmagnitude
interns of a well controlled study is really one plus
at best.

Lack of evidence of differing factors in
devel opi ng and industrialized country, two plus.

Exi stence of satisfactory alternative design,
t hree pl us.

Avai lability of historical control data, not
appl i cabl e.

The point is here that despite the relative
weakness of sonme of these factors and of nost of these
factors, there has really not been any dispute that this

shoul d be used as part of HV vaccine trials.
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(Slide.)

Contrast that with perinatal H 'V prevention
trial design.

Post-trial availability of drug, one plus to
two plus. That obviously should have been consi dered
before the study was done in a given country. It is
nore obviously in Thailand than in other countries.

Feasibility of intervention in the trial,

t hree pl us.

Strength of prior evidence, three plus.

Severity of disease, three plus.

Magni tude of |ikely benefit, |lack of evidence
of differing biological factors, existence of
satisfactory alternatives, all three plus.

Availability of historical control data, two
pl us.

Il will now just go through sone slides that
have to do with these studies. You have seen sone of
this before.

PROF. CAPRON. Sidney, before you go on --

DR WOLFE: Yes.

PROF. CAPRON. What is it that you are
conpari ng?

DR WOLFE: Excuse ne. Wiat is the question

her e?
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PROF. CAPRON: What is it that you are
conparing here?

DR WOFE: Oh. Here we are raising the
guestion about whether or not -- we are tal king about in
the H 'V prevention trial design?

PROF. CAPRON. Yes. These are your pluses.

DR WOLFE: These -- the pluses have to do
with the strength of the evidence for post trial
availability, feasibility of intervention, the strength
of the evidence going into the trial before one started
these trials but after the first -- the 076 trial had
been done. In other words, after one had the results
from 076 and before the variety of other studies were
desi gned, what did one have available to consider in
terns of the trial design. kay.

DR CASSELL: Does that nean that --

PROF. CAPRON: And if you had a low -- if you
had a | ow nunber, if you had no pluses, it would nean do
not do it?

DR WOLFE: No. It would nean that those
factors -- | nean, these are a list of factors that we
want to consider in terns of the nunber of themthat are
present.

PROF. CAPRON. Well, but if you had no pluses

or one plus on all these factors, just give ne the
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outcone of that as a decision matrix here.

DR WOLFE: Well, in this particular case it
woul d not be possi bl e because you had al ready done
anot her study. | nean, this happens to be --

PROF. CAPRON:. Well, hypothetically. | am
just saying as between one where you have a | ot of
pl uses and one where you have --

DR WOLFE: Well, let's go back then before
076 was designed. There was a legitimte question then
as to whether the risk of AZT outwei ghed the benefits of
possi bl e reduction in perinatal nortality. The post-
trial availability in the United States where the study
was done was clearly three plus; feasibility of
intervention was three plus; strength of prior evidence,
there was not any prior evidence; severity of disease.
Many of these factors were the sane.

There nmay be sone other situations other than
this where one does not know anythi ng and when one then
has to design a trial some of the factors that you woul d
consider would be is it going to be avail abl e
afterwards. | nean, two of -- the first two questions,
which really are the gateway issues, there has to be
sone kind of answer to because they are really
| ndependent sonewhat of the specific trial. They have

to do with the econom cs.
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Peter, do you want to say anythi ng?

DR LURIE: Alex, the idea here is that in the
two slides back, the one w thout any pluses, the notion
Is these are the kinds of things that one should
consider in deciding howto design a clinical trial in a
devel oping country so we identify first the criteria.

Then we take to case exanples and we go
t hrough themin turn and we decide to what degree the
evi dence for each of those specific eight points is
present. To the extent that the evidence is greater,
which is nore pluses rather than fewer, the ethical
obligation of the researcher to provide the intervention
is greater. To the extent that there are fewer pluses
the intervention -- the obligation of the researcher is
| ess.

The point is that in the behavioral -- when we
go through -- going through the behavioral one, which we
fully believe needs to be provided to subjects in HV
vaccine trials, and | think nost people do agree -- in
fact, if you go through these criteria, which we believe
are reasonable, they are actually not that strong
conpared to the situation in the perinatal HV
prevention area where their evidence, if anything, on
these criteria are stronger. That is the point.

DR CASSELL: So that nmeans just for a sinple
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mnd -- that neans that going into this trial you
believe that there was a 30 to 60 percent chance that
there would be availability of the drug to the general
popul ation after the trial? That is what you neant.
You believe that there was a 30 to 60 percent chance
t hat anybody in that popul ation could get the drug after
the trial. |Is that correct?

DR WOLFE: Well, | mean, our view and that of
at |l east sone others is that when you are in a
devel opi ng country the chance should be -- it should be
closer to 100 percent. Oherw se --

DR CASSELL: Yes, we understand what it
shoul d be.

DR WOLFE: Yes. kay.

DR CASSELL: But we are tal king about the way
life is.

DR WOLFE: R ght.

DR CASSELL: So does that nean that you
t hought that in that particular country because after
all I amtrying to get it down to the cases, you know,
where we are.

DR WOLFE: Right.

DR CASSELL: In that particular country there
shoul d have been up to 60 percent chance that anybody

who needed the drug was going to be able to get it. |Is
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t hat what that neans? That going into the trial we
shoul d have known that two-thirds of the people who
needed the drug, up to two-thirds of the people who
needed the drug shoul d have been able to get it.

DR WOLFE: Well, thisis really -- these are
gqualitative things. These are not based on any nunbers.
They are based on --

DR CASSELL: But wait a mnute. One plus,

two plus is not qualitative. It is quantitative.
DR WOLFE: Well, it is the belief of people.
| nmean, given -- given that this has not been really

pushed as hard as we think it shoul d be.

DR CASSELL: | understand all that. | am
just trying to find out is that what you nean.

DR WOLFE: W nean that the chances were not
100 percent. They were not zero. They are sonewhere

between that. Let's say that.

DR CASSELL: As nuch as 50 percent?

DR WOLFE: Maybe, right.

DR CASSELL: R ght.

DR. WOLFE: Sonmewhere in that range, right.
Ckay.

MR HOLTZMAN: Could | ask for clarification -
- alittle further clarification? | understand that you

are suggesting there are a series of criteria which one
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ought to look at in determ ning whether or not to
undertake a study. So, for exanple, that the drug is
likely to be available post-trial is a good thing.

Wei ghing three pluses would say that that is a good
thing for doing the study.

But when | | ook at sone of your other ones
such as lack of evidence of a difference, | would have
t hought it would go the other way.

DR WOLFE: What do you nean?

MR HOLTZMAN: In other words, if there is no
evi dence of difference, right, then that argues agai nst
usi ng that other population. So | would have expected
the |l ower would weigh in favor of doing the trial.

DR WOLFE: Well, again --

MR HOLTZMAN: Because this is another --
exi stence of a satisfactory alternative design

DR WOLFE: R ght.

MR HOLTZMAN: If there is no alternative
sati sfactory design that woul d suggest that you should
do the study.

DR WOLFE: Well, as | nentioned before --

MR, HOLTZMAN. Because | amtrying to
under stand - -

DR WOLFE: (kay.

MR, HOLTZMAN: No, forget the specifics.
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DR WOLFE: (kay.

MR HOLTZMAN. | amtrying to understand. You
made the statenment these are criteria.

DR WOLFE: R ght.

MR, HOLTZMAN. Hi gher says do it but | am not
under standi ng how in those cases if | -- and | amreally
trying to understand --

DR WOLFE: Well, let ne just try and respond
to that.

MR HOLTZMAN: Does it nmke sense, the
guestion?

DR WOLFE: Yes, it does.

| made nention when | was discussing the
magni tude of the likely benefit, let's assune that you
have done a prior study and there is a huge two-thirds
reduction in perinatal transm ssion, for exanple, so it
appears a |large magnitude of |ikely benefit. That
obviously interacts with the question about existence of
satisfactory alternative design because in that case we
woul d argue you could do -- and one is being done right
now -- an equival ency study.

On the other hand, let's assune that the first
study that had been done there was very little evidence
of any benefit at all such that you still were not sure

whet her the intervention worked. |In that case you m ght
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choose a different design as in the original one. You
m ght go back to the original one and do a pl acebo
controlled trial again in order to see whether there
really was a benefit. There may have been sonet hi ng
about the size of the trial or whatever that was not
sufficiently powered to find that out.

So there is an interaction between the
magni tude of the |likely benefit and the existence of
satisfactory alternative designs.

DR LURIE: Let nme -- okay. | wll be very
qui ck. Wen -- the slides -- to be perhaps nore precise
and | hope | said it this way, these slides are about
the obligation of researchers to provide the particul ar
intervention in question and to the extent -- and in
this case providing AZT and in the previous case
provi ding counseling. To the extent that there is |ack
of evidence of different biological factors in
devel opi ng and industrialized countries, say at the
three plus level, you need to provide it. To the extent
that there is a satisfactory alternative design at three
plus level that weighs in the direction of providing the
intervention. It is not a do study/do not study. It is
a provide intervention/do not provide intervention
| Ssue.

DR MURRAY: Wen you say "provide
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i ntervention,” do you nean post-study?
DR LURIE: No, this is -- we are talking

about in the trial.

DR MJRRAY: In the trial

DR WOLFE: Wthin the trial.

DR LURIE: Wthin the trial.

MR, HOLTZMAN. So intervention as opposed to
pl acebo?

DR WOLFE: R ght.

MR HOLTZMAN. The control arnf

DR WOLFE: The traetnment, right. GCkay.

DR MURRAY: Thank you.

DR WOLFE: Gkay. Thank you for your

clarifying question.

| just want to go through now a few exanpl es
having to do with this.

(Slide.)

This was information available and, in fact,
it was published in 1993, which really speaks to the
| ssue of when perinatal transm ssion occurs. Wuat you
can see in the gray is that about two-thirds of it
occurs during delivery. This is known again before
t hese subsequent placebo controlled trials were
designed. Two-thirds occurs during delivery. Another

33 percent in the last eight weeks and only two percent
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occurs before ei ght weeks.

So fromthis al one before even doing O76 or
getting the results of it one would know that nost of
the perinatal transmssion will have occurred after
ei ght weeks. Thereby, setting up the possibility, if
not |ikelihood, if not certainty, that a short course of
AZT wi |l work.

(Slide.)

These are the published data in the New
Engl and Journal study in 1994 of the 076 trial and what
you can see is that there is about a two-thirds fewer
i nfections, 25.5 percent in the nother -- in the infants
whose nothers got a placebo and 8.3 percent in the
i nfants whose nothers got AZT. A very striking kind of
result and one which resulted in al nost i nmedi ate use of
this drug in the devel oped countries, particuarly in the
United States and France and ot hers.

(Slide.)

This is the going into design of this trial.

It was before they had actually done this trial and got
the results. Wnen were stratified according to

gestational age from 14 to 26 weeks or greater. Median
duration of antepartum AZT was 11 weeks and ranged zero
to 26. That is inportant because this was a study done

to all ow wonen, regardl ess of how far along they were in
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their pregnancy, to go in and get treated. Sone of them
got treated only a week or two or a few days before they
delivered. Evaluation of efficacy in subgroups,
I ncl udi ng duration of antepartumtherapy.
And in the published results then was the
phrase "The efficacy of zidovudi ne was observed in all
t he subgroups. Subgroups including those who got a
short anmount of treatnent and those who got a | onger
amount of treatnent.” So this is known in 1994.
Published late in 1994, reviewed earlier in 1994.
(Slide.)

Because of this phrase in the paper that there

was no difference between the short and | ong, | sought
to get the data -- can you just |ower that slightly?
Yes. -- the data fromthe researchers. Now these are

data that were actually presented at a Data Safety
Monitoring Board in February of '94 before the New
Engl and Journal article was published and before any of
these other trials were designed.

This is what we have cal l ed a subgroup
anal ysis but it was based on prior to a start of other
study view of the researchers that they wanted to | ook
at duration. Wat you can see here is in the |eft-hand
pair of bars, those wonen who got |ess than 12 weeks of

t herapy, an average of seven weeks, had a reduction of
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66.4 percent conpared with the wonen who cane in at the
sanme tinme who got a placebo and conversely in the wonen
who had nore than 12 weeks of therapy there was about a
65 percent reduction. So this -- these were the data
behi nd the statenent in the paper saying that there was
no effect of duration on -- there was no univariate

rel ati onshi p between duration and result.

An inportant result known before any of these
other trials were published. It is of interest that in
June of this year -- of that year, which is between the
time that the trial was presented at an NIH Data Safety
Moni toring Board and when it was published, there was a
neeting of WHO and the convener of the neeting said,
"Data fromthe 12-week subgroup anal ysis study and the
data on t he pharnmacoki netics were not avail able."

This is being said four nonths after these
data were presented at a neeting which was attended by a
coupl e of people who actually were at the WHO neeti ng.
So there is a serious failure to do the first principle
of research, which is research what has al ready been
done.

(Slide.)

Wio was and who was not informed about this
subanal ysis? Infornmed, as | nentioned before, were the

peopl e who were there at the NIH Data Safety Monitoring
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Board. Not inforned -- because | spoke to the wonman who
-- the epidem ol ogi st who | ed the discussion at that
neeting -- were the people in June and, therefore, it
was not utilized because all of the trial designs,

except for the one that was done by the Harvard people
in Thail and, were placebo controlled studies.

One can see that the hypothesis generated from
that trial was -- and fromthe biology of the
transm ssion was that a short course woul d worKk.

(Slide.)

CDC correctly in their protocol formul ated the
research question and this is the protocol fromthe Cote
d" Avoir study, which was a placebo controlled trial, but
in the protocol it said, "This study is proposed in the
belief that short course oral therapy nay be as
effective or nearly as effective as the full ACT
regi nen."

Renenber this is a design where they used
short course, not conpared with | ong course as the
Thai | and study did, but conpared with the placebo and
this is the kind of study that we criticize for this
reason, nore so even after we got the data that were
avail abl e.

Let's go back a second to that.

The fornul ation of the question is very
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| mportant because whereas the question that was posed
despite what you see here in the protocol was is there
evi dence that a short course is better than a pl acebo.
The question that was asked by the other researchers,
the other NIH funded -- the NIH funded study in Thail and
was can we design a study in which we can find out
whet her the short course is as good or nearly as good,
and soneone can al nost paraphrase it as this statenent,
"But they actually carried it out and designed a trial
that way." It is a very different attitude in terns
again of the benefit and risk to the patient as to which
trial design is adhered to.

(Slide.)

Just noving on because ny tine is al nost up,
beyond the design of the study are issues obviously of
| RB review and i nfornmed consent, and we point out, and I
think that people generally agree that it is not enough
as peopl e have sonetines said, "Wll, this study is okay
because it went through the IRB review, here, there,
everywhere, this study is okay because there was
i nfornmed consent . "

If the design of the study is flawed or if it
is a study being done in a country where it is not going
to be available you do not need to get to the IRB review

and i nfornmed consent. It should not be done in the
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first instance.

But let's assunme that the study was wel
designed. W still need to | ook at these two factors
and these are just sonme comments. One was by a
virol ogi st in Zinbabwe wote -- witing to us after we
had criticized these studies.

"“An environment where the majority can neither
read nor wite is wallow ng in poverty and sickness,
hunger and honel ess, where the educated, the powerful,
the rich or the expatriate is a sem god, how can you
tal k of infornmed consent?"

(Slide.)

These were interviews done by a New York Tines
reporter, Howard French, in the Cote d Avoir in the
context of the study there. "They gave nme a bunch of
pills to take and told ne howto take them | figured
that if one of themdid not work agai nst AIDS then one
of the other ones would." Informed consent was obtai ned
within five mnutes of being told the person was H V
positive and one wonman signed up, "Because of the
medi cal that they are promsing ne."

(Slide.)

This on the issue of IRB's is again a letter

witten by a researcher to the New England Journal after

the article that we published. "One of the ngjor
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problens in the Third Wrld is the weak ethics in
scientific conmttees that review scientific studies.
The nenbership consists of interested parties such as

I nvestigators and they may receive incentives, including
coaut horship or a ticket to an internationa

conference. "

That is all for the slides. | just want to
conclude by summng this all up and pointing out that
the benefit and risk to the patient, not the
researchers, the funders, the country, the politicians
and everything is first and forenpost, and e are very
concerned that in the developing world in the context of
this massive globalization just as cheap jobs nake
cheaper products el sewhere, it is | ess expensive to do
research and particularly the human experinmentation
corporations are taking advantage of this.

Simlar to Doctors Wthout Borders, we believe
that the NBAC has a duty to interfere with what nmay be
ot herwi se going on in other countries by setting
policies which reduce, if not elimnate, the extent to
whi ch human rights are bei ng abused by unfavorabl e
benefit/risk ratios to the patients in the studies in
experinents in devel opi ng countri es.

This is an inportant issue for NBAC to deal

with at least to the extent that the studies involving
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Anmerican funding are being done to seek approval of
drugs by the FDA. There is, as Doctors Wthout Borders
has shown, a duty to interfere. A principle of nmedica
ethics wthout borders is one way of constructing the

| ssues which you are considering.

Thank you

DR SHAPI RO Thank you very much.

Let's go to questions.

Davi d?

DI SCUSSI ON W TH COVM SSI ONERS

DR CO So, Dr. Wilfe, | have a very sinple
gquestion for you and it is one which is just based on
fact so it does not have to involve any suppositions.

Wth respect to the advertisenents of a
conpany like Quintiles it certainly raises the kinds of
concerns that you nentioned. GCkay. Are there any facts
avai |l abl e that those kinds of abuses are going on by a
conpany |ike that or others?

DR WOLFE: W are currently and have been for
sonme tinme trying to get sone information on this by
qgquerying the FDA because to the extent that these
clinical trials are submtted as part of a new drug
application the FDA is exerting sone kind of
surveil |l ance.

We just do not know. It has happened very,
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very rapidly. There was a discussion of this in the
context of the four reports issued by the Inspector

CGeneral on Institutional Review Boards. These were

I ssued in the sumer of ' 98.

One of the concerns they had was that although
institutional review boards, |RB, nunber one, are fixed
to academ c nedical institutions, since these human
experi netnati on corporations are not academ c nedi cal
institutions they have to have their own IRB's. They
have nanmed t he i ndependent review boards IRB's as well
so as to confuse themw th the institutional ones and
one of the concerns was that people at one point sitting
on these i ndependent review boards own stock in the for
profit |IRB s.

These IRB's are for profit so that both at the
| evel of the conpany wanting to race to the market as
qui ckly as possible with their drug conpany partner and
the ethical review, conbine that with the increasing
amount of these that are being done in foreign
countries, there is at |east a plausible biological
hypot hesis that there nmay be problens and it needs to be
| ooked at very carefully.

DR CO So the answer to that first question
IS no, there are no facts right now?

DR. WOLFE: There are no facts either way. W
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are in the -- we have been del ayed sonmewhat getting
information fromthe FDA on that.

DR CO So that is -- and then ny -- the
ot her factual question was do you believe that the
results showing in the -- that those prior results
concerning the efficacy of short-termversus |ong-term
AZT treatnents, which were not at that tine published
but were available to sone, that that was scientific --
that was sufficient scientific proof to show that short-
termversus long-termwere equally effective?

DR WOLFE: No. Wat | believe -- because the
trial was not designed that way. It was designed to | et
anyone in whenever they chose to get prenatal care and
then they were paired off nore or less with soneone with
a pl acebo.

No, it sinmply presented information that
shoul d have said, "Ckay. Let's see whether we confirm
this.”" And the response should have been to repeat it
but the repetition would be the kind of design that the
Har var d- Thai | and group are doing, which is an
equi val ency study conparing short-termto long-termin
an out front conpletely random zed way.

No. | mean, one study does not ever prove
anything but the point that we have nmade is that it is

at least -- given how well controlled that whol e study
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was -- is at |east suggestive enough to abandon any
subsequent studi es using the placebo.

DR CO Thank you.

DR SHAPI RO Thank you. W have got quite a
few peopl e who want to speak but Larry next.

DR MIKE: | aminterested in both Dr. Wualen

and Dr. Wl fe's answer, and you can answer this yes or

no.
DR WOLFE: Who woul d you |ike to answer
first?
DR MIKE: Wwell, | would like to hear both of
you but, first, just on the premse -- let's just assune

that a trial has to benefit the popul ation --
potentially benefit the population in which it is being
done and then we can sonehow resol ve the issue about
undue influence by providing care that is not avail able
in a country versus best avail able care being provided
on the control side where they are.

The study that you tal ked about said it was
real ly an equi val ency about whether it was equally
effective for short-termversus long-term | am
i nterested to know whet her you people would find it
ethical to do a study in a popul ati on where the best
avai l able treatnent is the control and you deliberately

design a study that you are | ooking for efficacy but
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deliberately at a lower |level of efficacy than the best
avai | abl e study because that may be nore available in
that country.

You see what | am sayi ng?

DR WOLFE: | do.

DR MIKE: You deliberately design a study

DR WOLFE: Sure, | undersatnd.
DR MIKE: -- for sonething that is |ess
efficacious but nore --

DR WOLFE: Right.

DR MIKE: -- potentially nore available in
that country. |Is that ethical or not?

DR WOLFE: | will try and answer.

| nmean, the issue of -- | did not use the word

"equi poi se" but obviously, as you know, that is supposed
to be present going into atrial. | think that the
thinking -- let's just go to the specific exanple that |
use. The thinking there was that one of the arns, as in
the short arm would be available in Thailand or
wherever el se because it was, in fact, used as the
conpari son group to the placebo in the other studies
t hat we have questioned the ethics of.

| think that in that case there was a belief

that they woul d be equally efficacious.
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DR MIKE: Oh, but that is not the question I
am aski ng.

DR WOLFE: No, | understand. So | will now
go to your question, which is if you go into the study
believing that one is going to be better than the other
that is -- raises serious ethical questions because you
are -- | nean, that is --

DR MIKE: Wuat | amsaying is that the
proven therapy --

DR WOLFE: Right.

DR MIKE: -- is at a particular level. Wat
you are trying to do is do a trial where you know - -
your hypothesis is that the therapy is going to be |ess
efficacious but it is going to be half a degree of
effi caci ousness. But the fact that | amlooking at is
that that nmay be nore available in that popul ation than
t he best avail able treatnent.

DR WOLFE: It nmay be. And that is a nore
difficult question. | nean --

DR MIKE: Oh, but in the hypothetical --

DR WOLFE: Yes. In --

DR MIKE: -- would you say yes or no? Wuld
you find it ethical or not?

DR WOLFE: | do not know is the answer.

Sonetines we have to say we do not know and this is
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one which I do not know and the only thing that -- the
guestion | woul d rai se about your hypothetical is that
how woul d you know going into it -- let's assune that

t he best available, that the nost expensive therapy

rather, the 076 -equivalent for exanple, was --

DR MIKE: Wll, you are ducking ny question.
DR WOLFE: No, | amnot.

DR MIKE: You are ducking ny question.

DR WOLFE: No.

DR MIKE: You are ducking ny question.

DR WOLFE: No, | amsaying --

DR MIKE: | amproviding it --

DR WOLFE: -- | do not --

DR MIKE --ina --

DR WOLFE: | amsaying | do not know. | am

not ducki ng your question.

DR SHAPIRO Wiy don't we | et everybody
answer what they want?

DR WOLFE: M answer is | do not know.

DR SHAPIRO H s answer is what you want.

DR WOLFE: | understand your question and it
is adifficult one and I, therefore, say | do not know.

DR MIKE Dr. Whal en?

DR WHALEN. | know you want ne to say yes or

no.
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If 1 -- 1 wll try to answer yes or no but |et
me think out loud for a mnute. Wen you do an
equi val ency study you are -- the hypothesis -- the nul
hypot hesi s and al ternative hypothesis are flipped and
you are looking for the fact that one treatnent gives a
result that is very close to the other one.

And when you do a study and your results
confirmthat two treatnents are simlar, you can nove
forward and you know that treatnent A is the sanme or
equal to treatnent B. But when you -- when the study
fails to denonstrate that, all you know is that one
result is not as good as the other result. Ckay.

So let's say -- and then in a devel opi ng
country | can see a scenari o where havi ng done an
equi val ency study that does not denonstrate equival ency
that you are actually left with no information to base
public health decisions on.

DR MIKE: If you will indulge ne, Harold,
then |l et ne ask the question this way: 1In the exanple
that you are using where short-termversus |long-term
suppose the evidence going into that trial had been the
short-termwas | ess effective but it was effective
neverthel ess. Wuld you have accepted a trial that
tried to confirmthat so that in -- that it would be

left up to the country, for exanpl e Uganda, havi ng been
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given that information that they m ght make the decision
to use a shorter therapy knowi ng that it would be

ef ficaci ous but not as efficacious as the |onger therapy
regi nens?

DR WOLFE: Let ne just expand on the first
set.

Part of the -- and | amsure this will be
addressed | ater -- part of the design of the equival ency
is this tolerance. How nuch will you tolerate in terns
of difference between the proven therapy and the ot her.

And let's assunme that the proven therapy was a 100 in
ternms of terrific and you would tolerate as little as 80
or 90 or whatever in your design and if it turned out to
be |l ess than that you woul d stop the study.

| think part of the answer -- | nean, | still
say | do not know but | think that fromthe public
heal th perspective the country in which a study is being
done woul d then have to choose with sone difficulty to
announce that they are going to use the shorter course
even though it is, let's say, 10 percent |l ess effective.

| nmean, that is a difficult question both at the trial
design level and at the level of inplenenting it around
the country.

Let's assune -- which is what your question

assunes -- that the nore expensive one is too expensive
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and that, if anything, they are going to only be able to
do the | ess expense one.

| think that again one of the reasons for this
design in the equival ency study was in the hope that it
woul d be the sane or close enough that they could
persuasively froma public health perspective say, "W
are going to give you sonething that is just about as
good, not quite as good,"” and the gap of the not quite
is obviously very critical. If it was only half as good
there woul d be a question but again the biology suggests
that it will be about the sane.

DR MIKE But again that was not ny
guestion. M question was there is a clear difference.

DR WOLFE: R ght. The clear difference --
then if there is a difference then why do the study?

See what | nean?

DR MIKE: Wll, that was ny question. So
your answer i s no?

DR WOLFE: No. | amsaying if there is
really a clear difference -- in other words, the short
and the | ong have both been studied sufficiently that
there would be a clear difference then there is no need
to do a study. You do an inplenentation. | did not
mention on one of the considerations on that slide about

factors is sonetinmes the results are clear enough that
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you do not need to do another study. You can just make
it avail abl e.

There are certainly a nunber of sites around
the world where after 076 they just made AZT avail abl e
to HV positive pregnant wonen whenever they cane in the
door even if they cane in very late in the course.

DR SHAPIRO kay. Tonf®

DR MURRAY: Thank you.

First | want to ask Sid for a brief
clarification. Early in your presentation you cited
this conpany, Qintiles, about which | do not know
anyt hi ng except what you just told us.

DR WOLFE: Here is their ad for those of you

DR. MJURRAY: Ckay. And you read somet hing
about drug naive popul ations and | thought you were
| mputing sone significance to that and | just -- |

wondered what you think they nmeant with the term "drug

nai ve" because | interpreted it differently than you
di d.

DR WOLFE: Well, | think it is -- it is a
doubl e entendre at the very least. | think what they
nmeant was that there -- these are popul ati ons whi ch have

not had a prior exposure to pharmaceutical s and who,

t her eby, woul d not have sone of the problens in a
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popul ati on which is much nore |ikely to have gotten
pharnmaceuticals. It is another advantage if you want to
| ook at it that way of going to devel opi ng country.

That is how !l interpreted it.

DR MJURRAY: That is how | understood it.

DR WOLFE: | just -- when | first read it, it
was sort of appalling because | think that in a sense
the other part of the double entendre is that these
peopl e are sonewhat naive in that in many of these
i nstances they are not in countries where one sees fifty
ads a week in the newspaper about clinical trials.

DR. MJURRAY: Ckay. So we actually have a
siml ar understandi ng.

DR WOLFE: Yes, we do.

DR MJRRAY: That is conforting.

Now a question. At the end of your talk you
spoke about informed consent and, in particular, you
guoted a virol ogi st who gave what | thought was a fairly
despairing account of the very possibility or
I npossibility of obtaining infornmed consent in certain
settings.

DR WOLFE: Right.

DR. MJURRAY: What | essons would you take from
what you have told us? | nean, one possibility is since

there are so many difficulties here inposed by poverty,
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desperation, illness, et cetera, one should never
attenpt to get inforned consent and one shoul d never
attenpt research of any kind in these popul ati ons.

| guess | want to know what your
i nterpretation and what advl CH you woul d provi de and
then | want to ask Chris for his take on it.

DR WOLFE: Ckay. |Is this mcrophone on or
not? | think it is.

PROF. CAPRON:  Yes.

DR WOLFE: (kay.

Vell, | mean, if you conbine that with the
findings not just in the Howard French, New York Tines,
Cote d' Avoir but other interviews with people in Uganda
-- there was -- | think a Jeveland Pl anet reporter
i ntervi ewed sonme people in Uganda in the TB study -- |
ammainly an optimst and | do not believe that one
needs to abandon entirely doing research in devel opi ng
countries. | think that it poses a greater chall enge.
You peopl e have dealt with a very difficult question of
I nformed consent in vul nerabl e popul ati ons.

Let's just | ook upon these people as a
di fferent form of vul nerabl e population partly because
of naivete of previous experience, partly because of
education, and | think it is just a greater challenge to

do infornmed consent in the right way, and one needs to
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do outcone studies in inforned consent. Sinply counting
up how many people sign is really not enough and you are
dealing with this in sonme way in the studies that you
have conmm ssi oned out.

What is the evidence that those people who
signed the inforned consent sheet actually understood
it? | mean, instead of havi ng newspaper reporters
interview them you can do it in a nore formal way and
actually see whether it gets through. So | think it is
nore challenging just as it is nore challenging to
obt ai ned i nformed consent in vul nerabl e populations in
this country.

DR MJURRAY: Ckay.

Chris, do you have anything you want to say

about -- you want to add to that?
DR WHALEN: | think one nust always obtain
i ndi vi dual informed consent even -- | recogni ze the

difficulties in sone settings in Africa where the tribe

| eader may be able to acknow edge that anyone in his

tribe can participate or a famly | eader may -- head of

a househol d, for exanple, may indicate that what he says

everyone can -- anyone can participate if he says so.
| believe we still need to get individual

I nformed consent.

Recogni zing that there are problens with
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i nformed consent and nmaki ng sure that people fully
understand the nature of the research -- that is a real
chal | enge of doing research and obtai ni ng i nforned
consent in a devel oping country.

| know that the procedures we used in the
Preventive Therapy study were quite extensive with group
and i ndividual sessions sort of sequentially over three
or four different tinme periods. And even in that
scenari o when you cone back years | ater sone individuals
did not recall the informed consent process or had a

di f ferent understandi ng of what that process was about.

So | think one has to attenpt to get it and do
the very best you can to informthe individuals in the
st udy.

DR MJURRAY: Thank you.

DR SHAPIRO. W are running into sone tine
constraints here so | have four comm ssioners |left who
want to ask questions. That is Bernie, Eric, Steve and
Jim

One question each so that we do not | ast
anot her half hour on this.

Bernie, we will start with you. Pick your
nost i nmportant question.

DR LO M question is directed to Dr. Wlfe
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and Dr. Lurie. | amtrying to understand a little bit
nore about how you operationalize these criteria you set
out about when is it unethical to wthhold an

I ntervention in a control group.

And | amtrying to -- again, ny mnd works
better with concrete exanples. | amtrying to think of
what | would be doing if | was designing a perinatal HV
prevention study in a country where nost wonen do not
get prenatal care except for prenatal care at delivery
or shortly before delivery where | cannot give
i ntravenous AZT during delivery because, you know, we do
not have facilities to give intravenous drugs after the
study is done on a sort of popul ation basis.

Wul d those sorts of considerations fit under
your rubric of is there a feasible plan to nake an
I ntervention available in a country after the study?

| can obviously do it in a clinical trial but
if -- to operationalize the intervention after the trial
wi Il require changing patterns of presenting for

prenatal care and making it feasible to deliver i.v.'s
in the hospital.

Does that nean that for all intents and
purposes that is not a practical intervention in that
country?

The second question, again with your criteria,
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has got to do with --

MR, HOLTZMAN:  You got around your one
guestion.

DR SHAPI RO Yes.

DR LO Well, it is subpart A and B.

(Laughter.)

DR LO W are very good at this.

MR HOLTZMAN:. He will say this is Part B of
the first question.

DR LO Right.

(Laughter.)

DR LO Well, it has to do with --

DR. SHAPI RO. Sonme of your coll eagues w Il get
zer o questi ons.

DR LO -- relevant biological differences
and | guess | would like to knowis a study that is done
in a nonbreast feeding population -- is it a rel evant
bi ol ogi cal difference for perinatal transm ssion that
the country | aminterested in has breast feeding as its
cultural norn? Do | assune that 076 applies to a breast
f eedi ng popul at on?

DR WOLFE: Well, let me just answer the
guestion. | mean, the first one at the tine, -- and
just using the concrete exanple since you correctly, as

do | like to deal with concrete exanples -- , there was
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good phar macoki netics data avail abl e back four or five
years ago that one could just as well get the bl ood
| evel s up with an oral dose.

So if you did not have that information it
woul d be a different consideration and that would be
sonet hing that you could not even do in the context of
the trial. But, in fact, one knew at that point that
oral, which would obviate the need of hooking up soneone
to an i.v. would suffice.

As far as the breast feeding issue is
concerned, subsequently there have been studies in
breast feeding and nonbreast feeding countries, and the
magni tude of the reduction is very, very simlar. Yes,
that is different but one has again sone other
bi ol ogi cal information about what kind of transm ssion
can occur with breast feeding and I do not think that it
is relevant in the sense that the country is or is not a
breast feeding country but that does not nmean you cannot
do the trial or should not even expect to get the
result.

Do you want to add anyt hi ng?

DR LURIE: Yes. |If I mght, |I actually think
bot h your questions have the sane answer. How about
t hat for parsinony?

The issue is can you find another way of
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answering these questions short of getting into either a
pl acebo control trial or even perhaps a random zed
control trial? | personally believe that one needs a

pl acebo controlled trial to establish the safety or |ack
thereof of INH in African patients, many of whom have
been getting INH for many, many years. | amreferring
to Dr. \Walen's question.

In the particul ar case of the questions that
you raised, though, as Sid points out, you could have
answered the i.v. versus oral question by sinply
random zing a small nunber of people to oral versus i.v.
and neasuring their blood |evels.

And CDC predicted that the | evels would be the
sanme and, in fact, when a few years later they actually
got around to doing the test, the levels of AZT in the
bl ood were the sane. You did not need a random zed
control trial of efficacy, |let alone a placebo control
one to answer that question.

Wth regard to the breast feeding there were
data available to the researchers at the tinme of the
study that about 14 percent of transm ssion in breast
feeding patients was -- | amsorry. That the absol ute
contribution of breast feeding transm ssion was 14
percent, the breast feeding point, and that the ngjority

of it, probably 28 or nore or so percent was, in fact,
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due to the nonbreast feeding portions.

So the question is not are breast feeding
patients different than nonbreast feeding patients. The
narrower question is, is that difference of breast
feedi ng versus not sufficient to likely w pe out the
dramatic effectiveness of 0767

W predicted that it would not. W predicted

as well that the oral versus the i.v. would not. It
turns out that we were right. W predicted a | ong
time ago that the short courses would be effective. It

al so shows that the so-called subanal ysis was a good
predi ctor of what was going to happen.

My point then to summarize is that there are
very often data available, the sanme as trial ways of
addressi ng questions that fall short of random zation,
| et al one pl acebo control groups.

And it is the responsibility of the researcher
to pull together every bit of possible information
existing or that can be readily obtained short of
necessarily and reflexively resorting to placebo
controlled trials, especially when that can result in
better protection for patients.

DR. SHAPI RO Thank you.

Now | can easily tolerate the fact that

menbers of this conmm ssion have no respect for ny views.
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(Laughter.)
DR SHAPIRO What | cannot tolerate is

keepi ng our guests waiting who have travel ed to be here.

DR. DUVAS. That is right.

DR SHAPI RO So the last question is -- FEric,
if it is short you can ask it, if not you cannot.

DR CASSELL: It is short.

DR DUVMAS: | do not believe it.

(Laughter.)

DR CASSELL: You had a statement up there
that the researcher has primary responsibility for the
wel | - being of an individual participant. And is that
the sane as it would be as if it were a clinician? |Is
there no difference between a researcher in relationship
to responsibility to a participant versus responsibility
for the know edge fromthe trial or are they really the
sanme?

Coincidently, "naive" is a word of art. In
the CED you are naive when you are appall ed.

DR. WOLFE: The reason that nmany peopl e have
said that the researcher needs to act as though they
were a physician is because the benefit/risk ratio that
one woul d subject your own patients in practlICHto

shoul d not be arguably different than the benefit/risk
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rati o that you woul d subject sonmeone or a group of
people in a trial

Sol think it is very simlar, if not
Identical, is the answer. As a physician who is --

DR CASSELL: No --

DR WOLFE: Pardon? |If anything, it is
greater because there are --

DR SHAPIRO It is not a discussion, Eric.

Thank you

DR WOLFE: (kay.

DR SHAPIRO Steve?

MR HOLTZMAN. | think this is a quick
guesti on.

Movi ng apart from specifics and nore to the
general principle level, you advocated that it is a very
good thought to say to yourself before |I undertake this
|l i ne of experinentation, would I do it to nyself, would
| doit tony wife, would | do it to ny child.

DR WOLFE: Right.

MR HOLTZMAN.  Wen | ask that of nyself as an
i nvestigator, should | say would | do that, that is
given | am Steven Holtzman with the foll ow ng i ncone
| evel, with the following health care available, with
the benefit of the fact that cost is no object, or

should | ask it of nyself and ny children and ny wife
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I magi ning nyself into the situation where those facts
may be different?

DR WOLFE: Well, | think that it is nost
rel evant if you inmagine yourself as being in Thailand or
in South Africa or wherever knowi ng what the facts are,
what the availability is, what the possible design
alternatives are. | nean, | think that it is rel evant
in that country. That is not neant to support, which |
attacked earlier, cultural relativismbut it is really
to focus -- and is one of the reasons why there are both
U. S. based and | ocal investigators. | mean, the | ocal
I nvestigator who lives in the country and knows about it
shoul d ask thensel ves the question would I be willing to
give nyself or ny nother or father or whatever a
pl acebo.

Sol think it is in the context of the country
but I amnot sure the answer would be a lot different.
| mean, other than nentioning that cardi ac bypass
surgery centers are not available in sone of these
countries and, therefore, it is a nonquestion. You,
therefore, do not do a study having to do with outcones
of that in that country.

DR SHAPIRO Jin?

DR CH LDRESS. This question arises out of

sonething Dr. Walen had said toward the end of one of
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his recent comments about questions about the adequacy
of informed consent. You referred to recall studies but
| amnot at all convinced that studies of how nuch
subjects recall nonths or years |later can really tell us
a |l ot about the adequacy or inadequacy of the infornmed
consent in a particular setting at the tinme, say, the
formwas signed or the consent was given to proceed.

| just wonder whether you have any suggestions
about ways we could get at the adequacy of i nforned
consent. This is a problemin the US as well as
el sewhere.

DR WHALEN: | know sone peopl e have proposed
a brief set of questions shortly after the process of
i nformed consent has been conpl eted. W have not used
that in Uganda to date, though. 1In the future studies,
It 1s sonething that | would be interested in trying out
certainly but I do not know how t he Ugandans w | |
respond to it.

They may feel as, though, why are you testing
me, is this -- do | have to pass a test to cone in this
study and you are going to keep nme out because | cannot
answer these questions and even though they may fully
under stand t hem

Sol -- so even that in the culture -- in the

context of Ugandan culture | would need to, you know, do
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studi es along those lines or do pilot evaluations al ong
t hose |ines.

DR. SHAPI RO Thank you.

Let ne finally thank both Dr. Wlfe and Dr.
Whal en. Thank you very nuch for being here today. W
very nmuch benefitted fromyour testinony on this issue
we will continue to struggle wth.

Let ne say to the commssion we will take only
a five mnute break. | nean, you have your choice of no
break or five mnutes only.

(Laughter.)

DR SHAPI RO  Because we do have -- sone of
our guests have to | eave and they have nade great effort
to be here so | really will rely on you all to be back
here in five mnutes.

(Wher eupon, a break was taken from 10: 38 a. m
until 10:47 a.m)

PANEL [1: RESEARCH DESI GN METHODQ QGY

DR SHAPIRO | would like to get this session

underway if you do not m nd.

Let ne extend ny thanks to all of you for
bei ng here today. | know that everybody has extrenely
busy schedul es and we are very appreciative of the fact
that you have taken tine to be here.

At this time, just to keep matters a little
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uncertain, you are not listed in al phabetical order on
the programand | will go by the program | know that
sone of you may have to |l eave early. W wll try to
nove on as qui ckly as possi bl e.

We certainly appreciate that you have ot her
commtnments but let's just go this way. W will go from
ny left to right as one way of doing this so we wll
hear first from Prof essor Lagakos, who is a professor of

bi ostati sti cs.

VWl cone. It is a great pleasure to have you
her e.

DR LAGAKCS: Thanks.

DR. SHAPIRO W | ook forward to hearing your
remar ks.

STEPHEN LAGAKQS, Ph. D, MP H_
HARVARD VEDI CAL SCHOQL OF PUBLIC HEALTH

DR LAGAKCS: Thank you.

Hopeful Iy, the m crophone is on.

PROF. CAPRON:  You have to get up cl ose.

DR LAGAKCS: On.

PROF. CAPRON. That is the rock star anal ogy.

DR LAGAKCS: (kay.

PROF. CAPRON. For those peopl e who thought
that they had to play nusic while they were speaki ng.

DR LAGAKCS: | want to actually begin with an
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apology. | was not sure what the format woul d be and |
did not prepare overhead transparencies so | wll read
ny testinony.

DR SHAPI RO Thank you.

DR LAGAKCS: (kay.

As a statistician, | amused to using them but
you all should have a copy of ny conments.

DR SHAPIRO Yes, they are here. Thank you.

DR LAGAKCS: And | can provide sonebody wth
a diskette if they want it.

So let me just start. | ampleased to have
the opportunity to be before you today and present sone
of ny thoughts about international clinical research and
to answer questions that you nmay have.

Let ne begin by saying sonething about who |
am | ama mathematical statistician by training but
have really spent ny entire career as a biostatistician.

| amon the faculty of the Departnent of Biostatistics
at the Harvard University School of Public Health. |
have been there since 1978.

| am al so a nenber of the Center for
Bi ostatistics and AIDS Resarch, comonly call ed CBAR at
Harvard. CBAR is involved in many HV trials and nost
not ably because it plays the role as the statistical

center for both the adult and pediatrics AIDS dinica



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

94

Trials Goups with whom | have been invol ved since 1987.

Prior to my AIDS activities | was involved for
ten or nore yeras in clinical trials for the evaluation
of new therapies for cancer.

Most of ny experience in clinical trials has
been based in U S trials. However, through the WHO I
al so had the opportunity to help to design and i npl enent
a clinical trial of hepatitis B, of a hepatitis B
vaccine in China in the '80s, and nore recently have
been involved in the planning, conduct and/or the
analysis of HHV trials in Thailand, Botswana and
Canbodi a.

| am a nenber of several Data and Safety
Moni tori ng Boards, DSMBs, for several international
trials. In this capacity | have had the opportunity to
reviewthe interimresults of trials to ensure that
patient interests are bei ng saf eguarded.

In particular, | ama nenber of the DSMB for
an HV perinatal transmission trial based in Chiang Mi,
Thai l and, that Dr. Wl fe described as the Harvard-
Thai l and study, that I wll discuss in sone detail
during this testinony.

These experiences have led ne to think a good
deal about issues of ethics and together with recent

opi ni ons, as expressed by others in the scientific and
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medi cal literature, have shaped ny views.

| also have benefitted greatly with ny
di scussions with ny coll eagues at Harvard who are
involved in trials, and with fell ow DSMB nenbers, and
with investigators who | have col | aborated, and with
col l eagues at the New England Journal of Medicine where
et hi cal issues are sonetinmes debated during our weekly
meetings to review manuscri pts.

So that is where | amand let ne just begin
with an introduction. | was asked to provide -- in the
words of someone, | cannot renenber who it was now -- a
ten mnute priner on the ABCs of clinical trials.

So nunerous ethical issues can arise in the
design, inplenmentation, nonitoring and anal ysis and
reporting of clinical trials -- clinical research
studi es, even those that do not involve therapeutic
I nterventi ons.

In this session four of us will discuss
our views and experiences in this area. Bef or e
presenting nmy own views | will try to give sone
background material on the main types of clinical trials
that are undertaken and on several types of designs that
are commonly used in random zed clinical trials ainmed at
conparing two or nore treatnent groups.

| will then focus on several issues that can
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arise -- on specific issues that can arise in the
conduct of Phase IIl conparative trials that are being
conducted in devel opi ng countries but with sponsorship
from an outside organi zati on such as the NIH or a

phar maceuti cal conpany.

This setting, a trial being conducted in a
devel opi ng country with external support, can raise
addi ti onal ethical chall enges because of, one, the
different ethical views or standards of nedical care
bet ween the host country and the country of the sponsor;
and, two, the fact that the sponsor is providing funds
to hel p support the cost of the study.

Ckay. Basics of clinical trials.

Bi onedi cal research studies invol ving humans
can take several fornms. In a cross-sectional study, for
exanpl e, information about a group of subjects at one
point intinme is examned. This is to be distinguished
froma | ongitudinal study, which includes information on
subj ects collected over a period of tinme. Anong
| ongi tudi nal studies it is common to distinguish those
that collect information retrospectively such as a case
control epidemologic study that is ained at assessing a
possi bl e associ ati on between sonme exposure and the
subsequent risk of disease and a cohort study in which a

group of subjects is followed prospectively over tine.
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Even within cohort studies one can further
di sti ngui sh observational studies, which generally neans
that there is no therapeutic intervention, and clinical
trials where there is a therapeutic intervention.

There are many types of clinical trials. One
way of classifying clinical trials is by the type of
design, nanely uncontrolled trials, trials with
nonr andom zed controls, and trials with random zed
controls.

An exanpl e of an uncontrolled trial would be a
study in which all participants receive the sane drug
and efficacy is based on the results of just that study.

If, instead, the drug's efficacy were assessed
by conparing these results with the results of a past
study of another drug, say published in the nedical
literature, then the trial would be classified as one
wi th nonrandom zed control s.

Alternatively, if sone of the patients in the
trial were randomly assigned to receive a new drug and
some were randonly assigned to receive a standard
treatnent or a placebo then the trial would have a
random zed control group.

Much has been witten about the use of
random zed versus nonrandom zed controls and the

consensus view anong clinical trialists is that the use
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of nonrandom zed controls can be severely biased and
unreliable. Thus clinical trials with random zed
controls and with blinding, when practical and
appropriate, represent the gold standard for the
eval uation of therapeutic interventions.

| strongly agree with this view and in the
interest of time will not focus on the val ues of
random zation and the use of a placebo pill as opposed
to giving no treatnent or blinding in ny coments.
However, | will return to the issue of how to choose a
control group.

Anot her way of classifying clinical trials is
by phase. Phase | studies, drug studies, are typically
smal |l and often used to determ ne the optimal dose of a
new drug. These are often conducted in nondi seased
I ndi vi dual s such as nedi cal student vol unteers.

Phase Il trials tend to be sonmewhat | arger and
are often ained at obtaining an initial sense, a
prelimnary sense of whether a drug may have clinica
efficacy. |If the results of these trials are prom sing
then a larger Phase Il trial ainmed at establishing
whet her or not there is efficacy nay be conduct ed.

Phase Il trials are large, typically 50 to
t housands of subjects, and conparative in nature with

random zation with at |least two arns, one of which



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

99

serves as a control or a reference armand one or nore
arns involving new treatnents.

The term Phase IV trial is often used to refer
to post marketing surveillance studi es ai ned at
assessing long-termeffects. For exanple, rare but
serious side effects of a new treatnent.

In the interest of time | will hereafter focus
on Phase IIl random zed trials as nost of the ethica
issues | amfamliar with have arisen in this setting.

There are many types of designs that are used
in Phase Il random zed trials. For exanple, in
di seases where an effective treatnent is avail able and
I n use a conmon design random zes trial participants to
receive either a new treatnent or the standard
treatment. Even in this setting there can be different
scientific goals. The nbost common is to determ ne
whet her the new treatnment has superior efficacy than the
standard or to the standard, | guess. |If so, and if its
associ ated costs and safety profile are conparable to
those of the standard, then the new treatnent would be
preferable and nmay replace it as the new standard of
care.

I n ot her instances, however, the new treatnent
may have fewer side effects and/or be | ess expensive

than the standard treatnent. Here denonstration that
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the new treatnent is as or nearly as efficacious as the
control nmay be enough to conclude that it would be
preferable to the standard. O when the standard
treatnment may not be well tolerated in sone patients
there may be value in denonstrating that a new drug --
in denonstrating that a new drug is equally efficacious,
even though it may not be | ess expensive or have fewer
side effects. Since this mght represent a val uable
alternative for patients who cannot tolerate the
standard treatnent.

Phase 11l trials which aimto show that a new
treatnent is nore efficacious than a standard treatnent
are often referred to as superiority trials. Wile
trials ained at showing that the new treatnent is as or
nearly as effective as the standard are often call ed
equi val ence trial s.

The latter nane has been criticized by sone
arguing that it would be nore accurate to refer to these
as noninferiority trials rather than equival ence trials
on the grounds that if having equal efficacy would nake
the new treatnment preferable to the standard then having
superior efficacy would also. | support this view

Let ne now conment on the chol CH of a contro
group. In an equivalence trial the control group is

usual ly a standard treatnent that has been proven or is
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percei ved to have therapeutic value. In such a setting
where denonstration of equivalence is the goal, use of a
pl acebo control makes no sense.

However, in a superiority trial the contro
group could be an active treatnent or a placebo. For
exanple, if there were no proven effective treatnents
for a particular disease then the goal of the trial
woul d be to denonstrate that a new treatnent is
beneficial. This usually translates into leading to a
better response than a group of patients who receive no
treatnment. Thus the natural and appropriate design
would be to -- scientifically would be to random ze
patients to the new treatnent versus a pl acebo.

One point | wish to nmake here is that | have
heard sone describe ethical issues in terns of
superiority versus equivalence trials. |In fact, the
real issue is not this but whether a placebo or an
active control group should be used.

The final general comment | w sh to make about
study design is that this should be dictated by the
scientific question that one wi shes to answer in the
trial. Wile the goal of linking the design of the
trial to the scientific question is hard to di sagree
W th conceptually, the nost appropriate scientific

guestion is sonetines not obvious and thus the choice
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anong several clinical trial designs, including the
choice of a control group, may not be obvious. | wll
return to this point later in ny testinony.

Et hi cal issues: FEthical issues can arise in
each of the types of studies | have just nentioned. Not
just in Phase IIl clinical trials. For exanple, in a
case control or cross-sectional study based on
I nformation already present in sone database there could
be issues of confidentiality or access to records or in
an observational study in which there was no therapeutic
intervention for any subject, ethical issues mght arise
I f an invasive diagnostic test is used or perhaps sinply
because no intervention was used.

The latter situation is illustrated, for
exanple, in an article that appeared in the New Engl and
Journal of Medicine |ast year where Dr. Prophan fromthe
Thai Red Cross raised ethical concerns about a U S.
supported study of the natural history of HV in
pregnant Thai wonen and their offspring.

The underlying reasons why ethical issues can
ari se are nunerous, but in ny experience these are often
related to issues of cost and expedi ency, conflicts
between the scientific goals of a study and the best
I nterests of the study participants, and differences of

opi ni on about the relative inportance of the scientific
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guestions that should be addressed.

As noted above, | wll discuss ethical issues
arising in Phase Ill clinical trials. Further, | wll
try to focus on issues that have commonly arisen in
clinical trials being conducted in a devel opi ng country
wi th support from an outside organi zati on such as a
phar maceuti cal conpany or the NIH. This setting where
t he custons, cultural norns, standards, and extent of
nmedi cal care may differ considerably between the host
country and the country of the sponsor can lead to
addi ti onal ethical challenges.

So now let nme turn to sone ethical issues
arising in trial design. Ethical dilemmas can arise
when there is an established effective treatnent for a
di sease or a condition that is not routinely used in the
host country because of cost.

For exanple, while ZDV is now wel | -known to be
highly effective -- a highly effective way of reducing
the risk of perinatal transmission of H'V, it or other
antiretroviral agents are still not in w despread use in
many parts of Asia and Sub-Sahara Africa. In this
setting, is it ethical for us, neaning say investigators
fromthe U S., to undertake a placebo controlled study
when effective therapies exist under the standard of

care in the United States and ot her devel oped countries?
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The fact that the care provided in every arm
of a trial would be as good or better than what the
subject would receive if he/she were not in the trial
does not in and of itself nmake the trial ethical.

Et hi cal issues can also arise regarding the
duration of treatnment of study subjects. For exanple,
again using the setting of perinatal transm ssion of
H'V, what is the obligation for treating the HV
infected nother after her child is born? Wat is the
et hical argunent for failing to offer antiretroviral
treatnent to the nother after her child is born?

Simlarly, is there an ethical obligation --
| should probably say, will there be an ethical
obligation to provide antiviral treatnent to
partici pants who becone infected during an HV vaccine
trial, assumng this represents the standard of care in
the United States at that tine?

Let ne turn now to ethical issues related to
the enroll ment of study subjects, and | will be brief
here. Many devel opi ng countries provi de inadequate, at
| east by our standards, health care. Thus, for a
potential volunteer there can be a strong incentive to
participate in a clinical trial since all of the

treatment arns, even if sone fall short of U S
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standards, woul d represent an inprovenent to the

avail able options if he or she did not volunteer in the
trial. 1In such opportunities the opportunity for -- in
such settings the opportunity for unintended coercion

m ght be significant. What safeguards shoul d be taken
in such a setting to ensure that proper inforned consent
i s provi ded?

Perhaps | should just comment now based on
sone comments made in the discussions earlier that |
have just finished teaching a course in clinical trials
in Geece and the view in other countries about inforned
consent is not the sane as the prevailing view here.

For exanpl e, concerns that -- the general
perception that some people gave ne in other countries
is that we are too concerned with the bad investigator
who tries to take advantage of a situation and we do not
worry enough about perhaps the psychol ogi cal harmt hat
can cone frominformed consent. So | just throw that
out there to nake the point that the issues of inforned
consent can be particularly conplicated in other
settings.

Et hi cal issues arising in the nonitoring of
interimresults: dinical trials often require severa
years to conplete. As aresult, it is inportant that

the trials be nonitored regularly to ensure that the
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best interests of participants are safeguarded. Wen |
say "nonitored" here, | do not nean site nonitors. |
mean interimanal yses of the clinical trial.

This task is best acconplished by an
I ndependent DSMB, Data and Safety Mnitoring Board,
whose nenbers have expertise in the disease area and in
clinical trials nethods and in who have no personal or
financial interests in the outcone of the trial.

In addition to exam ning the evolving results
of the trial, the DSMB shoul d be aware of what advances
in the -- should be aware of advances in the field and
assess whet her the study design, which presunably was
ethical and scientifically valid when the trial was
initiated, is still ethical and scientifically valid.

This is especially inportant for di seases such
as HV where progress in the devel opnent of effective
t herapi es has been rapid. Trials that are no | onger
et hi cal because the control group no |onger represents
an accepted standard of care, trials that have no
reasonabl e hope of |eading to an unequivocal result, and
trials that have already denonstrated a definitive
di fference between treatnent arns should usually be
term nated even if their continuation nmay have sone
benefit to the nmedical and scientific community.

Because the data sources used to assess these
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condi ti ons, unequivocal results, new standard of care,
are never conpl etely unequi vocal thenselves, the ethical
consi derations that arise in such instances are often
not cl ear-cut and conscientious and know edgeabl e
experts on the DSMB can di sagree in fundanmental ways
about the best course of action. I n such i nstances, how
does one ensure that the views and perspectives of both
the host country and the sponsor are understood when
deci ding whether to continue or termnate or nodify a
study? Wsat if there is not consensus on the proper
course of action between nenbers of a DSMB t hat
represent the host country and those that represent the
sponsor ?

Resol ving ethical issues: Wwen | try to
determine ny own views on an ethical issue that may
arise in atrial | tend to first use ny own sense of
values to determne whether | amethically confortable
with a study.

Sonetimes it is difficult to know exactly how
| weigh the various considerations that are involved in
t hi nki ng about the issue -- the ethical considerations -
- but I will say that | firmy believe that any
investigator in a trial, including nenbers of its DSMB,
assunes a responsibility to ensure that the best

interest of the study participants are protected. |
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will just comment now that that is not restricted to
physicians in any sense. That is anybody who takes a
responsibility. By buying in, one bears a

responsi bility for those subjects.

Sonetinmes the ethics of a situation are not so
clear tonme. | thentry to identify the underlying
ethical principles that may be at the heart of the
concern. However, even this is sonetines a difficult
t ask.

Much has been witten about ethical principles
for the conduct of research involving humans and the
Decl aration of Helsinki is often referenced as a key
sort of principles. Individually the principles in the
Hel si nki Decl arati on seem reasonabl e and | audabl e.
However, when it cones to certain specific issues the
practical interpretation of a principle mght be
sonmewhat vague or appear to conflict wth another
principle. Thus it is not surprising that a thoughtful
and conpetent clinical research often disagree -- that
t hought ful and conpetent clinical researchers often
di sagree on the ethics of a specific situation.

As a result, | sonmetinmes find nyself unable to
pi geon hol e nysel f as being on one side or another of an
ethical debate or to fully justify why a specific study

is ethical even though | support its inplenmentation.
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Because of this recognition that the issues
are not always clear-cut and clearly addressed by these
principles, | try to remnd nyself that those taking the
ot her view are not necessarily ignorant of the issues
even though -- just becasue they disagree with ne.

So that is nmy background on clinical trials.
Let ne say now a bit about ny own views. | would now
| i ke to express sone of ny own personal views on the
specific ethical issues that |I raised in the preceding
overview of clinical trials.

To maintain a link between the different
issues | will use the exanple of perinatal transm ssion
of HHV as a paradigmand, in particular, the exanple of
t he CDC supported placebo control trial of ZDV that was
recently conpleted in Thail and. | choose this exanple
because I find the ethical issues to be particularly
chal | engi ng and because clinical investigators, whom |
deeply respect, have taken very different views on sone
of these issues.

Let ne begin with the issue of choosing a
control group. The Thai-CDC study, as | wll refer to
it, conpared a short course of ZDV to placebo in H V-

i nfected pregnant wonen in Thailand. Enrollnment into
this trial was undertaken after the results of ACTG 076

were made public in 1994. That study indicated that ZDV
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appeared to reduce the rate of perinatal transm ssion of
H V by about two-thirds.

| will not provide the details of either of
these to studies because | amsure you are well famliar
with them However, | wll nake a few general
observations to set the stage for the ethical and
scientific considerations.

The setting in Thailand when the Thai - CDC
trial was initiated was as foll ows:

One: HV was recogni zed as a serious problem
in Thailand. It was well-known anong Thai scientists
that H'V can be transmtted in utero; that ZDV had been
shown to greatly reduce H 'V transm ssion in several
studi es; and that ZDV had becone the standard of care in
the United States and many parts of Wstern Europe.

Two: Pregnant Thai wonen known to be H 'V
positive were not, in general, offered ZDV or any ot her
antiretroviral agents to reduce the risk of perinatal
transm ssion of H V.

Three: Previous studies show ng that ZDV
coul d reduce perinatal transm ssion of HV were
predom nantly in regions where the B subtype of H V-1
was predomnant. In Thailand the predom nant subtype of
HV is the E subtype.

By its design, the Thai-CDC trial hoped to
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determ ne whether a short course of ZDV was effective in
reducing the risk of HHV transm ssion relative to no
treatnent. If it were -- and now | am speaking as if we
were designing the trial, this is before seeing any of
the data -- if it were, then a nore affordabl e and
per haps safer ZDV regi nmen than the ACTG 076 regi nmen
woul d be avail abl e and perhaps could be inplenented on a
nati onal basis nore easily than the ACTG 076 regi nen

However, if the study were to show that ZDV
were nore efficacious than placebo, it would still not
be known how nmuch efficacy was | ost conpared to an ACTG
076 reginmen by giving the drug for a shorter |ength of
time.

What about the scientific and ethical
justification for using a placebo group in this study?

One rationale for the use of a placebo group
was that a two armtrial conparing the short course ZDV
reginen to the ACTG 076 regi nen could not reliably
determ ne the extent to which the short course is better
than no treatnent.

Let ne say that again and try not to munbl e.

One rationale for the use of a placebo group
was that a two armtrial conmparing a short course of ZDV
to a longer course could not reliably determ ne the

extent to which the short course is better than no
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t r eat nent.

Two reasons for arguing that the use of a
pl acebo group in the Thai-CDC trial is ethical are: And
t hese are ny reasons or ny argunents:

Al t hough the standard of care in the U S at
the tinme was ZDV, ZDV was not given in Thailand. Rather

H 'V i nfected wonen were untreated. Thus the placebo arm

reflects the “standard of care" -- and | put that in
guotes -- in the host country. And no trial participant
would be -- in this trial wuld receive a treatnent that

is less effective than what they would receive if they
did not participate in the trial.

The second point was that previous studi es had
clearly denonstrated ZDV reduced perinatal transm ssion
of HI'V but these were mainly in parts of the world where
the B subtype was predom nant. Thus, how assuredly
coul d one concl ude that ZDV woul d be effective agai nst
the E subtype of H V?

For exanple, if a study conparing the ACTG 076
reginen to a short course of ZDV resulted in simlar
transmssion rates in the two arns, can we be sure that
both were highly effective or could this sinply be
reflecting a situation where both were equally
ineffective or only mldly effective? In the face

of this uncertainty, use of a placebo group could be
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ar gued.

An alternative study that was inplenented in
Chi ang Mai, Thailand, at about the same tine as the
Thai - CDC study, conpared a short course ZDV reginen to
an ACTG 076 type reginen. This study was actually a
two-by-two factorial design which attenpted to answer
several questions, but for the purposes of this argunent
| will proceed as if it were a two-armstudy of short

course ZDV versus a long course, ACTG 076-1i ke regi nen.

The scientific question being asked in this
study was different than the one asked in the Thai-CDC
study. Specifically, the Chiang Mai study, which Dr.
Wl fe referred to as the Harvard-Thail and st udy,

basi cal |y asked whet her a short course of ZDV was as or

nearly as effective as the longer course. If it were,
and again | amthinking -- | amtal king about the |ogic
used when this trial was designed -- if it were as

effective or nearly as effective, then it would be
denonstrated that one could achieve simlar efficacy
with a cheaper and perhaps safer ZDV regi nen.

I f the short course proved to be |ess
effective than the long course then, it would be, in
general, difficult to know how nmuch, if at all, the

short course reduced the risk of H V transm ssi on
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because there was no control group. Since no placebo
group was included in the Chiang Mai study, the issue of

justifying the ethics of a placebo group was irrel evant.

Note that the specific questions being asked
in these two studies are quite distinct. Both questions
bear on the general question of the efficacy of ZDV in
reduci ng the risk of perinatal transm ssion. Both
designs could lead to very useful scientific information
for both Thais and ot her peoples, and both designs have
limtations in their interpretation for certain study
outcones that | pointed out.

One additional note about these studies:
Because one woul d not expect the efficacy of a short
course of ZDV to differ as nmuch froma |long course as
woul d a short course differ froma placebo, the Thai-CDC
study was considerably smaller in size, approximately
400 not hers, than the Chiang Mai study, approxinmately
three times as nmany nothers. This substanti al
difference in size has inplications for the cost of the
studies and the tine needed for their conpletion.

| find sone nerit in the ethical argunents
used to justify both studies and in the scientific
guestions that both studies attenpt to address. For ne,

however, the sticking point and the justification of the
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Thai - CDC study is the use of a placebo group even though
the H V infected pregnant wonen in Thailand were not, in
general, offered ZDV at the tine of the study.

While | appreciate and in sone other settings
concur with the use of a placebo group when in a nore
af fluent country effective agents are avail able, |
nonet hel ess al so believe that the goal is to provide the
best known treatnent to the participants in a trial --
excuse nme. | nonethel ess believe that the goal of
provi ding the best known treatnent to participants in a
trial is a | audabl e one.

In this particular setting, an alternative
design was avail able -- sonmething akin to the Chiang Mai
study -- that addressed a sonmewhat different scientific
question than the Thai - CDC study but w thout having to
resort to a placebo group.

For ne, the potential scientific [imtations
of the Chiang Mai Trial, that is the issue of whether
ZDV is effective for the subtype E of H 'V and the fact
that this trial cannot denonstrate the efficacy of
ei ther short course or long course relative to no
treatnent, those limtations are real. However, the
Thai - CDC study al so had scientific limtations. Most
notably, its inability to tell us about the relative

efficacy of the short course ZDV regi nen conpared to the
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| onger ACTG 076 reginen. And, on balance, |I find the
practical scientific utility of this trial, i.e. the
Thai -CDC Trial, to be less than that of a Chiang Mai
type design froma scientific point of view

Since the latter, the Chiang Mai type design,
avoi ds ethical issues of using a placebo, | reached the
conclusion that interests -- that the interest of the
study participants woul d have been better served if a
Chi ang Mai type design wi thout a placebo group had been
used. Indeed, | feel sufficiently strong about this
that | would not have been able to serve as an
I nvestigator or DSMB nenber in the Thai-CDC study.

Let nme nmake sone additional comments about the
ethics of this situation.

One: After children in both of these studies
were born, the nothers were not offered |l ong-term
treatnent with conbination antiviral drugs even though
t he val ue of these drugs had been denonstrated in
scientific studies. Does this violate the principle
of offering all participants in a trial the best
possible treatnment? How then do we ethically justify
t hi s?

| nmust confess that | find this a very
difficult issue to cone to ternms with. Instinctively, |

do not have ethical problens with either of these
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studies as regards their failure to provide |long-term
conbi nation antiviral therapy to the nothers. However,
at the sane time | cannot really identify a conpelling
ethical argunent to justify this.

| say this to point out the real conplexity of
the issues that can arise in these studies and why |
believe that it would be inappropriate for an
organi zation such as NIH to adopt a dognatic view such
as never using a placebo when a known effective therapy
exi sts when funding and sponsoring international trials.

Two: One issue that | have not raised is the
ethics of including a ZDV armin these studies. In ny
opinion the fact that ZDV is known to be effective is
not a sufficient justification ethically for its
inclusion in an international trial. As others have
noted, it is also necessary that a new treatnent has
sone realistic hope of being inplenmented in the host
country if the study denonstrates its efficacy.

In the case of Thailand, which is a rather
affl uent country by nmany standards, use of ZDV on a
wi despread basis is realistic. Thus this is not the
case, at least in the foreseeable future, in other
countries such as the nei ghboring country of Canbodi a
where the total per capita expenditure for health care

is extrenely low. In this type of environnment it is ny
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view that a case needs to be nmade for the value of a
trial that involves ZDV or other interventions of a
simlar cost.

Three: The ethics of the Thai-CDC study have
been debated in the nedical and scientific literature
and in many |ess public settings. | find it interesting
that very little of the public debate has focused on the
| ssue of how the ethics of a study can change with tine
as new i nfornmati on becones avail abl e and st andards of
care evol ve.

The DSMB for a clinical trial bears enornous
responsibility in nonitoring the study results and
external devel opnents to ensure that the best interest
of the patients are being safeguarded. Based on ny
under st andi ng, the Thai - CDC study was nonitored in the
U S. by an NIH appoi nted DSMB that only included one
Thai representative and this DSMB net in the Washi ngton,
D.C. area. It is not clear to ne that the Thai
government had access to or was closely follow ng the
interimresults of this study. | just do not know.

While | have the utnost respect for the N H,
who has led the way in advocating the use of independent
DSMB's for the interimnonitoring of trials, | believe
that we can nake inprovenents in the nonitoring of

trials that are sponsored by the U S. and conducted
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el sewhere.

What is clear to ne is that (a) the decision
to termnate a study following an interimanalysis also
often involves ethical considerations; (b) it is
i mportant that the ethics be fully aired and understood
by qualified representatives fromboth the sponsor and
t he host country; and (c) that if either group, i.e. the
sponsor or the host country concludes that the study is
no | onger ethical then the study should not continue in
its present form

However, how to structure a DSMB or nore
generally the interimreview of such studies to achieve
these goals is conplex and to nme not clear. This is one
area where | think a great deal of additional discussion
i s needed.

Let ne end by nmaking a few suggestions on
steps that can be taken to assure that internationa
studi es supported by the NIH or other organizations have
hi gh et hi cal standards.

First, as specified in one of the Hel sink
principles, rigorous external review of study design
shoul d be encouraged w th special enphasis on ethical
consi derations and of alternative designs that m ght
avoi d certain concerns, ethical concerns. Such review

shoul d be nmade by qualified persons in both the host



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

120

country and the country of the sponsor.

Secondly, the interimnonitoring of such
studi es should be done by a qualified DSMB with
appropriate representation fromboth the host country
and sponsor and perhaps ot hers.

Final |y, because sone host countries will have
little experience in the design and anal ysis of clinical
trials and the responsibilities of DSMBs, training on
the principles of clinical trials, including the ethical
consi derations involved, should be given a higher
priority. And by "training" here | nean N H support ed
training of investigators from devel opi ng countries
where we plan to do studies.

In closing, | wish to say that | hope ny
conmrent s have been hel pful to you in identifying and
fram ng sonme of the ethical issues that arise in
international studies. | would be glad to discuss these
further. Thank you again for inviting ne.

DR SHAPI RO  Thank you very much for com ng
and thank you very nmuch for your remarks.

I think what we will do today, otherw se we
will never get to Dr. Chase, is just hear from each of
t he panelists first.

And nenbers of the conm ssion just note their

guestions down and at the end we will question any of
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t he paneli sts.

Dr. D xon?
DENNIS DI XON, Ph. D .
NATI ONAL | NSTI TUTE OF ALLERGY
AND | NFECTI QUS DI SEASE
DR DI XON: | thank the comm ssion for the

opportunity to participate in this inportant mneeting.
Et hi cal concerns arise often in designing clinical
trials, whether the trials are to be conducted entirely
in the US. and other so-called devel oped countries or
are sponsored by the U S. and carried out jointly with
one or nore so-called devel opi ng countri es.

Sone concerns appear to be harder to resolve
in the international setting to be sure, and anong those
is choice of control group in a conparative clinica
trial. Most of ny comments will focus on that
particular topic but tine permtting | will nention
briefly sone other aspects of international trials that
clearly have ethical conponents.

Whet her an experinental treatnment reginmen wll
be tested agai nst active control or placebo control can
be a difficult and even controversial choice. In
reality the focus should be on what is currently
avai l able in the popul ati on where the study will be

carried out and whether the research goal will be to
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i nprove the chances of a good outcone relative to

avail able alternatives or to maintain current prospects
whil e reducing the risk of side effects. Once those
matters are clear, choice of trial design is usually
strai ghtforward.

The hardest case is when a treatnent is
al ready established for a condition related to but not
I dentical to the one to be studied in the trial being
planned or in a different setting. Then it may not be
so clear whether the usual criterion that placebos
cannot be used if evidence exists of an adequate
treatnment actually holds. The investigators nust judge
whet her to extrapolate the previous results. Let ne
gi ve a specific exanple.

Suppose a drug like ZDV in a particul ar
reginmen, like the long course, has already been shown to
reduce the rate of transmssion of HV frominfected
nothers to their babies in a population in which breast
feeding can be effectively discouraged. It is possible
that the reginen wll not be effective in a setting
where breast feeding is the norm because transm ssi ons
t hrough breast mlk may offset those prevented up to and
including the tinme of delivery.

Thus evi dence of benefit in a nonbreast

feeding setting may or may not constitute evidence in a
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breast feeding setting. Qher factors also have to be
consi dered i n deciding what the appropriate control
i ntervention shoul d be.

Simlarly, elective cesarean section appears

to reduce the risk of nother-to-infant H V transm ssion.
In many parts of the world this information has no

rel evance because of the |ack of access to suitable

surgical facilities.

If an established treatnent is available in a
gi ven setting any proposed new treatnent nust ultimtely
be conpared to that established treatnment. Success for
the new treatnent does not necessarily nmean better than
established treatnent in terns of the prinmary outcone,
however .

To attenpt to show that an experi nment al
treatment causes fewer side effects than an established
treatnent wthout conprom sing the efficacy of the
established treatnment, an appropriate alternative to the
superiority trial design is the equivalence trial.

The basic idea is that it is desirable to
reduce the frequency of side effects but this should not
entail nore than a nodest reduction in efficacy.

Al t hough equi val ence trials have an inportant
role in appropriate settings they have two drawbacks.

First, sinple failure to reject an
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experinmental hypothesis of equal effects is not
sufficient to denonstrate equival ence of two treatnents.
It is necessary to rule out by nmeans of highly precise

estimates the possibility that the experinental
treatnment is much worse than the established treatnent.

When rejecting an equality hypothesis, it is
better to do so quickly after studying a m ni mrum nunber
of volunteers so that the better treatnent can be nmade
avail able widely. 1In other words, one does not need to
know whet her the advantage for the newtreatnent is slim
or substantial so long as it is clear that there is an
advant age. To obtain the precise estimte needed in
an equivalence trial to rule out |large differences
requires a | arge study.

Second, in using an equival ence trial, the
I nvestigators have to accept a degree of risk that in
the new trial the established treatnent will show no
benefit due to sanpling variability even though it was
shown in a previous trial to be efficacious. In that
case, it is not helpful to show equival ence of
est abl i shed and experinental treatnents becasue neither
w || have been shown to be beneficial in that trial, in
t he equi val ence tri al

Per haps nore relevant in the context of

international clinical trials the equival ence design
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does not seemuseful if the goal is to reduce the cost
of atreatnent. |If the putative established treatnent
isinreality not generally available in the popul ation
of interest, an equivalence trial of that treatnent
conpared wth a | ess expensive alternative treatnent nmay
denonstrate that the expensive treatnent really is
better but the expensive treatnment is still unavail able
and the inexpensive one wll not have been shown to be
better than no treatnent |eaving no practical option for
general use in that |ocale.

Turning now to sone ot her aspects of clinical
trials that need special attention in the international
setting, let me begin wth procedures for nonitoring the
interimtrial results.

Random zed trials begin at a point of
equi poi se regarding the relative risks and benefits of
the treatnents under study. That is no consensus exists
that one of the conpeting treatnents is superior. As
t he study proceeds, accunul ating study data or new
results fromother research may produce strong evi dence
in favor of one of the treatnents overturning the
equi poi se and | eading to a recomendation that the study
be st opped. Because such a recomendati on goes beyond
a preplanned statistical calculation, responsibility for

review of interimdata is often given to an i ndependent,
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of the investigators, group of experts in the clinical
probl em biostatistics and bioethics called a Data and
Saf ety Monitoring Board, whose job is to examne interim
data fromall the participating clinics and nake a

j udgnent about whether the study should continue as

pl anned or change in sone way.

Ful | host country participation in nonitoring
commttees is a challenge only partially addressed thus
far. There are conceptual issues such as the need to
establish that all participating countries agree on the
ethical and statistical basis for nonitoring and early
stopping of trials; increased conmunication and training
anong partner countries are likely to be the solution in
this area.

There are al so | ogistical challenge such as
I dentifying host country representatives with suitable
backgrounds to partici pate know edgeably in the process.

Many individuals with appropriate credentials will have
participated in trial preparations and thus not be
I ndependent .

Athird issue relates to the distinction
bet ween conpensati on and mani pul ation of trial
volunteers. Even in clinical trials with a reasonable
prospect of direct benefit to volunteers conpensation

for burdensone follow up contacts, clinic visits, data
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collection and so forth seens appropriate, especially
when fol |l ow up extends beyond the period of delivering
study nedi cations. Particularly in nultinational trials
It can be difficult to judge the point at which
reasonabl e conpensati on reaches the | evel of
mani pul ati on.

In a recent exanple the investigators needed
details of the circunstances of death to neet the
primary objective of their study of tubercul osis
treatnents. To nmaxi m ze access to the information they
offered to pay for sone funeral expenses and so
i ndicated in the infornmed consent docunent. This kind
of inducenent would rarely be acceptable in a clinical
trial inthe US It is difficult to assess how it
woul d be perceived in a different country. 1In this
I nstance it appears that no ethical or scientific review
comm ttee rai sed any question about it until it cane
before the NNH Data and Safety Mnitoring Board for the
study which asked that the paynent offer be dropped.

Anot her difficult issue arises when nethods of
dealing with known side effects of an experi nental
treatnent are unavailable in a place that otherw se
woul d be a suitable |locale for conducting a trial.
Reconbi nant Interleukin-2 or IL-2 is under evaluation as

a way to stinulate i mune function in persons with
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HV/AIDS. One side effect is a transient burst of HYV
repilcation, which is thought to be of m ninal
consequence provided there is concurrent admnistration
of antiretroviral drugs.

After extensive discussions it was decided
that 1L-2 should not be studied in countries in which
antiretroviral drugs are not generally avail abl e.

Al t hough the antiretroviral drugs could be provided to
trial participants, of course, w thout the expectation
that the general popul ation could obtain such drugs,
trial organizers deened it unethical to study IL-2 in
t hose countri es.

The | ast situation | want to discuss is
referred to as potential social harns. Participation in
a clinical trial can occasionally expose individuals to
nonnedi cal adverse consequences. Trial organizers have
a duty not only to nmake potential volunteers aware of
these but to take steps to aneliorate them

Persons who recei ve candi date H V vacci nes
will sonetinmes test falsely positive for HV infection
usi ng standard serologic screening tests. These
i ndi vidual s woul d thus be vul nerable to stigmatization
and other forns of discrimnation frompotenti al
enpl oyers, insurers and others unaware of their vaccine

trial participation.
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In U S trials, various fornms of docunentation
are provided to those volunteers who request them In
ot her countries docunentation may actually have little
utility, and other ways of addressing this problem have
to be found.

In sone places serious social harns woul d
result fromthe nere fact of participation in a clinica
trial for persons with HV. The trial organizers my
t hen propose to enroll and follow a cohort of simlar
but uninfected vol unteers, who cannot contribute any
information relative to the primary scientific
objectives of the trial, just to preserve sone degree of
confidentiality about the HV status of vol unteers.
Wiile this devliCH creates difficulties of its own
regardi ng the i nforned consent process, it does seema
reasonabl e attenpt to deal with the confidentiality
| ssue.

Once again, thank you for the invitation to
conme today and | | ook forward to the discussion.

DR SHAPI RO Thank you very nmuch and t hank
you for your contribution.

Prof essor Di ckersin?

KAY DICKERSIN, Ph. D
BROAN UNI VERSI TY
DR DI CKERSIN. Good norni ng.
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Thank you again for asking ne --

DR SHAPIRO You have to talk close to the
m cr ophone.

DR DI CKERSIN. Thank you for asking nme to be
here this norning. | amalso going to give you a little
background about nyself and then get into the materi al
that | submitted to the conm ssion

| amat Brown University in the Departnent of
Conmunity Health. | amtrained as an epi dem ol ogi st and
| focus ny research on perform ng and studyi ng
random zed clinical trials.

O relevance to our topic today, | have been
involved in trials using placebos and no treatnent
controls, as well as an equivalence trial. Al though
have not personally conducted any international trials,
| have served on a nunber of Data Monitoring Conmttees.

One for along termtreatnent trial coordinated from
the U K and invol ving nunmerous countri es.

It should not be surprising then that |
basically believe in the concept of random zed trials so
| am showi ng ny bi ases.

Nevert hel ess, | have struggled -- thanks.

Nevert hel ess, | have struggled in each study |
have conducted, nonitored or reviewed wth ethical

i ssues. Trial investigators have been granted a public
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trust that | take very seriously.

| have al so served as a consuner advocat e.
Wil e a graduate student | was di agnosed wi th breast
cancer. | subsequently cofounded a breast cancer
support group here in Baltinore, Maryland, and was a

f oundi ng nenber of the National Breast Cancer Coalition.

| tell you this because these experiences with
other patients, alnost all of them nonscientists, have
all oned ne exposure to the patient perspective that |
ot herwi se probably woul d not have had and ny own vi ews
about the ethics of trials have consequently changed.

One of themis that, for exanple, | amno
| onger confortable using the word "subject” in talking
about participants in research becasue of the
connotations of that word and it just surprises ne -- |
hear it over and over again -- why | do not hear this
di scussed nore often.

So now |l amgoing to read fromthe background
paper that | gave to the conm ssion and in the interest
of time |l will omt the exanples that | gave. You asked
for exanples as well as a discussion of study design and
| woul d be happy to go back over the exanples in the
question tine. Minly they point out ethical dilemas

in existing trials that are relevant to the question
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that | am posing.

| have prepared a series of questions and
responses that address the issues you have asked ne to
address and they do not cover issues specifically
i mportant to international research but are inportant
wher ever research is conduct ed.

A major point of what | will say is there
often is no right or wong opinion. Good scientists,
doctors, consuners and policy nmakers are often justified
in having very different opinions. Just as a clinical
trial conducted multiple tinmes will have nultiple
results, groups of investigators and ethical advisors
will cone to various conclusions about the optiml study
design and ethical approach for testing a given
i nterventi on. Sone of the proposed designs will be
wong but nost will be all right.

In addition, it is not possible for us to
judge a study design conpletely fairly post-hoc.

Wthout realizing it, our own society -- our own and
society's views have changed over tine and influence our
j udgnent .

Twenty yeras ago trials -- when | first began
ny training as an epidemologist, trials with soft
out cones such as quality of life were w dely denigrated

by the scientific community and today the patient view
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I's considered sufficiently inportant that we are
i ncluding patients on study sections and trial steering
comm ttees.

So the first question is when is it
appropriate to conduct a random zed clinical trial?
Scientists who conduct clinical trials, the Food and
Drug Adm nistration, and others probably agree that when
there is insufficient evidence that a new or existing
intervention is efficacious a random zed trial is
appropriate. Even within these groups of peopl e,
however, it is unlikely that general w despread
agreenent coul d be reached regardi ng under what
conditions a newtrial of the sane intervention and the
sane di sease woul d be warrant ed. That is when are
popul ati ons, settings, dosages or outcone measurenents
sufficiently different to nerit a new study?

Random zation is necessary to ensure that two
or nore groups to be conpared are simlar in every known
and unknown way. It has been well established that
conparisons of two nonrandom zed groups tend to show
much | arger treatnent effects than random zed
popul ati ons.

Doctors and patients are less likely than
scientists to agree on the appropri ateness of a

random zed trial since their perspective is oriented
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towards the individual and not populations. | think
that can be the fundanental difference that we are
hearing today is this orientation towards individua
rights versus the society or conmunity view. Thus only
soneti mes woul d one expect there to be w despread
general agreenent about when a random zed trial is
et hi cal .

| give an exanpl e about an ongoing trial in
the U S. and one that has been conducted in nen already
but it was decided it needed, also, to be conducted in
worren, and that is one issue. And it is also being --
the Data Monitoring Commttee has agreed to carry this
trial past an expected endpoi nt of nyocardi al
infarction, which is well-known to be better in one
group than the other, to a cardiovascular nortality
endpoi nt because this is what they want to | earn about.

Wien is it appropriate to conpare a test
intervention to a placebo or no treatnment? It is well
establ i shed that persons given a test intervention wll
experience both positive and negative effects of that
i ntervention according to their expectations. Thus when
there is no established intervention for a health
condition an investigator will typically conpare the
test intervention to a placebo assum ng both groups wl |

experience simlar positive and negative effects related
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to their expectations, that is a placebo effect, and
allowing the true effect of the test intervention to be
measur ed.

Sonetines it is not possible to use a pl acebo.

For exanple, in the case of a trial testing a new
surgery. Regardl ess of whether one uses a placebo or a
no treatnent as the conparison group, the major area of
di sagreenent is whether another intervention has been
establ i shed as efficacious. Even when random zed trials
have been unable to establish a clear benefit of an
i ntervention, many doctors, patients and others w |
insist that it is unethical not to offer it.

| give an exanple of a new nmethod of detecting
| ung cancer and there is a current debate ongoing as to
whet her the conparison group should be no nethod of
detection or an x-ray which has not been shown to be
beneficial, but people still consider it the standard of
care.

Wien is it appropriate to conpare the test
intervention to a standard intervention? Wen it is
clear fromrandom zed trials and other studies that a
given intervention is beneficial conpared to placebo or
intervention it is appropriate to conpare a test
Intervention to it.

Sone woul d argue, however, that when the
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established intervention is not standard in a given
setting it is ethical to conpare the test intervention
to a placebo or no intervention. |In addition, sone

I nterventions becone standard w t hout adequate evi dence
and sone may consider it unethical not to offer the
standard of care even if the standard has not been shown
scientifically to be beneficial.

| give the exanple of breast self-exam
conpared to mammography even though in studies in China
in random zed trials breast self-examhas not been shown
to be useful. W could never do that trial here and yet
its results are very useful here.

Wen is it appropriate to conduct an
equi val ence trial? Sonetinmes one wants to know that two
interventions have simlar benefits, not that one is
superior. This mght happen if one of the two
I nterventions has fewer side effects, is |ess costly,

i nvol ves a sinpler reginmen, or is nore likely to
encour age conpl i ance.

Typically one is searching for snmall to
noderate effects in random zed trials and thus it is
very difficult to differentiate between results show ng
no difference between two interventions because there is
truly no difference, that is they are equival ent, and

possi bly unreliable results showi ng no difference, that
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Is the sanple size may have been too small to allow a
reliable estimate of a true beneficial effect.

Typically an equival ence trial would define
equi val ence as a difference between two interventions
that would be clinically uninportant or uninportant to
the patient. Again it is unlikely that general
agreenent could be reached as to when such a difference
I S uni nportant.

| give an exanple of an equival ence trial that
we are conducting, which to tell you the truth we have
given up on it being an equival ence trial because it is
really so difficult. There are nultiple outcones that
are of interest, not just the primary outcone and it is
a very difficult kind of trial to do although |I do not
think it has -- | disagree with sonme of the statenents
about the sanple size inplications and so forth.

When should we not conduct a clinical trial?
Agai n, scientists, doctors and patients are likely to
di sagree about when there is sufficient evidence to
warrant interventions being considered efficacious.

This is probably related to differences in understanding
of and weight attributed to popul ation versus individual
needs and the relative val ue of data and experience.

Even within a group of scientists, however,

there is often anpl e di sagreenent about whether it is



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

138

appropriate to conduct a random zed trial. This nmay be
because of variations in standards of care in a
communi ty, individual and community uncertainty about an
I ntervention's value, and the practicality of

adm nistering the test intervention even if it is shown
to be efficacious.

| give an exanple that is rather famus now of
t hronbol ytic therapy where trials were carried on well
beyond the time when thronbolytic therapy was shown to
be efficacious in preventing secondary mnyocardi al
i nfarction. Nevert hel ess, because there was
uncertainty in the mnds of sone people and sone
communities it was deened ethical by sonme to continue
doi ng these random zed tri al s.

So | would like now to present a series of
principles that are gui ded by design issues for
conducting clinical trials internationally for your
consi derati on

First, trials should be conducted when
I nvestigators believe but do not have reliable evidence
that one intervention will be better than another. In
the case of a planned equival ence trial one intervention
woul d be deened better because it is |less costly or have
fewer side effects.

Research should only be conducted in a country
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if the results will potentially directly benefit the
popul ati on.

Trials should not be conducted in a country
just because it is easier to obtain approval by an
ethics commttee or informed consent or because there
are cost savings related to a particular system of
heal t h care.

They shoul d be conducted in a given country
because the investigators have good reason for testing
the intervention in the population and it is expected
that the intervention will be used in that popul ation

Research studies conparing treatnents that are
nonstandard in the sponsoring country, and we had the
exanpl e today of placebo control versus the short course
of zidovudine frommaternal transm ssion of HV, are
possibly -- are acceptable in a host country if there is
general agreenent by the investigators in the host
country that the control represents a standard of care
or typical care in the popul ation.

The test intervention -- sorry -- in the
popul ation if the test intervention is one that is
feasible or in use in the host country and individual s
in the host country nmake a commtnent that the test
intervention will be applied to the trial participants

and nore generally over the long termif it is found to



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

140

be beneficial, that is the test intervention should be
applied to the people who have been in the trial and to
the general comunity over the long term

If the intervention -- that is the reginen as
a whole, not just the drug -- tested is feasible but is
too costly for it to be generally used in the host
country once it has been shown to be efficacious, the
sponsoring country should bear sone responsibility for
supporting its subsequent distribution and use.

Research conducted internationally shoul d
i nvol ve |l ocal investigators and ethics commttees at al
stages of pl anning, decision nmaking and inplenentation
i n a meani ngful way.

Heal th advocates representing a constituency
shoul d be involved in all stages of the planning and
deci sion making for a research study, including Ethics
Comm ttees and Data and Safety Monitoring in a
meani ngf ul way.

Patients in trials should not be denied care
t hey woul d ot herwi se have had.

Patients have the right to participate in a
wel | designed research study where an intervention they
seek is offered.

And, when possible, products used in the

research studies and in subsequent distribution prograns
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such as drugs shoul d be manufactured | ocally.

Simlarly, local staff and support shoul d be
i ncl uded as nmuch as possible and as acceptable to the
| ocal deci sion nakers.

| amgrateful to you, the comm ssion, for
devoting your tine to these inportant issues and | ook
forward to your report.

DR SHAPI RO. Thank you very, very nuch.

Dr. Chase?

GARY CHASE, Ph.D. .
HENRY FORD HEALTH SCI ENCES CENTER

DR. CHASE: Thank you. | am pl eased and
honored to be able to appear before this conm ssion.

| ama medical statistician from Sout heast
M chi gan and | have about 29 years of experience in a
hospi tal based environnent. | want to nention a
little bit about ny background because | think it is
rel evant both to ny point of view and to the fact that I
amtaking a slightly different approach fromny three
col | eagues in presenting ny views about this problem

| have been a chief statistician at two
institutions, CGeorgetown and Henry Ford, and ny
principle professional duties for the last six years
have been to coordinate, hire and recruit other

statisticians and epi dem ol ogi sts.
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| served for four years on the Reconbi nant DNA
Advi sory Conmttee. | was Acting Chief Statistician of
the Armed Forces Institute of Pathology. | have served
on ny own |RB at Henry Ford hospital and | just
conpleted a three-year termas a civilian advisor for
the Mlitary Health System s MHS-2025 Pl anning Group for
Mlitary Health Systens in the 21st Century.

| want to tal k about four points, all of which
| think reflect the structure of bionedical research as
viewed by statisticians serving on I RBs and the
i mplications of these new -- this new information about
international clinical trials in terns of what we know
or what we need to know about the processes of approval
for these kinds of experinents.

| want to dwell on four points:

One: | want to talk about the optinal
treatnent | anguage of the Declaration of Helsinki, and I
amgoing to give you a little bit of local information
about how it works where | cone from

| amgoing to tal k about the argunent that
pl acebo control |l ed studies are good sci ence and,
therefore, it is okay to do themeven with these
reservati ons.

| amgoing to talk about ny desire that the

controversy about this 076 equival ence trial and placebo
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trial in Thailand be refraned.

And | amgoing to talk about -- a little bit
about the scientific validity of placebo trials.

So first about the optimal treatnent clause of
the Declaration of Helsinki. | have never seen this
violated and in attenpts to do so by investigators where
| have reviewed their protocols all the groups that |
have ever been on have extrenely forcefully addressed
attenpts to violate the best treatnent |anguage of the
Decl aration of Hel sinki.

| do agree -- ny framework is different from
Dr. Wlfe's but | do agree with his general point that
in a hospital environnent, which is what | cone from
the distinction between a patient and a research subject
shoul d be practically nonexistent. There are only a few
ci rcunstances where that really nakes sense and so we
treat these folks as patients who are entitled to the
best treatnent.

Furthernmore, ny IRB, and | inquired
extensively about this, treats the optimal treatnent
cl ause of the Declaration of Helsinki as |aw even though
it is not binding. It is not legally binding on them
They do treat it as | aw

| looked at -- | asked sone staff nenbers from

a neighboring IRB at a very prestigious institution
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about the sanme issue -- this is still in Southeast
M chigan -- and again they treat it as |aw

Wiy is this inportant? Because obviously to
accommodate to these international situations it has
al ready been proposed to bend the optinmal treatnent
| anguage of the Declaration of Hel sinki.

| think the main argunment that peopl e nmade
that | talked to is that it protects the integrity of
and people's confidence in bionedical research. It is
very difficult to export a standard of treatnent of
human subjects that is not ultimately going to cone back
honme to the United States. | think many of the trials
t hat have been the subject of these controversies, as
has been nentioned fromny col | eagues, woul d not have
been performed in the United States and, indeed, could
not be.

| actually do not like the term"clinical
trial" that well. | prefer the term"nedica
experinent” and the reason is that despite ny earlier
point that a patient in a nedical experinent or clinical
trial should be treated as a regular patient, we need to
make it clear to the subjects that it is an experinent
and that what they are doing is hel ping us to devel op
new know edge.

Now on the argunent that good science
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"justifies" the use of placebo such as in the CDC Thai
experinment, | amnot sure it is good science and | will
cone back to that later but even if it is good science |
think I need to nake two points.

One is that as a statistician | have al ways
bel i eved that good science is secondary to the rights of
subj ects in nedical experinments. There is just no
conflict in ny mnd because in ny view the bionedical
community that | belong to has already nmade a ranking of
those principles that is inviolable so there is no need
to di scuss whether you want to bend this principle to
anot her principle because as ny bioethics chief that |
talked to said at ny institution:

"I's there a principle that is nore inportant
or should outweigh in any circunstance the optimal
treatnment clause of the Declaration of Hel sinki?"

She said, "No, there is no such principle.”

| said, "Yes, | amglad you told ne that
because that is what | wanted to hear."

| do not think I have ever had to do bad
sci ence or not do good science because | held that as a
suprene principle.

My second point about that is that | am
view ng this good science argunent again froma

hospi t al - based perspective. | interact wth physicians
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on a daily basis. | drink their coffee, you know, and
as Kay had well put that she understands what it is |like
to be a patient, | think |I understand what it is like to
be a doctor.

| amnot a nedical doctor but | think I
under st and what goes through their mnd and al so the
ki nds of pressures that ny nedical colleagues nmay be put
under, whether diplomatic or commercial or otherw se or
academ c, to engage in an experinment that would viol ate
optimal treatnent guidelines. | know t hose pressures
exi st but we resist themand | think what we cone down
tois, yes, this is our patient, a Henry Ford patient,
and our IRB chair stated to ne very specifically, and it
isinny witten statenent, 'that, "The venue of a
medi cal experinent is not the deciding criteria for
wi t hhol di ng or adm nistering the best effective
treatnent. It is the treatnment that we would give to
our own patients.”

That is the standard we want to use and even
that standard is not always obtainable in a city like
Detroit where we have many poor patients and we have
agoni zed over treatnents whereas, Dr. Lagakos has
nmentioned this is even in the United States, the good
drug is not necessarily available to that patient after

the trial is over and it has been approved efficacy. |
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think that is a significant ethical problemin Anerican
medi ci ne but I do not have the solution to it.

Thirdly, in ternms of reframng the
controversy, a nunber of people that |I talked to, and |
agree with this point of view, would Ilike to know nore
about the process of how this placebo study got approved
in the first place because | and a | ot of people |
talked to did regard it as pretty far beyond the usual.

| had never seen anything like it. | was very
surprised that anybody agreed to it and so | want to
know how it happened.

| would like to know about the Common Rul e and
whet her the Common Rule covers a situation like this.
Does it need to be anmended or strengthened because as |
understand it, the Common Rule is nore binding on
Amrerican I RBs than the Declaration of Helsinki. | could
be wong about this but you will obviously know the
answer .

| also think enpirical information about this
woul d be very useful. |IRBs could be surveyed. Maybe
t hey already have. They could be queried through the
use of vignettes. Historical experience could be sought
t hr ough docunentation of placebo trials that have been
proposed when efficacious treatnents have been avail abl e

and the argunents of |IRBs coul d be researched.



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

148

Govi ously we have to respect the privacy of
institutions but, for exanple, our IRB audio tapes its
nmeetings and we could recover the discussion and reply.

Probably we woul d have to review it, but could supply
salient details of an oral debate about a proposed
pl acebo trial.

My fourth and last point is that | do not know
really enough. Even though | ama trained statistician
| do not really know whether the information obtainable
froma placebo trial is unique or qualitatively
different fromother information that m ght be
obt ai nabl e through a route which provides nore
protection to the human subjects.

| just do not know the answer to that question
but I also think that sonme of the people that approve
t hese placebo trials did not know the answer and that
in sone cases there may be a refl exive or knee jerk
response on the part of people who review proposed
nmedi cal experinents, because | know from being a nedi ca
statistician that truth or orderly procedure in nedical
statistics is sonetines very highly codified to the
extent that new know edge avail able from ot her branches
of statistical inference does not readily penetrate into
the literature or into people's thinking.

A classic exanple is this over enphasis on
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hypot hesis testing and the p value that is kind of |ike
sonet hing that we are burdened with and we can never
real |y shake.

| agree wwth Dr. Lagakos' point also on this
that | think there has to be enough flexibility left in
these rules to allow for departures fromnormal. |
think the departures we are tal king about nay be a bad
case to nake rules about it because they are so far out
of the ordinary.

There are other cases such as the ones cited
by Dr. Dickersin that really do bring up dil emmas such
as the problemof setting the agreed anmount by which an
equi val ent treatnent could be different fromthe
standard and, you know, | think Dr. Lagakos is correct
that | RBs and investigators need enough wiggle roomto
be able to design a good trial.

However, getting back to ny first argunent
t hat does not weaken ny point that the optinmal care
provi sion of the Declaration of Helsinki should be a
strong principle. A principle is alnost never obeyed
100 percent of the tine by everybody but sonetines it is
just inportant to say we value this principle and we
want to export it as well as using it here.

About this issue of exporting a clinical

trial, | have been struck by a |ot of the argunents
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about the standard of care and about the difficulty of
t aki ng one piece of bionedical research, that is the
controlled clinical trial, and putting it in another
context where the other pieces such as the
infrastructure are just not avail abl e.

And the analogy | cane up with was, what |
call the flutes and oboes, that if you asked a synphony
conductor to perform a Beethoven Synphony in anot her
country but then the inviting person said, "Wll, we
only have roomfor the flutes and oboes on the stage.

So bring the flutes and oboes."” And he said, "Wll, |
cannot do the synphony." But the person woul d say,
"Wl |, these people have never heard a concert. This is
better than nothing." Clearly it is not.

So, you know, | -- and again | do not know the
answer to this but | do not -- | really think that sone
of these dilemas m ght conme fromthe problemthat you
are trying to take one bit of bionedical research, which
is an integral whole, highly devel oped with your
hospital s, your |abs, your ethics part, your statistics
part, all of the parts of the policy, public policy
revi ew.

If you try to disaggregate one piece of it and
then plunk it down in another country with all these

different cultures and | anguages and the standards and
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role of public officials, | do not know whet her what you
come up with is science or is it good science or even if
it is science because to ne it is alnost as if you took
one bench of test tubes in the lab and you put it
sonmewhere el se but you did not take the centrifuge or
you did not take the -- you know, the pad that you wote
down the results on. So | just -- | think that is an
open question but | think it deserves a little nore

di scussi on.

So, in summary, | think nmy views here really
have to do with the inpact of these unusual exanples on
the structure of review of experinents, the role of
statisticians and other American scientists, the need
for nore enpirical and historical information, and
finally, of course, use of information to form policy
for the future, which reflects our values as a nation.

| understand cultural relativismbut we have a
culture, too, and | want to be able to be happy about
that culture when | go to another country and say this
Is what we stand for and this is what we want to export

even if in all cases we cannot bring it to your country.

Again | want to thank the comm ssioners for
listening to ny cooments and | hope that they will be

usef ul .
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DR SHAPI RO Thank you very nmuch and let ne
thank all of the participants this norning.

Let ne now open it up to questions.

Dr. LO?
DI SCUSSI ON W TH COVM SSI ONERS
DR LO First, | also want to thank all four

of you for your very thoughtful and stimulating
present ati ons.

In listening to you | was struck that a nunber
of you raised the thene that there can be honest
di sagreenents between reasonabl e peopl e and you tal ked
about how scientists may di sagree and so forth,

It also struck ne that participants, to use
your term Dr. Dickersin, may disagree with clinica
trialists, |RB nenbers or mnisters of health in
devel oping countries. | would like to conme back to the
guestion of how can we find out what the views of
participants in international clinical trials are and ny
i ssues are how can they be involved in the design of
studies in IRB review and i n DSMBs.

| know this is done, and perhaps Dr. D ckersin
can talk about this, quite often in AIDS clinical trials
here, but is this a feasible procedural nodel for sort
of trying to nake sure we do not end up designing a

study or proving a study that is just ethically
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unaccept abl e and we just have not heard fromthe
participants who would tell us very clearly that it is
S0 because we are so sort of blinded or Iimted in our
Vi si on?

So if you could sort of address that issue,
actually all four of you, it would be hel pful. That
woul d be useful, particularly in the international
context, which | think is the biggest challenge.

DR DICKERSIN. | amvery optimstic about it.

My particul ar experience relates in tw areas to the
breast cancer advocacy conmunity but also with the
Cochrane Col | aboration, which is an international
col l aboration trying to pull together the results of
random zed trials for all of health care, all fields,
and has a consunmer network as an integral part of the
whol e design of that collaboration.

In the context of breast cancer, and we have
now over the |ast four years expanded to international
advocacy, we have sonething called Project Lead in this
country that we have trained people fromall over the
worl d and they have started their own prograns |ike
that. It is a science programthat is four days |ong
and held four tines a year in this country and, as |
said, other countries as well that does not aimto train

advocates to becone scientists. It just gives thema
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groundi ng in the | anguage and concepts.

For exanple, we have one day of epidem ol ogy,
one day of basic science and so forth so there is sone
groundi ng and these people go on to serve on study
sections and commttees and so forth.

In terns of the Cochrane Coll aboration, now
t he breast cancer and Al DS nodel, of course a very
speci al situati on where advocates have been nuch nore
active than other fields. But the Cochrane
Col | aboration is really pronoting a consuner network
and, for exanple, the Al DS advocacy comunity is in full
force there especially fromAfrica. And this year there
were, | think, 10 to 12 African A DS activists there who
were training thensel ves, |earning about scientific
concepts, and even nore inportantly since the neeting is
predom nantly investigators and those -- and policy
makers, they are bringing their views very forcefully to
us and so there is an exchange of i deas.

| do think it is possible but I think we have
to formpartnerships with nmutual respect for sonething
to happen that is useful.

DR DIXON:. | have very little to add to that
except that it is something we struggle with. It has
been our practlICH for the Data and Safety Mnitoring

Boards that oversee our trials to involve host countries
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but it has been a difficult process and | am not sure
that we have any idea of how to involve those beyond the

scientific or political comunities in those countries.

| nmean, the paths of comuni cation that are
there i medi ately available to us go through the
i nvestigators in those countries or the Mnistries of

Heal th and that is problemwe need sone new i deas about,

| think. | do not -- | certainly do not have the
answer. | agree that it is a very inportant obstacle at
t he nonent .

DR SHAPIRO Jinf

DR CHLDRESS: In sone ways this is just a
faint echo of Bernie's comments and question.

First of all, high praise for all of the
panelists and their contributions to our deliberations.

But then the question noving beyond how we can
get views of participants, given the recognition of
di sagreenent anong t he people of good will, how can we
froma standpoint of process in deciding whether to go
forward with a trial or how to design a particul ar
trial, how can we resol ve that disagreenent or decide
how to proceed in the face of the di sagreenent?

And so noving beyond the participants, and how

we m ght get their input, what kinds of thoughts do you
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have about the | arger process and the kinds of
procedures we mght followin the face of this

di sagreenent? Any thoughts you have there woul d be
hel pf ul .

DR CHASE: | like that question. | think
this is an unusual controversy because, as | think
Berni e suggested, | found that a | ot of people that |
really have a | ot of respect for, |ike Varnmus and
Sat cher and a coupl e of bioethicists who are invol ved
with AIDS research are on the conpletely opposite side
of the spectrumthat | amand | guess | am noving from
confrontation to col |l aboration

| think when you have people that are
obviously well-trained and wel | -educated that have a
totally different point of view and you have spent 30
years agreeing wth themon everything else of this
magni t ude, you have to sit back and think about a
process for resolving it.

| ama negotiator. | feel like that | will go
to the table with a principle that | think is very
i mportant and | want that principle to remain prinmary.
They are going to the table with other -- and | al so
mght say that | -- although | agree with Dr. Wl fe's
starting premses, | do not agree with his approach that

sort of tends to cast this as heroes and vill ains. | do
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not think drug conpanies are these corporate thieves who
are out to rip you off.

They have -- are starting froma different set
of assunptions but in our IRB we often have to work with
a drug conpany to get themto change a trial design and
sonetinmes they will do it.

So | think when you sit together if you have
this climate of people respectfully disagreeing and you
preserve that each person brings his or her own issues
and, you know, hopefully, you get to a consensus.

DR DICKERSIN. Yes. | guess | would say that
to sone extent sone of the process is already happeni ng
in that we have nore than one study and so we have many
different opinions out there and it is being expressed
in different ways and that is natural. | think the
process shoul d al ways be public and that has al so been
true of things for the nost part that happen in this
country and we shoul d be keeping things public and all
the information out there that we can get out there.

And then, finally, | think there may need to
be new principles established in addition to those that
we al ready have that deal with these conpl ex issues
having to do with international studies but, also,
think the idea of these nmultinational drug conpani es has

rai sed sone new i ssues.
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DR, SHAPI RO  Anything further, Dr. Dixon?

DR DI XON:  No.

DR SHAPIRO Ruth?

DR MACKLIN. I, too, want to thank the
panel i sts.

| had a question for Dr. Lagakos but since he
is gone -- wait. AmI| permtted a different question to
nore than one person rather than one question to all?

DR SHAPI RO Yes.

DR, MACKLIN. Because it will not take any
| onger. Ckay.

Let ne ask then -- start with Dr. D ckersin
because you used simlar words to those that Dr. Lagakos
used in his presentation and it is of sone interest to
this comm ssion because we are going to be working on
sone recomendati ons.

You used the phrase "a treatnent that has been
established as efficacious.” Dr. Lagakos used the word
"established effective treatnment.” Later on today this
comm ssion is going to be |ooking at sone simlar
wor di ng.

So if you could --

PROF. CAPRON. Were are you reading fronf

DR MACKLIN:  Pardon?

PROF. CAPRON:  Wich of the points are you
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readi ng?
DR. MACKLIN. | am now asking Dr. D ckersin.
PROF. CAPRON. Wi ch page?
DR MACKLIN | amsorry. On page one.
PROF. CAPRON:  Thank you.
DR MACKLIN Page one. No, | amsorry. | am
sorry. It is page two in the first paragraph. You

referred to an established intervention and al so an
intervention as established as efficacious. Now, of
course, we know that if it is an approved drug the
answer is sinple but there are a |lot of other

I nterventions other than approved drugs and, of course,
you gave the exanpl e down bel ow of the self-exam nation
for breast cancer as sonmething that is "standard" but
not "proven" and then you showed the Chinese trial.

So ny question to you, given that background,
Is you say that trial could never have been conducted in
the U S. as it would be seen as unethical. Now it may
have been seen as unethical but | take it from your
argunent it would not be unethical.

Now woul d it be seen as unethical because it
was established as a "standard" and yet w thout adequate
testing and, if so, is there a way of doing the trial in
the United States, for exanple, or would this destroy

t he science, which goes back to Dr. Chase's questi on,
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for exanple, choosing wonen who do not undergo self-
exam nation of breast cancer or is that a biased sanple
and, therefore, would be unacceptable for scientific
reasons?

DR DICKERSIN. Well, first, | ama trialist
so | think alnost all trials if they are ethical are
possi bl e and that would include the self-examtrial. |
would like to try it.

| do not think that it -- just because you
have a select population in that trial, say of wonen who
do not already do sel f-exam does not nean the trial
itself would be biased. Al trials include a select
popul ation. The first concern is does the trial itself
have internal validity and random zation hel ps with
that. Then how applicable are the results of the
general population is a second question but the first
has to do with the internal validity.

| was just there and el sewhere tal ki ng about
the difference between standard treatnent or standard
I ntervention, sonething that is considered standard
medi cal care versus sonethng that has been establi shed.

| also used x-ray to identify lung cancer, say, in
snmokers. It is considered the standard of care. W
probably will have to use it in an upcomng trial

| ooking at this new type of scanning nethod but it



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

161

certainly has not been established as efficacious.
DR, MACKLIN. So not everything that is a
standard has been established is efficacious?
DR DICKERSIN Right.
DR, MACKLIN: A quick question of

clarification to Dr. Dixon. | did not understand this
and it is ny ignorance so forgive nme but on page -- on
the first page of your witten testinony down -- it is

about a quarter of the way up the page, the paragraph
t hat begi ns "Second, in using an equival ence trial the
i nvestigators have to accept a degree of risk that in

the newtrial..." and this is the part | did not

understand, "...the established treatnment will show
little or no benefit due to sanpling variability."
Again it is ny ignorance. |If you could just --

DR DIXON. No. It is just the issue that the
pur pose for including the so-called established in the
trial is to have concurrent controls.

Sanpling variability may produce in the new
trial a circunstance in which the results with the
"established treatnent” do not really | ook very
| mpressive. Maybe there would not even be a placebo in
that particular study. That is the essential reality of
sanpling variability.

In that case this trial was not designed to
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establish the benefits of that treatnent but if it is,
itself, not clearly better than placebo in that study

t hen establishing the equival ence of some ot her
treatnent to it in that study does not get you anywhere.

DR. MACKLIN. Ckay. | think it is clear.

DR DIXON. | amsorry it is --

DR SHAPIRO Al ex?

PROF. CAPRON. Well, | wanted actually just to
suggest that that may be a point which conmes out in the
article by Robert Tenple, which we have in our books,
where he di scusses, beginning at page 269, the problens
in interpreting active control equivalence trials and it
Is nmy understanding -- and | would |ike a response on
that but this is not the question, this is responding to
Ruth -- whether the -- whether it does not just cone
down to sanple size and cost.

In other words, with an active control one
would -- to have statistically powerful results -- would
probably need a | arger sanple size and it would be a
| onger nore expensive process. |Is that a fair
characterization or not? 1Is it just inpossible? That
is how !l read Dr. Tenple's piece.

DR DIXON: | think that that -- it is a
tricky business to try and focus just on that narrow an

issue. It does turn out to be the case that equival ent
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studies are |arger generally than superiority studies
but the reason is because they are not addressing the
same question

PROF. CAPRON:  Right.

DR DI XON: The reason is that in the
equi valent study it is necessary to get a tight
estimate, a nmuch nore precise estinmate of the relative
effects than it usually would be in the superiority
st udy.

So |l do not -- | would not say that equival ent
studi es are at a di sadvantage just because they are
larger. 1t is just a fact that an equival ent study
woul d be generally larger because it is trying to
address a different question.

PROF. CAPRON:. This is worth exploring just a
little bit it seens to ne.

Your present answer, as | undersatnd it, is
t hat where you are |l ooking for smaller differences or
where you expect to find smaller differences, you are
going to need a | arger nunber sinply to have
statistically neasurable difference, whereas if you are
conmparing to placebo the thought is given the 30 percent
pl acebo effect that we seemto get no matter what we are
doing or sonething, you wll be -- if you have sonet hing

that is going to be efficacious you will be able to see
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it wwth smaller nunbers, that the effect -- the expected
effect is just larger. |s that wong?

| nmean, you would need a very snmall trial to
see whether penicillin was effective in 1950 agai nst
pneunoni a or sonething. | nean, you do 10 people and --
anyway it is sonmething in which you have a dramatic
effect --

DR DI XON:  Yes.

PROF. CAPRON: -- the nunber of subjects you
are going to need is just very nuch smaller. And when
you are doing the equivalence trials you are likely to
be finding very snmall differences so you are going to
need a large nunber. 1s that a wong headed vi ew?

DR DIXON. No. That is basically correct.

PROF. CAPRON. Ckay. That is fine.

DR DI XON. That is basically correct.

PROF. CAPRON: | had -- | actually had --

DR : But that is a different --

(Si mul t aneous di scussion.)

PROF. CAPRON: Yes, it is.

DR. DICKERSIN. Yes. And you have chosen the
exact exanple where there is a huge difference between
penicillin and a placebo. There is a really big
difference. And in nost clinical trials your standard

treatnent probably is not nmuch better than pl acebo.
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PROF. CAPRON:  Yes.

DR DICKERSIN. W are |ooking for small
di fferences nost of the tine.

PROF. CAPRON: Right, okay.

MR, HOLTZMAN:  You forgot the other question,
Al ex.

PROF. CAPRON: Do you want to ask it then?

MR HOLTZMAN: Yes. You franed it. And that
key question is: in the case of those drugs where there
is not a huge difference between placebo and the
standard of care, if you then go to do an equi val ence
trial, is it the case that invariably, forget the size,
t hat because of sanple variation even if you show that X
is equal to Y so to speak, you will not have shown that
either is better than the pl acebo.

PROF. CAPRON: The pl acebo, right.

MR HOLTZMAN: And that is not a function of
cost or size. It is just epistonologically a fact of
t he nature of the case.

PROF. CAPRON. | wanted to expl ore one of the
| ssues that has energed this norning, which is this
guestion of the obligation of the researcher as opposed
to the research project to treat participants as
patients or wwth the equival ent | evel of concern for

their welfare that you would have for a patient.
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| know -- and sonmeone will tell me who this is
but there is a -- one of the sages tells us that the
nmeasure of a fine mnd is the ability to hold at one
time two contradictory thoughts. | tend to think of
this in fashion terns that it does not | ook good for
nost people to wear two hats at once.

| come to the question of whether it is a
criticismof a research trial that the researcher in
charge of it places as her or his primary objective the
di scovery of knowl edge. The answering of the
hypot hetical, the issue, answering the hypothesis, which
|ies behind the trial.

And, if so, if the issue is not asking that
person to instead have the welfare of the individua
subject as his or her primary goal, which m ght cause
themto do things that are going to underm ne the
experinment but rather to say sonewhere in the design
t here shoul d be soneone who has only the subject's
concern and not the research as their primary concern
who is available to the subject and who plays that role.

Now | just want to get your response as to
whet her you think the fornmer viewthat -- | think Gary
Chase was agreeing with that quote we saw fromDr. Kim
that Sid W fe put up that it is the obligation of the

researcher to have the subject's welfare as its
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principle objective.

DR CHASE: Well, | would agree with -- |
agree --

PROF. CAPRON.  You are going to have to use a
m cr ophone.

DR CHASE: | agree with -- | agree that that
is nmy point of view. However, | would phrase it
slightly differently because | would phrase it nore as
that the primary duty to the subject is a constraint in
whi ch the need for science operates. Anal ogously, ny
goal in working may be to obtain noney and prof essional
satisfaction but I do not do it by robbi ng banks.

In other words, so if you take the opti nal
treatnent provision or the responsibility of the patient
as a constraint rather than saying this is a conflict of
principles, this is a boundary condition. So within
t hat boundary condition -- and in ny viewit is the role
of IRB's to socialize researchers so that they keep that
upper nost and treat it as a constraint, wthin that
constraint then go for the know edge. But | would not
like to see it happen where you have to wei gh those in
conflict, which this situation is going to engender.
That is -- you know, | hope that is hel pful.

DR SHAPIRO. O her comments?

DR DICKERSIN. | guess | did not agree with
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that comment and | certainly do not agree with the
principle that the investigator should say, "Wuat if it
were ny wife or whatever?' | actually find that fairly
of f ensi ve because the patient can speak for himor
herself and it is -- and the doctor's role is to be the
doct or.

And | think that is why you need a group at
the table so we each bring our specialty. Oten | have
been asked to sit on boards as a consunmer advocate, N H,
whatever. | say, "Wll, at NIH, you know, maybe in the
early days of the advocacy novenment | was a consuner
because that is all they would |et at the table was
soneone who was also a scientist.” But now they |et
real consuners at the table and that, too, should be
there. Soneone who is not comng with her clinical
trial hat. So we will wear nore than one hat but we
have to -- we have to wear that one hat when we are

representing that role in the research we are doing.

DR DIXON. | amnot sure | have a great deal
to add here either. | would just say that part of the
purpose -- part of the rationale for having Data and

Saf ety Monitoring Boards to, in a confidential way,
exam ne the energing data froma clinical trial is so
that the individual investigator does not have to deal

with a situation in which trends are begi nning to energe
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not strong enough to settle the issue but maybe strong

enough to disturb that individual's degree of equipoise.

And the -- in effect, the investigator
agrees for the purposes of this study he will delegate -
- designate the responsibility for nonitoring the
enmerging results to this other group of experts so it is
a tough situation

DR SHAPI RO Thank you

Eric?

DR CASSELL: Well, | have a couple of
comrent s.

First of all, Dr. Chase, you have got to be

careful about anal ogies. They always reach up and bite
you.

DR CHASE: | feel one --

DR CASSELL: The orchestra that Beethoven
conposed his synphonies for was considerably different
and by our present standards primtive so | do not think
he woul d object to our bringing our orchestra back to
Beet hoven's tine. | think he, while he could still
hear, would be very pleased and when he coul d not hear
he woul d have been glad at the appl ause.

DR MACKLIN: If it were just oboes?

DR. CHASE: Yes, that is a good point. |



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

170

nean, the whole -- for exanple, with today's horn you
woul d not have to change horns during the -- when the
key changed.

DR CASSELL: Yes.

DR CHASE: That is right.

DR CASSELL: So | ama little concerned -- |
amstill concerned about this issue of the investigator
-- oh, no.

(Si mul t aneous di scussion.)

DR. CHASE: Those cell phones can really get
to you.

PROF. CAPRON. That thing is reaching up and
biting you, Eric.

DR CASSELL: That is the way it goes.

Soneti nes they cannot be answered.

DR CHASE: Mne is turned off.

DR CASSELL: That is ny wfe calling.

(Laughter.)

DR CASSELL: | amstill concerned about the
probl em about the investigator versus the clinician. W
coul d think of nunbers of exanples. One commonly used
one is the 20th patient in a trial where it |ooks like
the trial is not comng out right and the clinician
woul d be -- would not generally be as eager to get

sonebody to participate and finish because ot herw se the
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trial is no good at all. So, | nean, | could think
of sone ot her exanpl es.

But | am nore concerned about your feeling
that the transfer of placebo controlled research into a
di fferent country would not be good science. Now I
undersatnd it mght not be ethical but the question is
does that nean that the factual result that you got out
woul d not be valid, would not be internally valid? |
mean - -

DR CHASE: | think what | said is that | do
not know if it would be good science because | think
when a pi ece of sonething has been taken out and noved
sonewhere else it does not then conme back with the
integrity of the whole that was behind it.

There is an infrastructure that exists to
support clinical bionedical research and in ny world
t hat invol ves hospitals that have dial ysis machi nes and,
in fact, referring to a letter -- | believe it was a
letter to the British Medical Journal that this point
was brought up that, you know, you were not required to
build a renal dialysis facility just because you were
conducting a trial in sonme country that did not have
t hem

So | think you have to | ook at the

ci rcunstances. There m ght be sone circunstances where
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