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PROCEEDI NGS
COPEN NG REMARKS

DR. SHAPI RO Coll eagues, | would like to get
this neeting underway. Thank you very nuch for being
here. | think we have set a new record for NBAC. (On
the second day we start our neetings at 8:00 o' clock
and we usually start about 8:30, twenty to 9:00, and
here it is only 12 mnutes after 8:00.

So | apol ogi ze to Professor Dickens, however,
for us starting a little bit late this norning.

| amnot going to -- although |I have sone
openi ng remarks on the agenda | amgoing to restrict
those to just really a sentence or two. W wll be
spending all of this norning on various aspects of, not
only our oversight project, but on sone subjects which
really overlap between our international project and
our oversight project, and you have -- of course, we
W ll turn to Professor Dickens in a nonent, and you al
have hi s paper, "The Chall enge of Equival ent
Protections,” and the issue of equival ency cane up
yesterday quite often in our discussion and, of course,
we wll be visiting that directly in a nonent.

W will be speaking with Professor D ckens not
only on the challenge of equival ent protection but

ot her approaches to oversight of human subjects.
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As you know, you have all seen the Tri- Counci
Report that was put out by our colleagues in Canada,
and it is gradually being inplenented as | understand
it, but Professor Dickens will tell us nore about that
| ater. But as part of our oversight project, we do
want to take a | ook at what other countries are doing,
and see what it is that we can |learn fromthem since an
awful ot of good work is going on in other countries,
in Canada in particular, but other countries as well.

O course, we faced that problemyesterday on
our international project wth that marvel ous chart
that Stu -- wherever Stu is this norning. There he is
-- made out, which was really quite extraordi nary, and
what we wll be able to learn fromthat.

So why don't we just proceed directly to our
busi ness this norning and I want to begin by
i ntroduci ng and t hanki ng Prof essor D ckens fromthe
Uni versity of Toronto, not only for the material that
he has provi ded us and the paper he has provided us,
but for taking the tine to be with us this norning.

W are very grateful to you for spending sone
time wwth us and | ook forward to our discussion. So
why don't | just -- everyone has a copy of the paper
that you provided us and why don't | just turn the

m cr ophone, so to speak, over to you and we | ook
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forward to our conversation.
ETH CAL 1 SSUES | N | NTERNATI ONAL RESEARCH
THE CHALLENGE OF EQUI VALENT PROTECTI ON

AND JO NT CENTRE FOR Bl CETH CS,

UNIVERSI TY OF TORONTOQ CANADA

DR DI CKENS: Thank you. Could | begin by
t hanki ng you for the opportunity to be here and to join
Wi th you discussing an issue that is really of
wor | dwi de si gni ficance, that is how one pronotes
research, how one protects those who are intended to be
subjected to it, certainly to its risks, and one would
expect to its benefit, though risk and benefit do not
al ways coincide, and that, of course, is one of the
problens. Mre of a macro than a mcro problem

The initial question is, the focus of the
I ntended protection, and if one approaches research
froma nedical setting, one thinks of the risks of harm
fromintended interventions; that is the nedi cal nodel
I's very physiological and its psychol ogi cal aspects are
regarded as sonmewhat secondary.

I f, however, one broadens the spectrum one

can see that what is at stake in research is not sinply
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the physical integrity of the individual. There is

al so the psychol ogical, social, and cultural integrity.
And if one is concerned with protection sinply agai nst
physical risk, there is the danger that in giving

prot ection agai nst physical injury, one ignores the
cultural insensitivities, the insults that can be

I nadvertently undertaken. This is why when one is
concerned with research in foreign countries, sonething
of the local culture has to be fed into the review
process.

In the context of the Code of Federal
Regul ati ons, the enphasis seens initially to be on the
process of review, and if one is concerned with
equi val ent protection, there is a natural tendency to
suppose that the equivalency is in the conposition of
the functioning of the commttees that reviewthe
ethics of research. Wether they are concerned sinply
with the ethics, whether they include a review of the
science, is a matter on which views can differ in that
sonme commttee processes will accommodate both
scientific and ethical review. Sonme will be concerned
only with the ethics, supposing that another agency has
signed off on the science or will sign off on the
sci ence.

So although it is trite to observe that there
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cannot be good ethics when there is not good science,
it does not follow that because the science is sound,
therefore the ethics is sound. One does need both.
And whether a particular conmttee i s concerned
directly with both, or whether a commttee concerned
with the ethical integrity of research wll be willing
to accept the views of scientists on the quality of the
science, is a matter on which practices can differ.

The initial |anguage of the Code of Federal
Regul ati ons, though, addressing equival ent protection
speaks about the process of review It does seem
clear, though, that the intention is to go beyond the
structure and functioning of research conmttees to
address the substance of what is proposed.

The fact that a nodel -- an exanple, an
I nstance of equival ent protection that the federal
regul ati ons contain deals with the Declaration of
Hel sinki, indicates that the intention is to go beyond
the nere process of review

The Decl aration of Helsinki is expressed in
rel axed | anguage. It is not mandatory. It is
expressed to be recommendati ons and are, in contrast to
ot her docunents, comng fromthe Wrld Mdica
Associ ation, which state that they are intended to be

bi nding. The Decl arati on of Hel si nki does not say
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that. It does not use mandatory or bindi ng | anguage.

In addition, its provisions on the process of
review are, at best, rudinentary if one | ooks at the
| anguage of the declaration. Wth regard to review,
all it says -- and you will find this in ny paper at
the top of page 4 -- is that a research protoco
"...should be transmtted for consideration, conment
and gui dance to a specially appointed conmttee
i ndependent of the investigator and the sponsor,
provi ded that this independent commttee is in
conformty with the | aws and regul ati ons of the country
in which the research experinent is perforned.”

Vell, this is really quite basic and
startlingly short of the detail in the U S Federal
Regul ations and for the regulations to say that this
constitutes equival ency indicates that there nust be
nore at issue.

The ot her provisions of the Declaration of
Hel si nki address matters of substance, that is that the
protocol should reflect generally accepted scientific
principles, there will be prior aninmal studies.

Wiet her there should be is a wder natter but at the
time the declaration was drafted, and this has
persisted in the | anguage, the requirenent was of prior

ani mal studi es. Qual i fications and supervision of
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research personnel, prior risk to benefit assessnent
and, of course, the core issue of the subject's

vol untary and adequately infornmed consent, protection
of the vul nerable, and respect for privacy and
confidentiality.

So what really is at the core of the
Decl aration of Helsinki is not the process of review,
but the substance of protocols reviewed, and when the
federal regulations fromthe United States address
equi val ent protection illustrated in the Declaration of
Hel sinki, this seens to deal with issues of substance,
not sinply the process of review.

I f one considers circunstances in many
countries, and | would not |imt this to the so-called
econom cal ly devel opi ng countries, the facilities for
review fall short of the anple provision of expertise
that exists in a nunber of econom cally devel oped
countries. |In particularly, of course, the United
States. The fact that one can go to other specialists
who are up-to-date with the state-of-the-art, who are
di sinterested but who have experience in the field,
this is sonmething that one tends to take for granted.
One supposes this can be satisfied.

W know that, in particular research settings,

this may not be the case. It is not true on every
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canmpus of a university. It is not true in every city
or state or province. And, in nmany cases, it is not
true of many countries. That is, in a nunber of
countries where inportant research is being undertaken,
there sinply is not a solid core of specialists to whom
one can turn for the sort of review that is indicated

I n the Federal Regul ations, so sonme conprom ses have to
be accommodat ed.

If one has a limted nunber of top |eve
research institutes, the sorts of institutes that one
woul d consider nerit funding, they are very dependent
on a small core of people, many of whomw || have been
i nvol ved in sone earlier stages of the planning of the
pr oposal

There nmay be investigators at different
stages, not necessarily principal investigators. But a
proj ect woul d not have been devel oped within the
country, without calling on the scarce specialized
experti se. If then individuals have to be found who
neasure up to the standards of independence,
detachnent, in the U S. Federal Regul ations, they
sinmply may not be there. It does nean then that
sone | evel of conprom se on conmttee conposition may
have to be accommodat ed.

In addition, one has the problemof who the
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| ay people are going to be who have to be on
commttees. The U S. Federal Regulations, as a
mninum require five nmenbers, including nenbers of
bot h sexes, at |east one of whomis not affiliated with
the institution or the investigators.

One can have concerns in many stratified or
ot herwi se divided comunities that |lay people, willing
to engage with the specialist elites who otherw se
woul d be provided by university and gover nnment
organi zations, would be in the tradition of deference,
that is the vocal intellectually independent people,
politically and financially independent people, that in
devel oped countries we suppose will be available. They
may not be as available in a nunber of other countries.

The question of the credibility of the lay nmenbership

could be a matter of sonme concern

It could be then that, at the |l evel of the
process of review, both regarding specialist personnel
and | ay personnel, one cannot have quite the confidence
In sonme settings that we are nore accustoned to,
certainly in North Anerica.

[ f, however, issues of substance are
adequat el y addressed, that is, if one has adequate
protection for the freedom the |evel of inforned

choice that those invited to take part in studies have,
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then it could be that one could be adequately conforted
that the degree of risk, physical risk, is being
cont ai ned even though the actual process may differ
fromwhat we have cone to expect in a nunber of nore
traditional research settings.

The initial point then is, that the focus of
equi val ence is not sinply on the process of review
| ndeed, certain conprom ses may have to be accommobdat ed
there, but that the core values of protection of the
physical and wider integrity of those invited to take
part in studies wll be protected.

I will not take you through the |egal anal ogy
of so-called private international |aw and conflict of
| aws, except to say, that it does give us nodels of
| egal systens reflecting w der social and political
systens being willing to recogni ze that they do things
differently in other countries, and what they do is
nevert hel ess acceptable. In that sense there could be
sone | esson to be learned fromit.

The question of m ni num val ues does becone
i mportant because, if we |ook at the nodern history of
research regulation, it really goes back to the 1947
Nurenberg code and | think we can accept this as an
I nternational docunment although it was actually nodel ed

on the United States experience. It canme out of the
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Nurenberg War Crines Tribunal but this was not the
prosecution of the Nazi | eaders.

This was an adj unct comm ssion that was
conducted, within the zones of control of the occupying
allies of Germany. This arose in the American zone
and, therefore, there were U S. judges, U S
prosecutors, U S. expert w tnesses, and the core of the
Nur enberg Code was cl osely nodel ed on the practice of
t he American Medical Association

So in a certain sense one could say that the
entire Nurenberg Tribunal was dynastic in that,
al though it was conducted by the allies in their own
| anguage, it was essentially conducted by the forces
operating German sovereignty. GCerman sovereignty, of
course, was not taken after the war. It was operated
by the four occupying allies.

The Nurenberg Code, | think, has acquired its
I nternational status, in the sane way as the
H ppocratic Cath, again of narrow, regional, even
parties and origins. It is taken as a docunent of
uni versal significance, in that other countries have
taken the core principles of the Nurenberg Code, and
have adopted it as being a correct statenent of
principle. Correct but inconplete in that the

Nur enberg Code was dealing with the grossest of
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out rages agai nst individuals and agai nst popul ati on
groups, and issues such as confidentiality were not a
prime concern before the Nurenberg War Crine Tri bunal
And it was taken up by the World Medi cal Association
to flesh out certain of the details, that is of bona
fide reputable research with vul nerabl e people who
could not give their own consent, such as children and
nmental |y inpaired people.

To that extent then, the rul es have devel oped
and they continue to evolve. |In the United States, for
exanpl e, devel opnents requiring research on newborn
children and young children clearly incapable of giving
their own consent, or research on victins of head
traumas, road traffic accidents and so forth. These
are all areas in which one recognizes that research is
necessary. |Indeed, to obstruct or frustrate or deny
such research itself, would be consi dered unethical.

It is perhaps worth reflecting on this point,
because the enphasis in the U S. Federal Regulations is
on protection of human subjects, and if we go back to
the scenarios that the Nurenberg Code reacted agai nst,
we can see how necessary protection is.

What may be obscured in the enphasis on
protection is that the research itself has a protective

purpose. That is at the individual |evel, at the so-
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called mcro-ethical |evel, one can protect people
agai nst the risks of research by excluding themfrom
research, and if everybody is excluded, then everybody
I's protected against the risks of the research. But,
of course, the goal of the research is to protect
peopl e agai nst physical injuries and health

I mpai rments, and the research itself is part of a
protective and ethical enterprise.

The enphasis on protection then is
hi storically understandable but it is inconplete; that
I's, there has been a revival of the recognition that
not to undertake research | eaves peopl e vul nerabl e.

Per haps we coul d best take two instances of this.

The fact that wonen historically were excluded
fromresearch, certainly wonen of reproductive age, has
gi ven us a present circunstance in which many wonen are
prescri bed drugs and buyi ng drugs over the counter that
have never been tested on wonen, certainly not wonen of
reproductive age. And in that sense, those wonen are
deni ed adequate protection agai nst products prescribed
for them and purchased fromthem sonetines directed
nore to themthan to nal es. To that extent, one
now recogni zes that the protection of wonen agai nst
heal th hazards requires that there be research on wonen

of reproductive age.
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Clearly if one knows that a product woul d be
harnful to a fetus [n uterg, if it is a teratogenic,

t hen one woul d excl ude wonen of reproductive age, but
ot herwi se one woul d not.

This creates the problem for those who serve
on institutional review boards, |IRBs, which in Canada
we call Research Ethics Boards, REBs. The problem is
that if an unproven product may, in fact, be the next
generations of thalidom de, then that ought to be
pi cked up in research. That is, if the product is
harnful to fetuses, then that ought to be shown in the
research, that is, the harmought to be done in the
research

The harnful effect of thalidomde was detected
a decade or so after approval of the product by
epi dem ol ogi sts, who found an undue incidence of |linb
defects, and then traced back the common thene that the
wonen were taking thalidomde. Wy wasn't that picked
up at the animal study stage? Wy wasn't it picked up
at the human study stage?

So the problemthat one has is that, the goal
of protection, which of course has H ppocratic origins
of do no harm is certainly true in the context of
i ntended therapy. But in the context of research,

risking harm determning harm is all part of the
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enterprise, and if the harmis present, but is not

pi cked up at the research stage, then it may be picked
up, as it was in the case of thalidom de, after a
decade of conscientious prescription and i nnocent use
by peopl e supposi ng a product was therapeutic but, in
fact, was harnful to the children they bore.

So we can see in the context of wonen's health
that protecting individuals against research may be
effective at the individual |evel, but it |eaves
popul ati ons of vul nerabl e people at risk of unproven
har ns.

In addition, of course, the advent of Al DS,
H V research, has given us this new phenonenon of
peopl e demandi ng that research be done and that they be
part of it. The idea of individuals demandi ng that
they be recruited into research, of course, turns the
whol e Nurenberg setting on its head. The individuals
protested that not researching the condition affecting
them and costing themtheir |ives, was a form of
discrimnation, not the only formof discrimnation
that the target group conpl ained of but an aspect of
it. They demanded that research be done and they felt
that they were not protected in the absence of
research

In that sense then, although historically we
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can understand the federal enphasis on protection of
research subjects, not doing the research is failing to
protect at a macro -- at a social level. The research
enterprise itself is ethical and protective, and
protecting individuals is an aspect of research, but
the goal is not sinply to protect individuals, but to
protect vul nerabl e popul ati on groups through the
conduct of research.

CGoi ng back to the | egal anal ogy, there are
sone rul es that cannot be conprom sed in international
law. This is often put in Latin, the "Ergomias" rule.

There are certain rules binding anong all people and
they are not anenable to conprom se.

And it could be that the Nurenberg Code gives
us a certain sense of the m ninumconditions of
recruitnment of individuals into research. That is, if
they are conpetent, they should be given adequate
information. Therefore, the exercise is their choice
regar di ng whether they participate or not, and the
condi tions on which they participate.

If we go beyond Nurenberg though, the Wrld
Medi cal Association's Declaration and other
I nternational docunents, the Council for International
Organi zati ons of Medical Sciences, a joint world

heal th organi zation, UNESCO, -- they are functioning
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only out of Geneva -- has codes on human subj ect
research. A 1990 code and a 1991 docunent on

epi dem ol ogi cal studies. They all go on to address
| evel s of protection of vul nerable people incapabl e of
gi ving individual consent, but for whose health
protection research is required.

And al t hough one may | ook at overseas nodel s
of research regul ation and perhaps be willing to
accommodat e sone conproni ses on the functioning and the
structure of research ethics commttees, there can be
no conprom se on rules that conpetent people should be
able to exercise their own choice on recruitnent. This
i's one of the nonnegotiable or nonconprom sed
princi pl es.

The issue that | amcertain you have been
engaged with, if not yesterday, then in earlier
neetings, is the problemof apparently exploitive
research sponsored in devel oped countries but conducted
I n devel opi ng countries that have few alternative
resources to use of the test product. Now that is so-
call ed placebo controlled studies where the alternative
to the test product is that one has no product at all.

This is where the | anguage of the Decl aration of
Hel si nki has proven problematic and the very process of

changing this | anguage is no | ess contentious in
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present tines.

The proposition in the Declaration of Helsinki
--and | will be brief because | amcertain you are
very famliar with this, nore famliar than | am-- is
that in any nedi cal study every patient, including
those of a control group, if any, should be assured of
t he best proven diagnostic and therapeutic nethod.

Wll, to say that one can test the unproven
product agai nst the best diagnostic or therapeutic
met hod nakes scientific sense. The issue is whether
one can, therefore, test products in settings, national
settings, where the best proven diagnostic and
t herapeutic nmethod is sinply inaccessible, that is
peopl e sinply do not have access. And there is the
criticism and one could understand the good faith of
the criticism that to perfect products, to inprove
products for devel opi ng markets, one shoul d not
undertake the econony and the exploitation of going to
devel opi ng countries where the alternative to the test
product is no product at all, and then conduct your
pl acebo control at the cost of those who would have no
access to the best proven diagnostic and therapeutic
met hod.

I will not go through the full debate on this.

As | have said, | amcertain you are very famliar



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

19

withit. | wll cone to one, what | would propose as a
credi ble resolution, a credible bottomline on this,
and Dr. Robert Levine nmay have appeared before you
urging his approach to this, which I would adopt. And
that is, that what devel oping countries want is

| mprovenent over their existing situation.

One, therefore, has to test a new product
agai nst the normal |evel of revision they experience
if, indeed, one is to test a new unproven product
agai nst the best therapeutic nmethod that is
alternatively available. There is no point in taking
that research to a devel opi ng country, because it
of fers them not hi ng, when they have no access to the
best therapeutic nethod. That is this exploitive
research and ought not to be conducted in those
settings.

What serves the needs of resource poor
countries is to inprove on their existing situation
and, therefore, the unproven, the test product ought to
be tested against what is their |ocal alternative, not
the alternative devel oped by the best that nedical
science can offer

| think in that sense then, one can say that
one does not need |local input. One does have to have

adequat e review of the circunstances of the host
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countries, and sensitivity to the culture of the host
country, in order to ensure that the research is
beneficial to the host country, that it serves the
needs, the perceptions of the host country, and that it
is not unduly a waste of their scarce resources, and
that it does accord to their sense of priorities based
on circunstances that they experience.

This relates to the risk to benefit assessnent
that is supposed to be undertaken. |f one thinks in
risk to benefit terns at a purely nedical |evel, then
there will be sone hazards in the research, but the
research is directed to health anmelioration, that is
the i ntended benefit, and although there is the apples
and oranges equation that can be difficult, one can
assess val ues that the intended, the prospective, the
credi bly prospective benefit does justify the
reasonabl y assessed ri sk.

The Decl aration of Hel sinki and the C OM5 1993
gui del i nes and al so the 1991 C OV5 gui delines are nore
explicit, however, on the need to assess both risk and
benefit in the context of the host country and this
does require that a review be conducted by those
famliar with the circunstances of the host country.

As | have indicated in research, there wll

al ways be sone risk. There is never zero risk. ne
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wants mnimal risk and, of course, one cannot nake
perfect anticipation of what the levels of risk wll
be. There is always the chance of encountering the
unexpect ed, which nmay prove to be an unexpected
tragedy, but one can make reasonabl e good faith
assessnents, on the best of prevailing know edge, and
be willing to | earn, even ruefully, fromthe subsequent
experi ence.

There is always going to be sonme risk. One
does want to ensure that there will be sone benefit.
Thi s does, of course, feed back to the earlier point of
pl acebo controlled studies in resource poor countries,
because to test an unproven product agai nst an
alternative they do not have, cannot be of benefit to
them It may be of benefit to others, and critics have
drawn attention to that, and in that sense testing in
their circunstances for a benefit they perceive and
want would seemto require that there be | ocal review

Again what is arisk? It could be a relative
matter. |If we take anecdotal data fromcountries where
H 'V infection is highly preval ent, countries of East
Africa, for exanple, one finds that wonen of
considerable intelligence and perception are willing to
initiate pregnanci es when they already are affected by

the virus, knowing the risk of transm ssion to the
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child, and one wonders on what rational grounds they
act .

A nunber, though -- and there is anecdot al
literature on this -- have said that the risks
identified of pregnancy while HHV infected, the risk to
the wonman, risk to the child, are not greater than the
risks that they ordinarily face in devel oping the
famlies that they want. And in those circunstances,
al t hough we m ght be aghast at the level of risk that
peopl e consciously run in their conparative
circunstances, they think that risk is not
extraordinary, and in that sense, they are willing to
take risks to advance the goals of their own lives and
their own famlies and their own communities.

In that sense then, what we see as high risk,
others may see in nore noderate ternmns. Ri sks that we
mnimze or fail to recognize at all, could be
considerable in the conparative circunstances of other
countries. So one does then require that there be sone
conpetent capacity for review in the host country.

W have to take account, though, of the
consideration that the risk is not purely
physiological. That is, that the risk in nedical
research and clinical research tends to be perceived in

nedical clinical terns, but there can al so be risks of
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insult, offensiveness to religious traditions, cultural
traditions, social traditions and custons. An account
does have to be taken of that. How one can offset
cultural insensitivity and risk by accommobdati ng w der

| evel s of physical risk again is one of those difficult
assessnents. It is one of the apples and oranges
equations that have to be made and one cannot do nore
than require sonme experienced judgnent in determning a
conmmon set of values that would be able to bal ance
physi cal risk and social/cultural risk.

There can al so be the need to accommopdat e
practices that devel oped countries find offensive. 1In
many settings one finds that it is inproper for matters
of sex to be discussed between strangers of the sane or
of both sexes. That is, one does not discuss the
intimte details of human reproduction with nmenbers of
the other sex, and in that sense, even within famlies.

It could be that sexual issues, issues of sexual
function and reproductive capacity are not discussed
even between husband and wife. The wife may discuss it
with her female famly and friends. He may discuss it
with his famly and friends who are male, but they do
not discuss it with each other, and that is sonething
that has to be accommobdated in the process of a review

and perhaps in the process of informng. One has to
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have those | evel s of sensitivity.

W are also famliar with traditions in which
t he husband of the famly woul d be the decision nmaker,
and the wife's duty would be one of obedi ence, but not
one of independent autononous decision making. And it
could be then that, although we are accustoned to it
bei ng otherwise and require that it be otherw se, to
I mpose this cultural preference, although we regard it
as self-evidently right, on those to whomit is not
self-evident, can be a source of sone difficulty. And,
again, if the research itself is worthwhile -- if the
research serves a beneficial goal protective of a whole
community, then one may have to accept that, that
community at least for the tine being will function in
accordance wth its own traditions and not ours.

There is an issue that the paper addresses.
This is at page 19. It is a recent U S. devel opnent
and may prove to be transitory. But that is, the
limtation on the sort of research that the U S. can
fund in other countries, where the volatile, apparently
i nsol ubl e, issue of abortion is concerned and | address
this on page 19 of the paper. Foreign research
protections are conpromsed by U S. requirenents.

W accept that if health professionals and

others feel that a certain regine is conpromsing the
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health interests and the wider interests of a
community, then physicians in particular as advocates
for their patients wll say so. The American Medi cal
Associ ation, for exanple, requires conformty with the
law but it also requires that doctors speak out agai nst
a law that they think conprom ses the health and w der
Interests of those for whose health they care.

That political advocacy against restrictive
|l aws is conprom sed by existing U S. legislation. This
I's the appropriations neasure that |iberated funds with
which the United States pays fornmerly unpaid dues to
the United Nations; part of U S. abortion politics has
played into the area. A condition of congressiona
rel ease of the funds is that there be limts on their
use for reproductive health services, not limted
necessarily to abortion issues, and that
nongover nnent al agencies in other countries that
receive U S. funds not use those funds or their own
funds, for certain aspects of abortion advocacy.

Not everyone will accept that abortion
advocacy is necessarily protective of individuals. But
If we take prevailing doctrine in the United States,
the freedomto participate in political civic society,
the capacity, if not obligation, of health

professionals to advocate at a public level in favor of
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t hose whose health they serve, is taken as an inportant
protective value, protective of physical and al so
political freedomand integrity. However, the
legislation in the United States concerned with
fi nance, concerned with appropriations, prohibits the
use of U S. funds and al so private funds by recipient
nongover nment organi zations in other countries in this
ar ea.

Wt hout el aborating the point, | think that
one woul d have to conclude that, the U S. Federal
Regul ations are restricted by subsequent inconsistent
US. legislation, and in that sense, one has to accept
that the equival ent protection that the federal
regul ati ons are otherwi se directed to, would have to be
limted to accommodate the provisions of the
appropriations legislation. That is the ordinary
proposition that earlier lawis subject to amendnment by
| at er inconsistent |aw That may not be the entire
answer. This is something of a nore legalistic
character and perhaps | should not el aborate on it now.

Not | east because other views may be held by | awers

around the table.

The question of conpliance with both U S.
regul ati ons and foreign regulations is an inportant

matter because, even though research is to be funded
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and conducted only in other countries, in foreign
countries, it could be that U S. personnel are
sufficiently engaged as principal investigators, or in
ot her capacities, that they have to satisfy the

requi renments of their own U S. based IRB. In that
case, there may be a double or duplicate review

The problem arises on analogy with the
I mportation of drugs and nedi cal devices into countries
that do not have their own regul atory authority,
because they do not have any indi genous drug industry,
or any derivative of drug industry. | say that because
Canada has no indigenous drug industry. Al of the
drugs tested in Canada cone from brand plants of
conpanies located in the United States and Europe.

A nunber of countries then are accepting that
the products, that may be inported for therapeutic and
other use in their countries, are developed in the nore
sophi sticated scientifically advanced environnents of
the United States, CGermany, Swtzerl and, France, the
Uni ted Kingdom the Netherlands and so forth. That
they would sinply have a so-called country of origin
rule in which, if the product is available for use,

t herapeutic use in the country of origin, thenit wll
be accepted by the potential inporting country. The

supposi tion being that, an adequate |evel of scrutiny
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and protection of consuners has been established in
countries where the products are produced and nar ket ed,
and ot her countries do not have to go through their own
testing. |If the country of origin approves the
product, then potential inporting countries will accept
it as well.

And there may be a tendency to concl ude that,
If a research protocol satisfies the demandi ng nonitor
criteria of the U S. federal regul ations, then adequate
protection is in place and a country does not have to
undertake its own i ndependent scrutiny. If it can be
tested in the United States, then it can be tested in
t he i ntended host country.

| woul d suggest that this not be an acceptable
doctrine at the level of ethical scrutiny. |[f one
takes into account the requirenment of a risk to benefit
assessnent, and if one takes into account the w der
di mensi ons of both risk and benefit, one can see that
many assessnents have to be peculiar to individual host
countries. That is, the perception of risk, the |evel
of risk, the reality of risk could be quite different.
The potential for benefit again could be different at
both ends of the scale. The inmmense benefits that
per haps ot her countries in which a product are

devel oped do not receive, are perhaps a frustration in
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achieving a benefit in a given resource poor

environnment that in the United States woul d not exi st.

To that extent then, | think it is a
reasonabl e requirenent that there be a | ocal ethica
review, and that the so-called country of origin rule
for the inportation of therapeutic drugs not be the
rel evant anal ogy for the purpose of ethical scrutiny
and protection of the full spectrumof interests of
those invited to take part in studies.

The issue of research nonitoring is very
difficult in all settings, and although nonitoring of
research is an inportant conponent of protection, one
finds that there is uncertainty, even in the devel oped
environnent, of what it is that one is nonitoring. |Is
It the effect of research? Is it the disclosure
process in which individuals are recruited? Is it
nonitoring that there is a proper bal ance of sexes in
studies relevant to both sexes? Is it that there is
noni toring of the age spectrumfor products intended to
be avail abl e across different age ranges? The question
of what one is nonitoring becones a matter of
si gni fi cance.

The concern now, with adverse incident reports

com ng out of research, is clearly conpelling and we
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can take our routine newspapers to find instances of
peopl e seriously injured in the course of devel opi ng
products. For exanple, in the context of gene therapy.
But it is not at all clear that the existing structure

of IRBs is adequate to deal w th adverse incident
reports. |If one is dealing wwth a fully funded st udy,
In which there is an i ndependent nonitoring board then
a data nonitoring board, will undertake this |evel of
scrutiny. This requires expertise and it requires
adequat e resources. This is a funding issue.

Many drug conpanies will have research data
boards, nonitoring data boards, for nulti-center
studi es, independent people who can break the code when
It 1s not clear to those adm ni stering products which
product they are adm nistering. There are those who
can break the code and nonitor the effects of research
and perhaps stop it, if it seens that a particular arm
of a study is attracting an accunul ati on of adverse
I ncidents, or that one armis doing so spectacularly
well that it becones an ethical issue whether one
deni es that benefit to those who have been random zed
to another branch of the study.

So we certainly have sonme nodels of very
I mmacul ate nonitoring of research, but that is not the

case with studies that are not the fully funded or
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mul ti-center drug studies, and in nmany instances -- and
I must confess | am being rather anecdotal now because
of my own involvenent with a research ethics board in
Canada -- adverse incident reports are submtted that

t he nonnedi cal peopl e have no capacity to understand.
And, of course, one receives an adverse incident report
fromthe part of the study that one's own institution

I s conducting and one has no sense of howthis fits in
with statistics fromother centers.

So one has to ask people, and the peopl e that
one asks may be i ndependent specialists, but not
uncommonly there are the investigators thensel ves, and
so the research ethics board i s dependent on
I nvestigators giving the research ethics board
I nformation about how well the study is doing. That
obviously is not nonitoring by the REB or by the I RB of
the investigators, that is the investigators feeding
their own perceptions, their own
unconsci ous/ subconsci ous bi ases perhaps into
i nterpretation of an adverse incident report.

So there are concerns, not limted to
devel opi ng countries or host countries, about just how
research is nonitored and it could be that this is a
wi der matter of concern that you have been addressing.

The final point that I will make is concerned
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wi th how one may proceed. That is what sort of

I nternational practice mght evolve hereafter. W find
that in sonme countries -- for exanple, the Nuffield
Conmittee in England, which really functions as a
privately sponsored national ethics commttee -- has
recogni zed that the existing international codes are
witten in somewhat abstract | anguage that does not
necessarily contain the experiences that one finds in
the trenches of ethical review, and there has been a
recommendation that there be not another code, since
many al ready exist, but there be what the Nuffield
Counci| described as an internediate code really
concerned with the practicalities.

It is not clear, however, in the anplitude of
codes, international, national and discipline specific,
what another code is going to add. It could be that
one needs a better nmeans to understand and operate the
codes that exist. That is, if one could build the
capacity in host countries to operate existing codes,
and to achieve the protections that they are ained at,
t hen one coul d have greater confidence that protection
I's being achieved. And this is protection, not sinply
agai nst scientific flaws or agai nst undue physi cal
ri sk, but protections against cultural insults and

insensitivities that are all part of the risk that



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

33

studi es present and that protections m ght be devel oped
agai nst .

I think many of you are famliar and, indeed,
| gathered in a chat over coffee before today' s session
began, there already has been di scussion around the
table of initiatives to build capacity in devel opi ng
countries so that their own personnel would be able to
interpret and relevantly apply existing codes.

One could also note a recent criticismthat
the international codes we have, have cone froma
narrow and sonmewhat elitist origins, that are very
Western in their orientation, and there is a certain
scarcity of contribution to existing international
codes by those fromthe countries that host the
research that the codes aimto regul ate.

And there has been the proposal that, if one
had a capacity in host countries to understand the
operation and the deficiencies of existing codes, then
there woul d be better codes devel oped nore directly by
t hose who bear the burden of research in their own
countri es.

One mght, therefore, consider -- this is the
point on which I will end -- that rather than putting
enterprise into devel opi ng yet anot her code, which,

with respect, mght be subject to many of the sane
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criticisns that have been recently cast agai nst
prevailing codes, one could give attention to equi pping
I ndi vi dual s of appropriate backgrounds with training in
prevail i ng codes, and the evol ution of codes, so that
one woul d have future confidence that codes had been
devel oped that were relevant to the sensitivities in

t he host countries, and then, that the codes could be
adequat el y operated through an educated | eadership in
countries famliar with the needs of scientific review,
revi ew across a spectrumof the health science

di sci plines, and al so with awareness of |ocal val ues
and | ocal priorities.

Thank you.

DR SHAPI RO Thank you very nmuch for those
very thoughtful and conprehensive remarks.

Wiy don't we just go to questions
comm ssi oners m ght have.

M. Capron?

PROF. CAPRON: Two questions for Professor
Di ckens.

The first is the enphasis you placed on the
standard of conparison, the best proven nethod, was an
Interesting one. The way you linked that to the
equi val ency requi renent, which was the major thrust of

your assignnent, arguing that -- as it seened to ne --
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you could not just rely on the Declaration of Hel sinki,
In part, because that is only a docunent, you said on
page 12, providing recomendations guidi ng physici ans
and instead you had to read it in light of the
equi val ency requirenent.

And t hen you defended the position taken by
Bob Levine that the conparison should be to locally --
present locally available alternatives. | wanted to
make sure that | was reading your point correctly
because the passage is to ne slightly opaque and you
did not address it in your oral renarks.

It would follow, therefore, that just as the
conmpari son as to what is now avail able, on the argunent
that the study is designed to inprove what is
avail able, as you put it, that only interventions which
have a reasonabl e prospect of becom ng avail abl e,
shoul d they be proven by the research to be of val ue,
woul d neet the criteria for acceptable research. |Is
that a fair conclusion to draw?

DR DICKENS: It is fair but it is, wth
respect, inconplete in that one has two protective
goals. One is protection of the individual against
I nvol untary submission to risk and this is where the

Hel si nki standards, | think, are clear and enforceabl e.
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The issue of beneficial interventions wthin
the host country is a related issue, but it is
protection at a wder level. That is, it is protection
of the comunity against the injustice, the
distributive injustice of being subject to risks for a
benefit that they wll never achieve. It is the
I nterplay of the individual and the communal, the mcro
and the nmacro. The goal of the Hel sinki Declaration, I
think, trying to flesh out sone of the dinensions of
the Nurenberg Code is concerned with individuals. The
point wwth regard to placebo studies is concerned with
benefit to conmmunities at |arge and the Dr. Levine
point, | think, is that there should be benefit to host
countries fromstudies at a wder -- at a social |evel.

These are both aspects of protection but they are
di fferent aspects. The individual and the comunal .

PROF. CAPRON: Well, | guess -- let ne just
read to you the sentence fromyour paper that has |eft
me confused, and | am afraid your response now has not
renoved the confusion. It is on page 13 and I -- you
know, | amnot reading this the way we woul d read one
of our own docunents because we are worried about the
wordi ng and adopting it. | amsinply trying to have
you help ne because it seened to ne that the | ogic of

your argunent depended on this.
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You said, "Conducting studies to contrast an
I nvestigational treatnment with the best standard...",
and that best standard | gather there is a reference to

a worl dwi de best standard, "...in a research poor
country would violate the principle of distributive
justice, since research subjects in the host
country..." that is to say that resource poor country
“...would have few, if any, nmeans to avail thensel ves
of the treatnent their risk taking has shown to be
preferable."

Now doesn't that say that, unless there are
going to be neans, reasonable neans as opposed to few
i f any means, for people after the study, to avail
t hensel ves of it in that resource poor country that it
woul d be unethical to conduct the study there? O aml
m sreadi ng what you have said there?

DR DICKENS: Yes. The point is that the
risks that individuals were asked to take woul d be --
woul d result in an adverse risk to benefit assessnent
I f there was no reasonabl e prospect of benefit to the
community that they care for

PROF. CAPRON: So what -- then ny question,
the foll owup question is, what then follows fromthat?

If -- one can see it in one of two ways it seens to

ne. One, that it is a barrier to conducting the
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research, and a research ethics commttee in that
country and a well functioning research ethics
commttee in the sponsoring country, should decline to
approve the research.

The ot her woul d be, the research may be
approved but there is an ethical obligation on the part
of sonebody, the researcher, the sponsor, the country
in which the research is conducted, its governnent, the
governnent of the country, which is the sponsoring --
the origin of the sponsor -- to provide the access to
the materials at the end of the study and then the
guestion to whom

The | atter seens such a huge and al nost
unmanageabl e obligation, that it seens to ne that the
conclusion would be rather on the forner, that it is
sinmply unethical in the first place.

DR DICKENS: Yes. This is right. That is it
woul d be for the local commttee to nmake its own
estimate of the |ikelihood and we suppose this can be
done realistically, not sinply optimstically, of the
benefit that will come to the country and if the
benefit seens to result immediately in developing -- in
devel oped countries then that research should not be
conducted in devel opi ng countri es.

PROF. CAPRON: And what if the part of the
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ri sk would include comng to the end of the trial and
havi ng been fortunate to be on the intervention arm of
an intervention that proves to be useful, and where the
subj ects continue to have need for that intervention to
derive that benefit? It would be withdrawn. |s that
agai n sonet hi ng which you think that a research ethics
commttee should factor into its balancing of risks and
benefits?

DR DICKENS: Yes. Part of the negotiation
bet ween the product manufacturer and perhaps a
contributor to the financing of the study and the
research ethics board, the IRB, would be what is to be
done for those in the study. |If not the individuals,
then the nenbers of the community they identify
t hensel ves with of ongoing benefit. And if there is no
credi bl e undertaking, and often there will not be, then
one could conclude that this is an inproper study, in
that this is exposing one popul ation group to risks
that will result in benefits to a different popul ation
group and this would seemto violate the basic
principles of distributive justice.

Whet her the research ethics board in the host
country would take a nore optimstic view is sonething
that one woul d take account of, but in principle, in

the same way as within one's own country one woul d not
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target a particular deprived popul ati on for research,
the benefits of which they would not realistically have
access to.

DR SHAPI RO Thank you.

Di ane?

DR SCOTT-JONES. M question is on the sane
topic and it has to do with your discussion around page
13 in the text that you provided us. Here you are
asserting that the goal is inprovenent of health over
current conditions in devel oping countries, and you
make the argunent that it is unethical to test a new
treatnent against the best standard of care in a
devel opi ng country unl ess persons in that devel opi ng
country could afford the best standard of care. You
argue that it is unethical to -- it is ethical to test
against their current standard of care even if their
current standard is no treatnent whatsoever.

My question is whether that argunent does not
al so apply to the new experinental treatnent that is
being tested in the devel oping country? So would you
then argue that it is unethical to test the new
experinental treatnent in that devel oping country,
unl ess you can show that persons in that country woul d
be able to afford the new experinental treatnent, and

so are you then left in a position of not doing the
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research in that devel oping country or being in a
position of promsing to provide the new experi nent al
treatnent to persons in that devel oping country?

DR DICKENS: Again | think it would be nore
the forner than the latter. That is to require product
manuf acturers, certainly of unproven products that may
not, in fact, prove to be nmarketable or to require
governnents to give continuing commtnents to provide a
certain level of health care to overseas popul ati ons,

t hi nk, goes beyond experience and reality.

It is really for the local commttee to nmake
an assessnment of what is the benefit and | have
recomrended that they be required to say what benefit
they find from approving the study.

W have to recogni ze, of course, that there
coul d be benefits to a resource poor country other than
the provision fromexternal manufacturers of products
or external governnents of health care supplies. It
could be that a part of the benefit that one builds
into the protocol is the training of |ocal personnel to
undertake health reviews, the training of |ocal
personnel to identify sources of health conprom ses.

It could be that one trains themin their own country.
It could be part of the package of the research is to

bring themto the United States, or other devel oped
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centers for training, so that the country is left with
sonet hing of value fromthe enterprise. It does not
have to be that the only benefit is in inproved

di agnosi s or therapy.

And, in principle, one would require |oca
people to focus on -- to be crass -- what is init for
them |If they think there is enough in it for them
then that is an assessnent that one can respect. One
does hope that they will be educated in the experiences
and the criticisns that a |ot of research to produce a
mar ket abl e product in affluent markets has been
conducted in popul ations that had no prospect of access
to those inprovenents.

DR SCOIT-JONES: Could | --

DR SHAPIRO | amsorry. D ane, go ahead.

DR SCOTT-JONES: ay. | would Iike to nake
just a follow up coment and question because | think
this line of reasoning is critical to the decisions
that we have to nake in witing our reports. | want to
ask whet her you would then require that the sane
persons who get the benefit of say going for the
training, going to school, should they be the sane
persons who serve in the study and put thensel ves at
risk in the research study? Should they be -- should

that -- should the study participants be only the ones
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who can then go on to get nore nedical training and
then help the country in that way?

DR DICKENS: No. The intention is that the
research in the host country woul d be conducted with
I ndi genous personnel, who have been adequately trained
to conduct that study, but also to be a resource for
their country when the study is conpleted. A resource
perhaps using their skills in other dinensions. The
expectation is not that the subjects of the research
woul d be trained but that the investigators would be
I nvol ved in the devel opnent of their skills at
different levels. That is a cadre of trained
i nvestigators would be left in the country when the
study is over.

DR SHAPI RO Thank you

Ata?

PROF. CHARO Bernard, ny thanks, also, for
the presentation. | wanted to continue the di scussion
about reasonable availability concluding a trial. So
far the di scussion has focused on hoping that host
countries will be educated and aware enough to nmake a
reasoned deci sion about whether to permt a trial where
t here has not necessarily been an enphasis on |ater
availability through reduced pricing or continued

provision to former study participants, et cetera.
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And yet you nmake the point several tines in
your paper, that these countries are often in a poor
negotiating position with regard to nmany aspects of
trial design which, of course, nakes one wonder how
effectively they could insist upon this kind of
continued avail ability.

Since that, as you have pointed out yourself,
Is linked to the degree to which there genuinely is a
benefit to the host country popul ation, a benefit that
I s great enough and specific enough that it offsets
concerns about risks or exploitation, |I find nyself
wonderi ng about nore prescriptive nmeasures.

And, indeed, we were debating them yesterday
as to whether or not there should be an obligation
pl aced upon sponsors that is stronger than sinply a
notation that it would be virtuous to nmake this
provi si on.

And | noted that, in Canada's recent 1998 Tri -
Council statement, that there is commentary on Article
7 that the research ethics board ought to exam ne
conti nued access or, if inpossible, provisions taken to
ensur e adequate repl acenent.

| wonder if you could comment first on the
t hi nki ng behi nd that provision in Canada, whether or

not it was intended to becone highly proscriptive, or
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if it was sinply that attention should be paid in the
overal |l risk/benefit evaluation? And, second, whether
you thi nk under the kind of global circunstances in
which these trials take place a stronger statenent
m ght be in order fromone or another international or
I ndustrialized maj or sponsors?

DR DICKENS: Yes. The first issue relates to
t he concluding point in the paper, and by introduction
of the paper, that there is a questionable capacity in
many host countries at the present tinme to engage in
the review of protocols, particularly regarding the
protection of research subjects that one wants and one
does really have to develop that capacity. That is if
one believes that there is considerable responsibility
in the host country for decisions on participation,
then one wants to insure that the ability to make those
assessnents is adequate, that is famliarity with
expectations, not sinply in the witten |anguage of
codes, but sone famliarity with the past experiences,
bot h bad and good, of the conduct of research.

Fromthe perspective of the sponsoring
country, the I RB does have to address fromits own
perspective what is intended to be offered to the host
countries, and if one thinks that the deal is too

i nequi table, then one mght find that the research is
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not appropriately located in a country that has no or
little potential to benefit fromthe study. But this
Is where the different dinmensions of benefit cone in,
as | have said before, not just benefit to those who
took part but equi pping the country. Again it relates
to building capacity not just for ethical review but
capacity for indigenous health nonitoring and

I mprovenent in accordance with scientific and ot her

I nformati on.

PROF. CHARO May | -- | amsorry, Harold.
May | just follow up?

DR SHAPI RO  Yes.

PROF. CHARO Bernard, with your permssion, |
would like to just push this one nore | evel of
specificity if | may. | can easily inmagine a situation
i n which a host country has personnel who are quite
wel | equi pped to understand the background of
I nternational research, the way it is conducted, what
can be expected. And they nake a cal cul ation that even
t hough the results of the research, even if successful,
are unlikely to be nade avail able to any substanti al
portion of the popul ati on, because the pricing wll be
out of reach for the public health system although it
m ght be available to some mnority who have private

access. South Africa would be an exanple. But that
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overal |l the sudden appearance of additional clinics and
general health care at those clinic sites nakes this a
reasonably attractive prospect and they are wlling to
sign off.

And yet in this arrangenent there is, in fact,
no contenpl ati on of any kind of continuing access for
the study participants thensel ves, who nmay be drawn
fromthe poor population that relies on the public
health care system nor for any long-termstrategy to
make the product available at an affordable price for
the public system

You are suggesting now that a research ethics
board in North America should | ook at that and make its
own i ndependent bal ance of the risks and benefits.

My question is, nunber one, do you think that
under those circunstances the host country's
determ nati on should be determ native or, al nost 180
degree separate? Do you think that industrialized
countries should insist that the sponsor, whether
governnental or private, nmake such provision for access
following the trial either to the study participants or
In sone fashion to a larger part of the population in
the country?

DR DICKENS: Yes. | think it is alegitimte

goal to hope and to try to mtigate inequalities in the
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ci rcunstances of host countries. It could be, though,
that it is unrealistic to require research funders to
resol ve the problens of social inequality in other
countries. This could be a conmtnent at a national
level. | amnot certain that it can be credibly
focused through the research enterpri se.

And it could be then that sone research would
result in perpetuation of prevailing inequalities and
| ocal countries mght think that there is sufficient
advantage for themin the project to accommodate it, to
host it, even though sone social disparities wll
remai n.

The concern, | think, of the U S based IRBis
that those inequalities not be exploited in the
research. Not only that the inequalities are not
aggravated, but that one does not depend on those
inequalities in order to target research in that
country. If then one is not exploiting it, | think one
neets ethical requirenents even though one cannot
credibly resolve it. It could be then, that that is
the point at which the decision of |ocal people that
there is sufficient in this for their devel opnment ought
to be seriously regarded and respected in that sense
t hen.

The difference, | think, is between
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exploitation or nonexploitation of inequalities in host
countries that cannot be resolved sinply through the
research enterprise.

PROF. CHARO But, of course, in this
situation, although it is no |onger an exploitation of
the inequality between let's say the U S. and South
Africa, it is taking advantage of the inequalities
within South Africa, because the tests will be done in
a poor popul ation where the benefit to themis the
exi stence of clinics for other purposes, but the drug's
availability, should it becone available at all, would
be for an entirely separate popul ati on.

So are we in a problemof infinite regress
where we have to |l ook at inequalities within the
countries in which we are doi ng studies?

DR DICKENS: Yes. This would be one of the
I ssues that woul d be part of the negotiations between
the potential sponsor and the potential host.

As | know you are aware, one rarely nakes a
decision sinply on a protocol as submitted. Mich of
the ethical review process is negotiation bargaining
and one's own val ues ought not to be conprom sed.
Agai n the binding of Mongolia principle. But, also,
speaking to the | ocal people, seeing who the |ocal

peopl e are, seeing how representative they could be of
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those who will bear the burden of the actual research
Then this is where one would have to descend into a

| evel of detail which could be where the real devil is
and where there may be angel s too.

PROF. CHARO Thank you.

DR SHAPI RO Thank you

Eric?

DR CASSELL: | would like to stay at the sane
rich vein for a mnute. Let's go to the trial, the
actual trial that made a ot of the trouble, which was
the HV maternal transm ssion trial.

If | understand you, it was appropriate to do
that research, w thout a placebo, because of where it
was done. Pl acebos were -- | nean, other therapy was
not available. The issue then is not, if you are doing
that trial in that country should it be against a
pl acebo, that -- the answer is yes because that is the
standard of care that that country has and that
benefits -- would not benefit the country to do it
ot herw se.

On the other hand, the question is, should the
trial be done at all because it is taking advantage of
the inequities in that country. So the ethical issue
I's not the placebo issue, so much as it is taking

advant age of that population that the host -- that the
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sponsor took advantage of the popul ation and that that
Is the -- there lies the real problematic and that is
sonething to be resol ved both by the sponsoring
country's I RBs or whatever and by the host country's
| RB.

The host country's IRB could say, "Wll, the

benefit to these nothers, if there is going to be any,

Is sufficient to overweigh that." The sponsoring | RB
m ght say, "Nothing could overweigh that," taking
advantage of that. |Is that what you are telling us?

DR DICKENS: The initial question would be to
identify the goal of the study. Wat is the purpose of
the study? |If the purpose of the study is to provide
sone better |evel of health maintenance for HYV
posi tive wonen, who are considering pregnancy and who
have access to no treatnent, then the study coul d be
appropriate. |If the purpose of the study is to inprove
on existing therapies that this popul ati on has no
access to, then this is not an appropriate site for
t hat study.

DR CASSELL: Thank you.

DR MESLIN Larry?

DR MIKE  Yesterday we had a di scussion
where we were di scussing whether it should be an

obligation or desirable, and we went through a whole
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list of things |ike continue it -- if a therapy is
beneficial, continued access to that for the study
popul ati on, whether it should be extended to the
communi ty and then al so whet her capacity buil di ng
shoul d be undertaken in a host country from sinple
things |like better infornmed popul ations to a whole
di stribution systemfor the drug.

O course, we could not resolve that anong
ourselves. And fromwhat | hear you are saying is that
-- and correct me if I amwong -- you take the | onger
view, which is those kinds of decisions are appropriate
to be nmade, but they should be nade by the host country
representatives, and that the issue here is, take the
| ong vi ew about building the capacity within a country
to do that and then, therefore, you still have the
sponsoring country's IRB, which will have their say in
it, too, but those kinds of things that we try to
catal ogue and say yes or no, are really just a host of
t hi ngs and you woul d rather set up the structure to
make those deci sions.

DR DICKENS: Yes. | think it is worthy but,
wi th respect, an unrealistic goal to think that the
mseries in the world can be resol ved by mani pul ation
of research protocols and funding. It is an ideal that

countries with few resources should be raised to higher
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| evel s, perhaps the levels that in the devel oped
countries we take for granted.

But that is a proposal of excellence, and
there is a danger that the excellent could be the eneny
of the good and the good could be the eneny of the
adequate. It could be that, in host countries,
potential host countries, they realistically see enough
benefit for thenselves to be involved in the study that
it does not address all of the problens that were
percei ve them havi ng.

DR MIKE FRght. W wll never address the
| ssue about those who think that it is still
exploitation and we know better.

DR DICKENS: Yes. A credible criterion of
whet her there is exploitation is the adequately
i nformed judgnent of those who are likely to be
expl oi t ed.

DR MESLIN:. D ane?

DR SCOTT-JONES: | amstill thinking about
your assertion that the goal is inprovenent of health
over current conditions in a devel oping country, and
that it is ethical to be | ess concerned about the
benefit to the individual if you can show a benefit to
the society generally in terns of new clinics that

m ght be built, nore nedical students trained in that
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country.

And | am | ooking for the consistency between
this line of argunment and ot her argunents that you
present in your paper and | amthinking of page 9 where
you tal k about what is basically the issue of coercion
that Arturo raised yesterday.

And you neke the claimthat, in resource poor
countries that the prospect of getting funding fromthe
United States may be so enticing that it will shift
thinking froma risk benefit assessnent to persons
t hi nking that this study nust be done because of al
the other benefits that will accrue to the society so
I, as a potential participant in the study, would think
not about the risk and benefits to nyself but that I

may be helping to get a nedical clinic for ny country.

| believe around page 9 and 10 you di sagr ee.
You think that that is not an appropriate way for
research to be approved in a devel oping country. Yet
I f you accept your other argunents, about the
i mprovenent of health overall, then it seens that that
I's what you woul d expect to happen, that persons
sacrifice their own assessnent of risk and benefit
because they can help their country get a clinic.

Do you see sone inconsistency in what you are
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presenting around page 9 and what you present |ater
around page 137

DR DICKENS: | ambound to say | do not.

That is not to say that it is not there. The initial
assessnent is that individuals should not be invited to
t ake excessive ri sks.

The point of page 9 is that if a culturally
detached elite are involved in decision nmaking that
they may focus nore on the | ong-term macro benefit and
be wlling to trade off the interest of individuals.
This is where the so-called "ergomi as" principle cones
in. That is that, one should not deal wi th vul nerable
popul ati ons unl ess one has very careful safeguards, and
that those who are capabl e of making their own
decisions regarding the risks that they are asked to
take, shoul d be adequately infornmed and free to deci de
whet her they want to take that risk for thensel ves for
sone benefit that may result, not necessarily directly
to them but to others that they care for

This is not unique to resource poor countries.

If I go back to the thalidom de exanple, and the
provision in the U S. federal regulations that there be
I ncl usi on of both sexes and that unless a product is
known to be teratogenic, wonen of reproductive age

ought to be included in the study, part of the
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di scl osure there, part of the decision each wonan
makes, is whether she is wlling to risk her own
pregnancy in order to find that an unproven product is
teratogenic. This is all part of individual decision
maki ng.

At the collective level, at the nonent, in the
absence of secure capacity for independent assessnent
In many countries, one has to be guarded that those, in
fact, making decisions today may be | ooking to a | onger
termbenefit and be willing to trade off the interests
of i ndividuals.

If those individuals are able to protect
t hensel ves, | think one has a cohesive way forward, in
that one is cautious fromthe sponsoring perspective of
t hose who are nmaking | ocal decisions. And one,
therefore, wants to insure again the “ergomni as”
principle that individuals asked to take risk to their
physical integrity cannot protect thenselves.

DR SCOTT-JONES: One followup coment. Wen
you tal k about people in other countries, particularly
devel opi ng countries, as possibly being culturally
detached elites, | certainly hope that people in our
society do not | ook at our comm ssion and think of us
as a culturally detached elite when we are struggling

with these very difficult issues.
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DR DICKENS: | think there is a sensitivity
toit. | would refer to the critique of the origins of
exi sting guidelines at the bottom of page 35 of ny
paper, where the point has been nade that the people
i nvol ved i n devel opi ng international guidelines have
not been representative of the world comunity. | say
t hat as sonmeone havi ng been involved in drawi ng up
t hese gui del i nes.

DR SHAPI RO Thank you

The | ast question right now Well, Ruth is
next .

And, Alta, if it is a quick question

PROF. CHARO It is actually if | may.

DR SHAPIRO Do you want to do it right away
or can it hol d?

PROF. CHARO It can hol d.

DR SHAPIRO Al right. Let Ruth go first
and then Alta's short one and then we will change
subj ects here.

DR MACKLIN.  Bernard, at various points in
answer to these questions you responded using the
phrase "it is not realistic or it is unrealistic or we
have to be realistic." And | think we all agree that
pie in the sky guidelines or conclusions are not

hel pful if they are unrealistic.
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So what | would like to know about your --
sone of the views that you have been urging. For
exanple, the role of the research ethics board or
research ethics commttee, both in the devel opi ng
country, and let's assune for now that they are well
trai ned and know edgeabl e, properly capacitated, and
the sane role in the sponsoring country, in the US. or
Canada or wherever, whether it is realistic to think
that they will disapprove research. As | believe, at
various points, you indicated that should be the tact.

The unrealistic thing is to expect the sponsors, the
i ndustry and the governnent to be providing these
products afterwards.

But the apparently do-able and appropriate
response, | think, in answer to Alex's first question
was the research should not be approved by the | ocal
IRB if there is not sone reasonabl e prospect of the
product becomng available. | would like to know if
that stance is realistic. Gven, first of all, ny own
limted, albeit limted experience sitting on an |RB
for the last 20 years in which the question has never
arisen and, in fact, when we hear from sone research
that is now sponsored by the National Cancer Institute
and the Eastern Cooperative Oncol ogy G oup, that as

soon as the product is approved, even if the study is
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still going on, the sponsor will no | onger provide that
cancer treatnent that they are getting in the thing but
it 1s up to you or your insurance conpany of all people
to provide the product. This is while research is
still going on.

So given the fact that this issue has, to ny
know edge, rarely, if ever, been raised by IRBs in the
U.S. and to expect the researchers in the host -- |
nean, the IRB, the research ethics in the host country
toreject it, even if otherwi se the so-called benefit
ri sk assessnent is adequate, does not seemto ne to be
realistic.

So | would Iike to hear your response.

DR DICKENS: Yes. | think it partly goes
back to the question raised by Dr. Cassell and ny
response. It turns on the purpose of the research. |If
the research is to devel op a product for affl uent
markets, then testing it in an inpoverished market
woul d seemto be unethical.

If one has the | evel of sophistication in the
host country's REB that includes a perception of sone
| evel of public accountability, then it coul d be that
the host country would find benefits, not of continuing
provi sion of therapy, but other benefits so we nmay

think of themas a spin off benefit that justify their
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approval of the proposal.

One of the recommendations in ny paper that |
did not include in ny oral presentation of it, is that
U S. IRBs mght ask the host research ethics board to
state in witing the benefit they find in the study,
and if that benefit is pie in the sky hopes and
expectations, then it could be that one thinks this is
not the appropriate setting.

If the host research ethics board identifies
benefits that are not perceived by the sponsors but are
sufficient to satisfy local people, then I think that
I's an opinion that ought to weigh significantly in the
bal ance.

DR MACKLIN. Wuld the spin offs -- | nean
just to followup briefly. Spin offs can be health
rel ated or they could be not necessarily health
related. That is sone capacity building mght be in --
well, | do not know -- providing the kinds of things --

DR SHAPI RO Roads.

DR MACKLI N Pardon

DR SHAPI RO  Roads.

DR MACKLIN.  Well, roads but -- yes, | wanted
totry to find sonmething that would be -- that woul d
fit into what happens when there is training and

research is carried out.
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So, for exanple, nmaybe a | aboratory is set up
or -- and that is probably close to health related --
or they get a whol e bunch of conputers because they
have to do the data anal ysis and they get things that
are not directly health rel ated.

In other words, how far fromthe resulting
products of the research may these spin offs be, to
count in a risk benefit assessnent, where traditionally
t hat has been vi ewed sonmewhat narrowl y? That is risk
to the subjects and benefits -- including benefits to
ot hers but benefits nore directly related to the
research?

DR DICKENS: Yes. | cannot answer that on
t he substance. M response is one of the process.

That is if the | ocal people identify what to themis a
justification for introducing the risks to their
popul ati on then one ought to evaluate that. This is
not to say that one wants to risk coercion of high risk
studies of no health benefit because of conputers or
other electronic trinkets. But if there is sonething
of value as identified by |ocal people then I think
that is sonmething of which account ought to be taken

DR SHAPI RO The last question, Ata.

PROF. CHARO | will pass.

DR SHAPI RO Thank you very much.
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| want everybody around the table to put their
el ectronic trinkets away.

But, in any case, | would suggest that we
al | ow Professor D ckens and ourselves to take maybe a
five mnute break before we go to | ooking at the
Canadi an system because we are running a little behind
schedule and we will have to contain the tinme for our
next subject.

(Whereupon, at 9:46 a.m, a break was taken.)

ETH CAL AND PQLICY | SSUES | N THE OVERSI GHT
OF HUMVAN SUBJECTS RESEARCH

DR SHAPIRO Al right. W are going to
change our focus here somewhat. These topics that we
are dealing with, the particular reports we are working
on, of course, are interrelated to each other so we
cannot claimit is a conplete change in focus but we do
want to nove now a little nore formally towards our
oversi ght project.

And we want to take advantage of the fact that
Professor Dickens is here to talk to us about other
approaches to oversight here, particularly |ooking at
t he Canadi an perspecti ve.

As | nentioned earlier today, you have all
received the Tri-Council report, which I think does

gi ve a good sunmary of where things are, at |east,
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headi ng i n Canada, where the situation is structured
sonmewhat differently than it is in this country.

So let nme turn once again the m crophone over
to Professor Dickens to give at |east a few comments of
how he sees the structure fromthat perspective and
then we coul d have questi ons.

W are going to try to finish this aspect of
this norning' s discussions around 10: 30 so that we can
proceed to sone of the other issues that are on our
agenda.

Prof essor D ckens?

OMHER APPROACHES TO OVERSI GHT OF HUNVAN
SUBJECTS RESEARCH: THE CANADI AN PERSPECTI VE
BERNARD M DICKENS, Ph. D, LL. D

DR DICKENS: The initial point is historical.

That is the Medical Research Council of Canada had
guidelines initially in 1978. They were revised in
1987 and those gui delines worked well enough until the
mandat e of the Medical Research Council was changed.

It was required to keep all of its clinica
i nvol venment but to nove closer to public health
assessnents as well to consider comunity health. And
that neant that it had to expand beyond the nodel of
clinical research into a public health dinmension

That neant that it had to engage disciplines
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beyond the nedically scientific to consider aspects of
soci al science, psychol ogy, evaluation of satisfaction
with progranms, and that engaged the areas that fornerly

had been allocated to other funding councils.

In Canada, there were and for the tinme being
are -- this may well change wth consolidation -- but
there are at present three federal funding councils.
The Medi cal Research Council, the Social Science and
Humani ti es Research Council, and the Natural Sciences
and Engi neering Research Council. And all three of
t hem have had interests in health matters.

They are self-evident for the Medi cal Research
Counci | but the Social Science and Humanities Research
Counci | had been very concerned with issues of resource
al | ocati on, consuner satisfaction and consumer access.

In addition, the Natural Science and Engi neering
Research Council had an interest in nedically inplanted
devi ces but also has funded a | ot of psychol ogi cal
research

And it seemed inplausible that there could be
a discreet body of nedical research ethics, in contrast
to social science research ethics and engi neering and
psychol ogi cal research ethics. And it was, therefore,

concluded that there ought to be unified ethics and a
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uni fi ed docunment expressing them

The docunment has a title that does not include
the word either "code or guidelines,” The word "code"
cannot be used because when that is translated into
French it nmeans a |l egally enforceabl e docunent and this
Is not directly legally enforceable. Again the word
"gui del i nes" had been used in the past but this invited
the comment that guiding is not the same as governing
so it left questions of enforceability.

The way the existing code functions then is to
attenpt to integrate research ethics across a whol e
spectrumof disciplines not limted to the scientific
disciplines. There is little reference in the Tri-
Council policy statenent to scientific validity. The
phrase is "validity according to the discipline.”
Disciplinary validity because this will include
nonsci entific disciplines.

The docunent then is called a "policy
statenent" because it represents the policy that wll
be the precondition to funding of research by any of
the federal governnent agencies and it is follow ng the
U.S. nodel. The expectation wll be that institutions
then available to receive funds wll observe the policy
statenment in all of their research, both funded and --

bot h governnental funded and funded by other sources
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and, indeed, not funded at all such as in the case of
student protocols. To that extent then the
intention is that this will be the single policy on
whi ch research will be conduct ed.

In addition, | nentioned the three federal
funding councils. W also have the National Research
Counci| of Canada and until last sumer, | chaired
their Research Ethics Board and they, of course, are
fully commtted to observing the policy statenment. Not
| east because of the political enbarrassnent of seem ng
to depart fromit.

The nmerit of the policy then is that it
integrates all of the different techniques of health
rel ated research across the full spectrum and the
federal agencies will expect the policy statenent to be
observed in all institutions that are capabl e of being
funded for any of their research.

In addition, the private sector does not want
to seemto be pursuing | esser standards and in that
sense there is a wide recognition that this will be the
uni f orm basi s.

Wth regard to the details, the working group
that produced an initial draft that went to the three
councils on which | served was very strongly influenced

by the U S. Federal Regulations. 1In a sense | am not
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really presenting anything that is substantively
different. |If anything, quite the reverse. That is
the | eadership role of the United States, because of
the breadth of its funded research, not just in North
Anerica but worl dwi de, and the commentaries that are
the commentaries on nonitoring of research in the
literature are so strongly influenced by the U S
Federal Regul ations, that this is becom ng an
international standard and the structure of our
Research Ethics Boards very closely parallels the
structure of U S. [|RBs.

The enforcenent, though, is somewhat
different. The Federal Governnent has a fiscal contro
inthat it can withdraw funding from and refuse future
funding from institutions that do not conformto the
policy statenment but |egal enforceability is nore at
the private level. That is, there will be contracts
bet ween the federal funding agencies and recipients of
their funds and, of course, those contracts will have
an explicit termthat there will be conformty to the
Tri-Council policy statenent.

But with regard to otherw se funded and
nonf unded studies, the expectation at the university
|l evel will be that investigators who are appointed as

researchers or the hospital |evel, the clinicians who
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undertake research will do it in conformty to
prevailing standards. The policy statenment sets those
standards. In that sense the |legal enforceability
woul d be through private sector relationships rather

t han t hrough any body of public |aw.

Thi s opens certain roomfor negotiation
because one often knows that if there are breaches of
contracts the result is not the ending of
rel ati onships. There will be discussions. There wll
be undert aki ngs.

There nmay be sone repaynent but there will be
undert aki ngs of future conpliance and the relationship
will continue. That is one does not anticipate that it
wll be a dismssable offense for faculty nenbers of
universities to be in breach of the policy statenent.

If, of course, there is wilful defiance, then
t hat beconmes a nore serious matter, but there is nore
scope for negotiation that characterizes private sector
transactions, including so-called alternative dispute
resolution. You do not have to rush into court on each
of these occasi ons.

Per haps | ought to comment on weaknesses of
the system There is the weakness | commented on
before the break at the | evel of nonitoring, and

al t hough one has the fairly conventional rhetoric now
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with regard to vigilance about adverse incidents, we
have not yet noved into any structural acconmodation of
t he need for nonitoring.

I mght point out that the policy statenent
has been operative only since the end of Septenber of
| ast year, and in that sense we are still in the early
days of adjusting to it at ny own university, which is
a major recipient of federal funds. It is having its
own variant, its own inplenentation of the policy
stat enent approved by its governing board. W hope
approved by the governing board on the 18th of this
nonth. So in a sense we are still noving into
structural accomodati on

The fact that an i ndependent working board, a
wor ki ng group was established to revise the 1987 MRC
gui del i nes, cane about because the National Council,
fornmerly called the National Council for Bioethics in
Human Research, was established jointly by the Mdical
Research Council and the Col | ege of Physicians and
Surgeons of Canada, and it was their creature, and it
seened i nproper that that creature of the Medical
Research Council should be maki ng guidelines for the
two other federal funding councils. So the issue had
to be detached fromthe control of any one of the three

agenci es.
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Now t he three federal councils are
contributing to the function of the renaned Nati onal
Council for Ethics in Human Research. The evol ution
fromso-called NBEHR, bioethics, to NCEHR It is
poorly funded and it does not really have the capacity
to deal wth issues that have already arisen. Again ny
own university has referred i ssues to NCEHR for
clarification and their response is they have no
capacity to respond and in that sense we have a fundi ng
and adm ni strative problem

The expectation of the working group was that
this new agency, NCEHR, woul d becone the guardi an of
the policy statenent proposing clarifications,
anmendnent where necessary, and nonitoring enforcenent.

At the nonent, we see little capacity in the agency to
have any general inpact and this is a matter that wll
require attention

The last point | wll nmake is that the Medical
Research Council itself is in the process of evolution
to Canadian Institutes for Health Research, very
cl osely nodel ed on the description of NIH, that is
bringing the different institutes under the sane
unbrella for adm nistrative purposes. In that sense
the influence of U S. practice has had an inpact north

of the border.
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DR SHAPI RO Thank you very much.

Let's see who has questi ons.

Bernard, |et nme begin by just asking a
clarifying question. |Is it the case in Canada that
t hese gui delines or whatever the right termto describe
them are or are not applicable, for exanple, to
private corporations doi ng human subj ects research?

DR DI CKENS: They are not directly
applicable. On the other hand the policy statenent
does address so-called private research ethics boards
and the expectation has been -- and this has been
rei nforced by the pharnmaceutical industry itself that
it wll be in conpliance, indeed, because it believes
that it is substantively conplies wwth the U S
guidelines. It believes that it satisfies the evol ving
Canadi an gui del i nes.

DR SHAPIRO One of the things that struck ne
I n readi ng the docunent was the attention paid to
particular communities and the sensitivity that the
gui delines called for in doing research, whether these
are various indi genous groups or other comunities that
m ght be defined in the Canadi an context. Could you
comment on how wel |l that has been received? How people
think about it? Are people mad about it? Do they like

it? Wiat has been the reaction to that aspect of the
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Tri-Council ?

DR DI CKENS: You are correct in identifying
speci al concerns with the native community, aboriginal
groups, as inspiring what appears in the policy
statenent. The working of the -- or the functioning of
the working group was strongly guided in this regard by
a nmenber who is an ant hropol ogi st who has done research
with native coomunities and a | ot of the experience
initially came fromthere

The wor ki ng group concl uded that we ought to
general i ze and not target one particul ar popul ation so
we went broader speaking of collectivities. That was a
focal point of considerable negative reaction in the
research community saying that the definition was so
anorphous that it could include a famly, genetically
i nked people, and it was inoperable. So the working
group cut back and becane nore nodest.

When the working group submtted its draft to
the three councils they tied it back in to an
abori gi nal context but recognizing that there would be
no particular negotiations with the native community.
So the issue was one of ongoing contentions and
abori gi nal groups say they have been -- as one put it -
- researched to death and their circunstances have not

i mproved. Again relating to this norning' s discussion
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about risks and benefits. And t he Federal Government
has not revisited the issue because of its ongoing
sensitivities.

DR SHAPI RO Thank you.

O her questions?

Ata?

PROF. CHARO Bernard, although | know this
has been distributed, |I nust confess | do not have it
with me and so | have forgotten sone of the details.

W have been struggling here with sonme issues
concerning the appropriate scope of U S. regulation.
The first has been on whether the regul ations shoul d
govern research or they should sinply in an al nost

t onol ogi cal fashion they should govern that which needs
to be governed.

To the extent that they govern "research"

t here have been struggl es over the appropriate
definition and whether the definition would include
things like oral history projects or polling processes,
epi dem ol ogi cal research, surveillance, eval uation
prograns, nonitoring prograns, et cetera.

Can you remnd me howit is that the Canadi ans
have resol ved the question of what the scope ought to
be and how to express that in words?

DR DI CKENS: The scope is intended to be --
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right, it would include recording oral histories and
many of investigators in the humanities were startled
to learn that they are now subject to the guidelines
and have to get REB approval before they have | unch
wi th peopl e and chat about dead peopl e.

W have a fast track nechani sm under which the
m nimumri sk research can be approved very quickly but
it is still anenabl e to independent scrutiny.

The issue in a sense feeds back to a comment
In nmy paper before the break this norning trying to
stratify different levels of risk. Ri sk of physical
I nvasi on requires profound scrutiny. Violation of
personal identities or confidentiality issues is
I nportant but not a physical risk. And speaking to
peopl e as part of one's research of nonpublic records
can be dealt with in not an entirely summary fashion
but wi thout too rmuch agoni zi ng.

PROF. CHARO And to follow up precisely on
that, you just outlined now a way of dividing up the
worl d of risk by categories, physical versus the
nonphysi cal. As you well know, the American
regul ations currently do it in terns of “level of risk”
with a division at the point of “mnimal risk” and a
set of words that are supposed to convey the neani ng of

“mnimal risk.”
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Does t he Canadi an system conti nue -- use that
notion of levels of risk and, if so, how does it define
t hat ?

DR DICKENS: No, it does not incorporate that
as such, but again the pervasive U S. influence -- |
wi Il not use the expression “the colonizing influence”
-- but the pervasive U S. influence carries across.

PROF. CAPRON. Such a comment woul d be
particularly out of place given the origin of our chair
and executive director.

DR SHAPI RO Thank you

Any ot her questions, Ata?

Are there any ot her questions people would
i ke to ask?

| have a -- | amjust not certain in ny own
m nd just what the enforcenent nmechanismis. You
nmenti oned, of course, that they would be -- it is a
funding tap, which is, of course, the main nechani smwe
have here. And is there -- and you nentioned that in
your own coments. Are there any other nechani sns at
all or that is really besides persuasion and noral
suasion and so on, is funding nmechanismreally the
I ssue that holds people's feet to the fire here?

DR DICKENS: Yes. It isreally fisca

control in that there are governnental contracts
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bet ween the federal funding agencies and recipi ent
institutions then those that are in breach of the
policy statenment would be in breach of that contract
with all of the contractual renedies. But one al so
consi ders the public shanme of institutions jeal ous of
their esteem being publicly characterized as violating
rul es.

DR SHAPI RO Thank you.

Any ot her questions?

Eric, do you have a question? Any other
questions?

Alta, excuse ne.

PROF. CHARO Did you want to go first, Eric?

DR MESLIN. CGo ahead.

PROF. CHARO Since you also rely on the
revi ew board process, | was wondering how it is that
revi ew boards are recogni zed as being adequate and if
there is any nmechani smfor ongoi ng assurance that they
are adequate. You are probably aware of the debates
now about accreditation of |IRBs and even accreditation
of investigators. | was wondering what is going on in
Canada with regard to this issue.

DR DICKENS: W are really quite simlarly
si tuat ed. This is an ongoi ng concern and whet her a

rei nforced national council for ethics in human
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research coul d becone a credentialing organization is
sonet hi ng that has al ready been addressed.

There is a certain level of reciprocity in
that multi-center studies would be concerned with the
cal i ber of research ethics boards and ot her
institutions. Those that seemto function well and
have credi bl e personnel would be accepted in other
institutions. Those that are not necessarily worse but
are not as well known, not as well credential ed, would
be di scounted and each institution would then conduct
Its own process.

At the institutional |evel discussion in a
nunber of institutions, including ny ow, has
consi dered sonet hi ng anal ogous to the process by which
faculty nmenbers can be appointed to the school of
graduat e studi es and be avail able to supervise
graduates. Wereas novices or recently appointed
faculty ranks woul d not be appointed to a graduate
facul ty.

One thinks that there mght be a simlar
process of individually credential ed people who woul d
conpose commttees that would carry weight. That is not
to say that one cannot initiate novices into the system
but one thinks in terns of the experience, the track

record as being inportant.
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It is significant and again | think reflecting
the U S. position that many of the particularly
val uabl e peopl e who serve on IRBs or REBs are
t hensel ves i nvesti gators.

What we have not yet achieved, and this is an
institutional problem though the three federal
councils are concerned about it, is that at the
uni versity | evel individuals who spend tine chairing
and serving on IRBs get little credit for it. And it
Is not entirely thankl ess, but the thanks do not
necessarily have a reflection in one's progress through
the ranks and that is sonething one wants to pay
attention to.

The hospitals and the nedical departnents are
resistant saying that there is no neans of determ ning
excellence in service on an IRB in the same way as one
can as an investigator, and that is a problem Al you
can do is to check attendance. It is not quite the
sane.

DR SHAPI RO Al ex?

PROF. CAPRON: There has been a thene,
Bernard, throughout your presentation, which | have
found very interesting and provocative, and that has
been the enphasis which al so appears in the Canadi an

docunment on the value of research and, indeed, what is
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stated in the docunent as the fundanental nora

comm tnent to advanci ng human wel fare, know edge and
under st andi ng, and to exam ne cultural dynam cs, which
| guess was a bowto the social scientists on the
Soci al Sci ence Council .

And years ago Jay Katz and | began the
I ntroduction to his case book on human experi nentation
with a sentence, which as best | can recall it, says
that the human subjects issue, the research issue,
rai ses the question when, if ever, society is justified
I n exposing certain people to risk for the potenti al
benefit to thensel ves, to society or to the advancenent
of know edge.

And a lot of the enphasis in recent years with
the recognition that the exclusion of wonen from
research has di sadvant aged wonen as a whol e, and now
the recent enphasis on children being therapeutic
orphans again, as it were, when drugs have not been
tested, and the exposure to children as patients to
what anmounts to kind of a random experinentation on
them as drugs are used whi ch have not been tested.
Putting the wei ght again on the notion of nore
systematic testing.

I think back to a statenent of the British

Medi cal Association, | believe fromthe 1960's, which
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basically said it was unethical to test on unconsenting
-- on children who were too young to give consent.

Clearly that view, which is a prohibition
drawn out of, | believe, the common | aw view and w dely
hel d anong Ameri can physicians and Anerican | awers at
the time in the 50's and the 60's that you coul d not
enroll a child who is unable to consent is
dianetrically opposed then to this nore current view.

And the nore enphasis that is placed on the
current view, and at several points in your conments on
I nternational research you enphasized that it was
appropriate, in effect, for the | eaders of a society to
decide that the benefits in terns of capacity building
or the like to the society were sufficient that they
woul d approve a research project in our country, either
as the Mnistry of Health or as the nenbers of an REB,
| RB, raises for nme again that concern, that bal ance,
that question when is it ever permssible to expose
sonme people to risk because the process, it seens to
me, of weighing the benefits to a society as a whole
against the risk to a few people inherently has such
great weight on the social side.

| nmean, if we are tal king about the
devel opnent of a drug that could be good for al

children, a vaccine which will then be used as a
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standard chi | dhood vaccine on all children and prevent
a di sease, the weight there in nmaking the risk-benefit
ratio is so great.

| wonder whether in the Canadi an docunent,
whi ch begins to me so strikingly by the assertion of
that fundanmental noral commtnent to the advancenent of
knowl edge where you get -- where you -- or how you cone
to a proper recognition that it is going to be a snall
nunber of people who are placed in harmis way. Wet her
it is the physical harmof the nedical nodel or
psychol ogi cal or social harm and so forth, for that
coll ective benefit and how you can ever expect any
process not to weigh nore heavily the advantages to
science and society over the risks to the few who are
I n research

DR DICKENS: It really goes back to the
inspiration of the policy statement and its evol ution
fromthe 1987 Medi cal Research Council guidelines wth
the obligation to initiate community heal th studies.

You are right that there are problens in, as
you put it, inmposing risk. The nodel, of course, is
the voluntary assunption of risk by adequately inforned
and conpetent people and the enphasis on disclosure and
so-called informed consent you will be very famli ar

W th.
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The latitude that one has cones again from
U S. experience nonitoring the early effects of the
U S. federal reqgulations and seeing whether they led to
t he exceeding of the risks of every day life.

W know that there are risks in every day life
quite unrelated to research. The nodel | take is of
the nother with a child attendi ng school who has to be
delivered in the norning and fetched in the afternoon
because the child cannot navi gate dangerous hi ghways
alone. There is also a young child of the famly.

That young child is strapped in the car and is driven

t hrough rush hour traffic on perhaps slippery roads to
pick up the other child of the famly. There are risks
of road traffic accidents and the young child will be
the victimof them Those are the risks of every day
life.

And if one can have sone credi bl e assessnent
or quantification of those risks then one could take
that as a nodel saying that the risks of every day life
are part of growing up in a famly and a community and
everybody bears them And if those are not exceeded
for the purpose of research that is subject to
I ndependent assessnent, then those risks can be assuned
by parents for their children and i nposed on the

chil dren



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

83

And if we have systens of public
accountability reinforced with public nonitoring, we
know t hat public agenci es nake deci sions constantly
that are for the health of the body politic, not
necessarily the health of the body of each individual
menber of the body politic.

You have given the exanpl e of vaccines, which
of course in some countries are nmandatory agai nst
chi | dhood di seases for children of school age. W know
there are risks but the cunulative benefit is taken to
justify those risks.

PROF. CAPRON: But it is interesting -- | do
not want to extend the discussion of this. It is just
to me a remnder that anything we do in this area |
think has to quite explicitly tal k about that
fundanment al tension because the researchers -- | think
nost researchers would object to the notion that the
process in which they are engaged should really be
anal ogi zed to the sort of nmuch nore public and
politically influenced decision nmaking that says “let's
put a road through this nei ghborhood rather than that
nei ghbor hood,” and disrupt the |life of these people for
the collective benefit of having the road as opposed to
t hose peopl e.

And that is the kind of process which -- in
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whi ch the considerations that are brought to bear about
political influence and so forth would if they were
raised in a research study -- well, let's select this
group of people to be the subject rather than that,
because politically that is where the power lies or
what ever, woul d be regarded as quite foreign to this
hi gh m nded enterprise on which peopl e are engaged.

So inraising this | amnot trying to say that
we are in an inpossible situation or that there are no
ways out. | do not find in the end the anal ogy -- the
argunent about infornmed consent fully satisfactory
because we begin this process by saying we are not
going to have this be governed solely by the
contractual nodel of informed consent in which two
peopl e who are conpetent can enter into an agreenent to
do al nost anyt hi ng.

Rat her we are going to limt what can be
offered and even Iimt it beyond what a physician bound
by his or her own hippocratic duties not to take
advantage of a person and so forth mght be willing to
offer and a patient mght be willing to accept. And we
say, "Well, we will not let certain things go forward
because they are too risky even if there would be
patients who would |ine up as subjects to agree and so

forth."
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So we are placing limts and the choice of
what those |imts are and with whom the experinent can
go forward. Is this collective choice, but to the
extent that it is driven by the notion, “well, it is
for the common good that all this is going on, if it
were not for the conmmon good there would be no
justification for it in a certain way?” | nean, that
Is -- the benefit side has to be there. Testing
sonet hi ng that has no prospect of doing anyone any good
woul d be per se unethical.

But the flip side is, “the greater the conmmon
good the greater risk that decisions will be made which
could be harnful to sonme people” and | just think we
need to keep that in mnd and the contrast between the
statenent here, which | would take to be the dom nant
view. | do not think the Canadi an view is unusual
here. | do not think it is articulated in the sane way
in the Anerican regulations but | think that it is
there. It is certainly there at the NIH whi ch had
until now been the repository of the governing body for
all this.

Wuld the view -- the contrast -- would that

- of that view, wwth the view articul ated by Hans Jonas
years ago that research is really an optional good, not

a mandatory good the way protection of human interest
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and human rights is a mandatory good. And we sonetines
forget that.

DR DICKENS: Yes. | think one of the val ues
of a federal docunent, both in the United States and
Canada, is that it does bring to the surface the
political context in which know edge i s pursued.

Wth regard to research being an optional good
would it be tolerable to say in the cormmunities that we
know and ot her communities that we have experience of
and can imagi ne that know edge is now finite? Al that
wll ever be known is known now and there wll,
therefore, be no further research into pediatric care,
geriatric care --

PROF. CAPRON: | think the point of Jonas
statenment was to say it is optional in the sense that
It ought not to be gained at certain prices and it may
wel |l be that had all the slaves not built the pyram ds
of Egypt we -- Egypt would not have had the glory that
It had and we woul d not | ook back on Egypt. But
whet her the existence of those great nonunents
justified the deaths of all the people involved would -
- IS a serious problem And the great nonunents --
t he advancenent of know edge ought not to be bought at
certain costs. And that | think is the point.

So that, yes, if the only way to advance a



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

87

particular line of inquiry were to sacrifice the
Interest and welfare of the society that did that

woul d, | think, in Jonas' argunent be a poorer society
notw t hstandi ng the greater know edge of pediatric care
t hat woul d have cone out of it.

| am not arguing agai nst research as such and
| do not think he was. | amsinply saying that it is a
rem nder that there nmay be sonme things in terns of
human dignity and wel fare and respect for persons that
out wei gh the advance of pursuit of know edge.

DR DICKENS: Yes. | amcertain that is so
and one of the functions of IRBs is to determne |evels
of risk they think it unconscionable to invite people
to take and in a nedical context one sees those as
risks to life itself and future health, capacity to
function.

O course, the other way of |ooking at the
prohi bition of unconscionable risk is paternalism or
parental i sm guardi ng peopl e who perhaps are perfectly
capabl e of making their own deci sions.

Yes, but | think it is right that IRBs, as
Canadi an REBs, should say that certain |levels of risk
sinply cannot be inposed or rather cannot be proposed
for individuals to assess.

So just to be anecdotal, | recall a study of
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nmeningitis that was suggested to vary standard

treat ment when parents brought an unconscious child

I nto an energency departnent, and the assessnent was
that it is inpossible to ask people in those

ci rcunstances to exercise any judgnent. They want
doctors to do what doctors do for the well-being of
their child. And that was not acceptable as research

The di sclosure that enterprises have risks is
somet hing that we do accept. You gave the exanpl e of
bui | di ng the pyram ds.

My brother is in the construction industry,
fornerly for the Hyatt Hotel conpany, and although they
did not quite build pyramds, they engaged in major
construction enterprises in which [ives were |ost.

That is, one would know i n advance that a project of
this scope has dangers. One has regulations to

m nimze and hopefully to exclude but one knows t hat
there is always that risk and people with the nmaxi mum
protection, which is always inconplete, wll be

equi pped to take those risks.

DR SHAPI RO Thank you very much. | really
want to thank you very much for being here. | found a
wonder ful phrase in your paper. At least | liked it a

lot. You were referring to common | aw and

characterized it as having an enduring capacity to
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resolve matters and | hope that is what we can aimfor
here in our oversight project. At least if we achieved
it | would be very grateful and satisfi ed.

But we are very grateful to you for spending
time with us today. Thank you very much for being
her e.

DR DI CKENS: Thank you. M pleasure.

DI SCUSSI ON W TH COVM SSIONERS

DR SHAPIRO And we will nove on to the next
Item on our agenda wi thout a break since we are running
alittle bit short of tine.

Marjorie?

| do want to also ask Arturo in a nonent,
whenever you are ready, to report on the Ol ando
nmeeti ng.

Do you want to do that first?

DR SPEERS: Do that first.

DR SHAPIRO kay. As you know, we have been
havi ng these town neetings regarding trying to talk
wi th peopl e who have experience in IRBs regarding their
experience under the current system suggestions they
m ght have and so on

Eric, you can rem nd nme how many of those town
neetings we have had already. | think it is four.

DR. MESLIN  Three.
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DR SHAPIRO Three of them One was in
O'lando and Arturo was down there. That occurred just
a few days ago. And so | have asked Arturo just to
report briefly on that experience and whet her he
t hought these activities were useful and so on.

Arturo?

DR BRITO | will keep it very brief but
basically the first thing | want to say is that | found
it very useful and | was very inpressed with the way
Marjorie held or ran the town neeting. | was al so very
I npressed with the people that showed, even though it
was a small nunber of people, with the interest they
had and expressing thensel ves, and giving us sone ideas
and sonme of their viewoints.

And | amgoing to use ny trinket here to guide
me alittle bit because | do not -- | want to nmake sure
| do not forget sone key points that were recurring in
t he di scussi on.

Sone of these that we have di scussed we have
di scussed before and it is reaffirmng to go -- to have
gone to this town neeting to hear these again to know
that we are not just operating in a vacuum but that we
are dealing with what other people really consider.

And then there were sone new concepts that

were al so brought up that |I found very interesting and
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insightful and I amnot sure we want to tackle sone of
t hose.

The issue of differentiating between practice
and research was brought up and one particul ar exanple
was given that sonetimes research is done apart from
the I RB knowi ng because of the perception of the person
doing that research, particularly clinicians, nmay not
perceive it as research but nore as a therapy or part
of their clinical practice.

The issue of the burden that the IRBs have to
bear particularly wth assurances and the concern that
assurances are nore comonly going to conmmunity
organi zations which are nontraditional -- what this --
this is in reference to that nore grants are bei ng done
I n collaborative research with community organi zati ons
and the expertise in those areas are probably | ess than
in academ c institutions, even though they are usually
in collaboration with academ c institutions was an area
of concern.

And then the enphasis once again on public
health research and the current focus of the
regul ati ons and how they are based nostly on bi onedi cal
research

One area that kept recurring and recurring is

the desire or the wish that the regul ati ons be unifi ed.
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Not only the regulation be unified but their
I nterpretation sonehow of the rules be unified and nake
It nore standardi zed.

There were suggestions using tenpl ates at
different levels. Not just at the infornmed consent
| evel but, for instance, once again the adverse
reporting -- adverse event reporting and nmaki ng sone
sort of tenplates where those could be nore regul ated
and st andardi zed.

The issue of the mnority and vul nerabl e
popul ations was a recurring thene. The -- not just in
i nternational research did this cone up, but the point
was brought up here in this country, particularly with
the Indian Health Service and mnority popul ati ons, and
Native Anmericans that often required tribal consent was
an issue, and that is sonething | really have not heard
too nuch -- at |east | cannot recall.

The lack of mnority representation of IRBs is
anot her thene that kept com ng up and everyone agreed
that how to resolve that issue is -- no one had a great
suggestion of how to resolve that issue easily but the
fact that mnorities are often under represented in
| RBs was a concern.

The suggestion that the use of research

nonitor in areas where different comunities are
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under goi ng research was one suggesti on.

There was a | ot of concern about the fact that
the FDA and OPRR have different recommendati ons or
regul ati ons and there was a plea for sone sort of a
standardi zation in the one nodel program That way it
isall -- it is less burdensone for the IRBs to have to
deci de which falls under FDA, what falls under OPRR
regul ati ons or reconmendati ons.

And | think that is about it in terns of the
recurring thenmes that kept com ng up unless you have
sonething else to add, Marjorie. | cannot recal
anyt hi ng el se.

| just want to suggest that it was really
useful for ne as a conm ssioner to attend this and if
anyone has the opportunity to do it also to attend it.

The hardest thing is not to say too nuch because you
really want to -- the idea is to go there and listen to
the attendees and once again it was very reaffirmng
that a lot of the issues we are dealing with they are
concer ned.

Ch, the one issue that | had not heard before
that was brought up by one of the IRB -- well, it was
actually a chair of one of the IRBs fromthe | ocal
schools down there -- is that while IRBs are very

careful about coercion as an issue, one of the things



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

94

that is not regulated is the advertisers and that in
Itself can sonetines be coercive in the way the
advertisenents are nmade for recruitnent for studies.
That they, thenselves, can be coercive and there is
not hing that the I RBs can do about that once they have
approved a certain study. So I think that was an

I nteresting point.

DR MIKE It says for recruitnment, two
ni ghts, $1, 000.

PROF. CAPRON: For what ?

PROF. CHARO  For what?

DR MIKE It says it was for research.

(Laughter.)

DR SHAPIRO. Before we go off on that, let's
turn to Marjorie and get back to what we have to do
today before we | eave.

Marjorie?

DR SPEERS: Thank you.

Just to finish --

DR SHAPI RO Thank you, Arturo.

DR SPEERS:. Just to finish up on the town
neetings, the next town neeting is scheduled for the
day after our San Francisco neeting, which | think is
June 7th in Chicago. So it is possible in |eaving the

San Francisco neeting if you can fly then to Chicago
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you are nore than wel cone to attend that town neeting
w th us.

W w il be getting out to you transcripts from
the town neetings because we do take -- we audio tape
them so that we can produce transcripts and then we
will do summaries of them So after the June town
neeti ng when we have then done four out of the five
that we have planned, we will provide you with the
summari es and so you can see sone of the reoccurring
t henes.

W want to spend our tine this norning, our
remaining tinme this norning, on the draft
recomendati on dealing with the definition of human
subjects research. | amgoing to assune that each of
you has read the overview neno that | provided as well
as the draft recommendati on and not go over those but
i nstead suggest that we turn to page 2 under tab 3B and
focus as nuch of our attention as possible on |lines one
t hrough 22.

On that page, on page 2, beginning with |ines
one through three, what we offer here is a definition
of what a human subject is, and | would |ike to have
sonme discussion on this particular definition of hunman
subj ect because it differs. It differs fromwhat is

currently in the regul ation.
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And then to nove on to the definition of
research that is offered primarily in lines five
t hrough nine, and then again the other key point occurs
inlines 16 through 22. And | would |Iike to have us
focus our discussion on that part of this text
initially.

DR SHAPIRO. Marjorie, just going to the
first part of this, the first three lines, which deal
with the proposed definition or articulation of what we
mean by human subjects, do you want to just take a
nmonent to highlight what you think is the key
difference or differences between this and what current
regul ati ons say because -- just to make everybody
f ocuses on the issue involved.

DR SPEERS. Sure. Thank you.

Yes. One -- in the current definition of
human subjects, one of the criterion for qualifying as
a human subject is that the individual needs to be a
living individual. | left out the word living in this
definition and so this could include or would include,
as it is witten now, dead individuals as well as
living individuals. So | would |like to hear sone
di scussi on on whether you do want to broaden it to
I ncl ude dead i ndi vi dual s.

The second part of this definition that |
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woul d |i ke to have some di scussion on is the current
definition of a human subject includes the words "about
whom t he investigator conducts the research.” So that
It includes studies where the data that are collected
are coll ected about those individuals.

Therefore, in studies where individuals are
I ncluded or involved in the process of the research but
information or data are not collected about them they
do not neet the regulatory definition of a human
subject and | gave you two exanples in the neno.

For exanple, and | will just go over those.
For exanple, if school officials are interviewed about
students in the schools, the students are the hunan
subj ects, not the school officials. Likewse in an
enpl oynent setting it is the sane type of thing. |If an
I ndividual is interviewed about other individuals it is
t hose others who are the subjects, not the ones who are
actually interviewed if you take a strict regulatory
definition and interpretation of that. And I do have
evidence that that is the current interpretation from
OPRR of that definition.

PROF. CAPRON:  And you have not changed that.

DR SPEERS. Well, it has only -- what | have
done here is --

PROF. CAPRON: Data are coll ected about --
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DR SPEERS. -- changed it slightly but not
enough. You are right. | amnot clear on that. And
part of it is because |I want the discussion -- | wanted

t he di scussion today as to how far you want to go with
defining a human subject.

DR SHAPI RO Ckay. Thank you. That is good.

Let's take questions now.

D ane and then FEric.

DR SCOTT-JONES: | have sonme questions about
the | ast point that you just nmade, Marjorie, and |
would like you to clarify for me how this would work in
certain categories of research that are very, very
common in ny field.

One is studies of parent-child relations and
of adol escent-parent relationships in which the
adol escent or child may be asked to report on their
interactions with their parents. |[|f you took the
definition that you just gave then the parent is the
participant in the study and not the child or the
adol escent and that is not conmon practice now. Conmmon
practi ce would be to consider the adol escent the
subj ect even though they are reporting on what their
parents do with themand how they relate to their
parents.

Anot her exanple would be in studies of nmarital
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processes where one person in a couple nmay be asked to
report on the couple's relationship and there are other
exanples as well. There are studies that are referred
to as maternal report where the nother reports on the
child' s behavior and then the child would be the

subj ect and not the nother.

So | think that would cause a | ot of
conplications in these areas of research and were you
intending for that to apply to this kind of research?

DR SPEERS. What | amintending is to strive
for clarification because you gave sone very good
exanpl es and different IRBs | ook at themdifferently.
Particularly in the case where nothers give information
about their children. Sonme IRBs will say the children
are the subjects and sone IRBs will say both the nother
and the child are the subjects for it. So it is -- it
is open to interpretation because sonewhat of -- of
what the regul ations say and what is good commbn sense
as to who is the subject init.

The case that you gave where you are | ooking
at diads, so either the adol escent and the parent
relationship or marital relationships, that situation
I's -- depending on how the questions are asked, it
coul d be you are asking questions about the other

menber of that diad or you are asking about that
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it is asking about the

i n under the current

has that sanme |ack of clarity

as to who the subjects are.

And, as | say,

froma regulatory point of view

--and | really want to differentiate between

regul ati on and conmon sense or practice, you know,

because | RBs can go beyond what

being -- what is in the

regul ati on.

isinthe -- what is

But froma

regul atory standpoint fromwhat the definition is now

of a human subject, if

information is not coll ected

about those individuals then they are not considered

human subj ect s.

DR SCOTT- JONES:

Thank you. Let ne just give

one nore exanple that woul d be very conplicated and

that is the study of pe

er rel ati ons.

There is a

t echni que commonly used cal | ed peer nom nati on where

one child may coment o

nall of his or her peers in a

cl assroom and they may say who is popular, who is

rejected by other child

ren. There is lots and | ots of

information that one child would give about all the

other children. And if you strictly follow that then

all those other childre

n, the peers,

woul d be the

participants and not the child who is reporting.

DR SHAPI RO

Eric?
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DR CASSELL: | just -- | |ooked at this and,
you know, it requires sone sinplification because -- to
try and get what is, in fact, the -- what is, in
fact, the subject we are tal ki ng about.

And it seens to ne in taking what D ane just
said, that persons are subjects of research whenever
data are collected about them their relationships or
activities in a systemati c manner in the course of any
aspect of scientific investigation. When you go
beyond that | do not see how you clarify it. Mybe
there is a way to nake it clearer after that but |
could not see what it is.

PROF. CAPRON: Could Eric just read that one
nore tinme for ne?

DR CASSELL: Persons are subjects of research
whenever data are collected about them their
rel ati onships or their activities in a systematic
manner in the course of any aspect of scientific -- of
a scientific investigation.

DR SPEERS. |If you are striving -- | amsorry
if I -- if you are striving to broaden it and then this
does conme down to a scope issue but a sinple way to
broaden it would sinply be to say human subjects are
I ndi vidual s involved in research where data are

coll ected through intervention, interaction or by
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access to identifiable private information by the
I nvesti gators.

If the goal is to capture not only those about
whom data are coll ected but those who are involved in
it then you can sinply take out the qualifier of about
whom

DR CASSELL: Well, if you take out that
qualifier then the investigator becones a subject of
t he research al so. | do not think you nean that. Do
you?

DR SPEERS. No, | do not nean to include
I nvestigators.

DR SHAPIRO Alta?

PROF. CHARO | amnot going to try to
wordsmth in this kind of setting because it can be
pai nful in the extreme when we all do it so | want to
focus on what your goals are with the | anguage.

And | would like to address your first
question about living individuals versus |iving and
dead. There was an article in the New York Tinmes in
the | ast couple of days about people trying to figure
out whet her Napol eon was poi soned or died by natural
causes. |If we were to say that we want these kinds of
regul ati ons to cover dead people, it woul d appear that

such a study woul d conme under the auspices of federal
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regul ati on.

| understand that it m ght subsequently be
exenpted quickly but it would sinply nean that the
person who undertakes that study woul d need to present
to sonebody in order to get that exenption.

| am not yet convinced that we need to do that
consi dering the nunber of circunstances in which it
does not appear that there is any kind of significant
soci etal harmthat comes from studyi ng dead
I ndi vidual s, nor are the dead individuals able to
appreciate the invasion of their privacy at this point
intime. So that the only possible concern would be
that as we all go through our lives we will worry that
once we are dead our privacy and reputations wll be
I nvaded.

If the concern is sinply that the study of
dead peopl e reveal s informati on about people who are
still living, | think a nore direct way to get at this
Is to focus on activities that reveal information about
peopl e who are still living and focus on that even if
t he mechani smis by studyi ng sonebody ot her than the
person who i s suddenly having information reveal ed
about them

So we say we are going to be concerned with

anybody who is genetic -- whose |ikelihood of having
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the BRCAL gene is going to be reveal ed even if that
revel ati on cones through the exam nation of tissue from
an aut opsy done on that person's parent.

To ne that seens like a nore direct way to get
at what | think nost of the concern is unless there is
really a concern here about reputational harmto the
dead.

DR SHAPI RO  Ckay.

Al ex?

PROF. CAPRON:  Well, | actually found the
approach that Eric was using responsive to the concerns
that D ane had raised. | nean, the questionis, is a
person a subject when you get information fromthem or
from ot hers about thenf?

And then | think Alta raised the further
guestion of whether we want to limt the information
that creates subjecthood, as it were, in ways that
prevents sone review process fromhaving to go through
an initial exam nation.

One of the ways of doing that is to put in the
| anguage whi ch you had which Eric did not have about
private information. That is to say if it turned out
that the study of Napol eon was being done entirely from
publicly avail able records you do not have a human

subj ect.
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If you are digging into Napol eon's not yet
ot herwi se reveal ed records held by his famly or
sonet hing or nedical records, then whether it is
Napol eon or sonmeone who di ed | ast week, and you are
studyi ng an epidem c and you want to know was the
person infected as part of the epidemc, you are
dealing with information which is not public, which,
therefore, raises the kinds of concerns that mght |ead
to a review

| guess | aminclined to think that there are
going to be gray situations where it is worthwhile
having at |east the prelimnary exam nation of the
proposal by sonmeone who is in a position if there are
no risks or if the risks are of the sort that are
regarded as not requiring full commttee revi ew of
saying this is exenpted.

But that earlier when we were | ooking at the
regul ations the notion that this is a determ nation
which is left to an investigator with no -- with very
little guidance and w thout the kind of experience that
an experienced IRB chair or admnistrator has in the
process neans that there is the |likelihood of m stake
I n judgnents.

Even good faith m stakes (nuch | ess people who

say, well, I will not submt this and | can | ater say I
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t hought it was exenpt, putting it in the bad faith) but
just good faith mstakes -- is such that | would be
I nclined, subject to being shown that this is nmuch too
bur densone and unnecessary, | would be inclined to say
we ought not to build a |ot of the exceptions right
into the definition but to allow themas part of an
exenption or expedition process.

DR SHAPI RO Thank you.

Bette? D d you have a comment, Bette?

| aminclined to -- | amsorry, Alta. Excuse

PROF. CHARO No, go ahead. That is al
right.

DR SHAPIRO | aminclined -- | do not want
to get wordsmthed either because that is not
productive here but I aminclined to agree that the
definition ought to be broaden fromwhere it is now.
| amnot sure exactly what the best way to do it is and
| think Alex is right that we can -- as we go through
this we can design a whol e set and probably a new set
of exenptions so that we do not throw a | ot of sand
into the mechani sm here.

But | nmean Napol eon is one exanple but the
BRCA2 exanple you used | think is the nore inportant

one and it may be that it could be built into the
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definition. | amnot -- | would be quite satisfied if
t hat was the case.

But if soneone were to ask nme do | think we
ought to expand beyond living for purposes of what we
are trying, the answer is yes although | do not have
the exact way to do it.

PROF. CHARO Now | would |ike to take
advant age of that opportunity when you called on ne
bef or e.

DR SHAPI RO Yes.

PROF. CHARO Because | really think that the
BRCA1 exanple that | gave is one that can be handl ed
wi t hout having to include the dead as anbng hunman
subj ects because the essence of the problemthere is
that the work you are doing on a cadaver or on tissues
froma cadaver has the potential to reveal information
about a currently living individual who is now, in
fact, going to be sonebody about whominformation is
reveal ed.

Al though | am not unsynpathetic to Alex's
concern about reputation and privacy for the dead, | am
| ess concerned about that than | am about, in fact,
what | do predict would be an incredibly burdensone
I ncrease in the nunber of protocols that would have to

be presented for rapid review and exenpti on by sone



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

108

third party.

For exanple, we worked on the human bi ol ogi cal
materials report and we saw the scale of activity in
that area and since we all started neeting | sent you
yet anot her kind of paradignati c HBM study on e-nai
for you to take a | ook at.

Now one way in which those studies take pl ace
I's by using archived sanples fromthe dead and
conparing that to the nedical records which now give a
conplete life history of the onset, treatnent, course
and ul ti mate outcone.

And that is a very productive and potentially
enornous reservoir of research material which currently
can be used w thout any problemand any need to go
t hrough review unless, in fact, it is going to be
reveal ing information about current individuals to the
poi nt that they beconme subjects, and in many cases it
w |l not because it is not about particul ar genes.

It is about infections, for exanple, or it is
about the genetic profile of the tunor and not the
genetic susceptibilities of the individual based on
sonme guess about candi date genes for susceptibility to
a particul ar cancer.

| would be loathe to see all that stuff to

have to go before anybody for an i ndependent review
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before it coul d proceed.

PROF. CAPRON:  Wy?

DR SHAPIRO Two things --

PROF. CHARO It is vast. It is vast.

DR SHAPIRO kay. Let ne just say two
t hi ngs about that. Wen we did the HBMreport we
deci ded specifically that we were not going to alter
regulations. R ght? W were going to try to work
wi thin existing regul ati ons because we did not want to
take that issue on at that tine for whatever our
conpl ex set of reasons were.

And right now I think we have an opportunity
to consider that maybe we want to go with this afresh
and really change sone of those regul ations. Now
speaking only for nyself, not for Al ex or anybody el se,
but ny primary concern is the one you identified.
Nanely that information gets reveal ed about |iving
I ndividuals. That is ny own primary concern here and |
want to get that in, in sone way. | do not have a view

as to which way it gets in.

The reputational -- the purely reputational
aspects of people who are no longer living, | do not
find quite -- | will have to think about that first.

That was not where ny notivation was but maybe soneone

can rai se a good argunment for it but | really want to
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get the former in, in some way, whatever the right way
I'S.

Al ex, did you want to --

PROF. CAPRON. Well, the fact that there will
be additional review -- when this entire set of
regul ations were first being tal ked about in the 1960's
the view of scientists was this wll be too burdensone.

W now do this work. W are good people. W do this
work without all of this requirenent. It wll be
difficult, time consum ng, expensive to do it, we
shoul d not have to go through it. That in and of
itself is not an argunent it seens to ne particularly
when it is stated in terns that are not -- you know,

t hat have not been quantified in any way.

Whet her the benefit in any particul ar case or
any category of cases of having a review process that
i's qui ck and noves you from category A where you have
to go through a full process to category B where you go
through a partial process, or category C where you do
not have to go through a process at all based upon sone
scrutiny of what is involved and what the particul ar
risks are. Wether that is worth it or not seens to ne
to be sonething which is in principle based upon
whet her you can imagine in situations |ike that that

there is harm
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PROF. CHARO Alex, | did not say the argunent

PROF. CAPRON: Let ne just finish.

PROF. CHARO The argunent is not that it is
sinmply vast. It was that it is vast and pointless
because the only thing it guards against is
reputational harm W can handle the |iving
I ndi vidual s without including research on the dead.

PROF. CAPRON: Well, there are different kinds
of reputational harmthough, Alta. There may be very
little, if any, reputational harmto finding out
whet her or not coal mners, indeed, devel oped a
particular tunor at a higher rate than others because
of exposure to coal. There may be a great deal of
reputational harmto people as to other kinds of
revel ations fromtheir nedical records.

And havi ng sone judgnent as to whether or not
what is involved is a real risk to reputation seens to
me no different than the kinds of things we have spent
time on in the international area where we have said
certain adjustnents, certain things could be harnful to
peopl e that are not obvious to those of us who are not
fromthat culture. W want to have a process which is
capabl e of taking those things into account and

reachi ng sone judgnent.
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DR SHAPIRO kay. | have got a nunber of
peopl e who want to speak

WII?

MR COLDAKER Yes, | agree with Alta and with
Harold, | think, in that if you are going to worry
about it, we should worry about how it affects the
l'iving.

My biggest worry about enlarging the
definition to include the nonliving are basically when
you nmake that big of a junp nost of the tines there are
so many uni ntended consequences that you cannot even
think as to what they are going to -- what you are, in
fact, increasing the coverage to be.

And, historically, you know, as Al ex knows and
others, the | aw does not recogni ze the living and the
dead in the sane way so that, you know, reputationa
harm such as sl ander you have when you are alive you do
not have when you are dead. | nean, so | would urge us
to think very carefully before we cross this line and |
ri ght now woul d be unconvi nced that we shoul d.

DR SHAPI RO Thank you

Arturo?

DR BRITO Yes. One of the things that I
have heard over and over again, including in this town

neeting yesterday, is that because of the increased
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burden that the IRBs are experiencing with attention to
detail and paperwork, et cetera, they do not have
enough energy and tine to spend on the nore inportant

I ssues. So | can appreciate what Alta is saying and |
think that is an inportant point.

The only question | have, Alta, is if we go
your route, basically what you are -- not proposing but
what you are expressing here -- ny concern about the
dead is nore froma global |level, fromthe
stigmatization level, fromthe comunity level, that is
where -- and maybe | ama little bit, you know, [ ost
here with this but that sonmehow be taken care of or how
woul d we take care of that? Wuld it be through
exenptions where this is where -- | just want a little
bit of clarification. Have you thought about that?

Wthout increasing the burden to the IRB, how woul d you

DR SHAPIRO | wll let Alta answer in a
second. Can | say a word, however, about this issue of
I ncreasi ng burden and IRB work | oad, which is kind of -
- that bar that is raised. Every tine you want to
t hi nk about sonething you have to sort of deal with IRB
work | oad all over again.

| think that that is an inportant issue and if

we cone out of this without any way of relieving sone
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of the inappropriate kind of regulation that goes on
and the inappropriate bureaucracy that we will have
failed in our job so we are going to have to devel op
sone set of procedures which hel ps out on -- we just
have to take that for granted and we will get to it
when the tinme -- when the tinme cones during this
process.

But this is not -- this is a solvable problem
and | do not want to start off by always having that in
front of us as sonething that prevents us from noving
and so -- but we do have to return to it. | nean, it
Is a very inportant point. As you pointed out, it
cones out all the tinme, and we do not want to do
anything that is pointless, which was Alta's claima
few nonents ago, and it mght be pointless.

So that -- but let's not get -- |let ourselves
get stopped every tine we think of sonmething but we do
have to return to this probl em because, as | said
already, if we conme out of this wthout any way of
relieving some of the concerns we have heard we w |
really have fail ed.

Larry and then Eric, and then Marjorie after
that, and D ane.

DR MIKE | agree with you because we cannot

|l ook at this in isolation. W have got to find ways to
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reduce the burden on IRBs and | had suggested sonet hing
in an e-mail a while back.

| woul d support this except that | think we
shoul d make it explicit we are tal king about both
living and dead so it should say living and dead in
her e.

Now the way to address Alta's concern is that
I f we can carve out an exception where the risk --
what ever you want to call it -- accrues only to the
dead individual then that can be an exenption. But |
think what we are trying to do is find a way of
covering those activities where we have a rel ati onal
harmand it is -- | think this is elegantly sinple and
so | would agree with this approach.

DR SHAPIRO Eric?

DR CASSELL: | think nmaybe we have covered
this in the human biol ogical materials report but
what ever we do we shoul d be consistent about when we
tal k about danger to the community and so forth. |
think a cadaver is a human biol ogical material and we
ought to |l ook and see exactly what we said then and be
consistent with that.

DR SHAPI RO D ane?

DR SCOTT-JONES: | just wanted to nake a

comment about the point that Marjorie nade earlier
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about those who are doing reporting on another person
or not thensel ves, the participant in the research, but
t hose being reported on are, in fact, the participants.

I would like to suggest that we consider sone
categories different fromother categories that m ght
fit that. | have just been thinking a little bit nore
about it.

When you get ratings of children fromteachers
or fromprincipals, those ratings are often used al ong
wi th grades, standardi zed achi evenent test scores and
so forth as outconme neasures of children

But ot her categories mght be, for exanple,
maternal report, children reporting on parents, where
they are involved in that relationship in a different
way and there is a different use of the data.

And say in studies of teacher processes or
teacher interactions with students you woul d not
typically have the teacher rating all the children so
t hose kinds of studies would not be the ones that woul d
be i ncluded. But say where you have teachers rating
children or principals rating children and that is used
as an outcone neasure like a grade or a standardized
achi evenent test score, | think that those mght fit
very well with what you were tal ki ng about.

But those other categories that involve
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rel ati onshi ps you mght want to distinguish themfrom
that so that they are not all |unped together.

DR SHAPIRO | amgoing to let Marjorie
speak. | have to confess | have not thought carefully
about a nunber of the cases. The kind of cases you are
bringing up now | have not fully thought out so | do
not have any final viewin any way on themand I am
going to try to think carefully about sone of those
ki nds of cases.

But | have to say just trying to think of the
exanpl es that you offered, it seens to ne parents of
children and children of parents, teacher to peers --
in a research environnent now, not in every day life
here but in a research environnment, it does seemto ne
that identified information where is related to
particul ar peopl e does nmake t hem subj ects, whatever we
m ght say about them That is ny initial reaction even
t hough | had not thought about these cases carefully.

And | amthinking of cases where -- which |
guess is comon in certain areas. W do case reports
that appear in the literature, right, of children,
parents, husbands, wives. | nean, all kinds of
conbinations. And it would appear to nme to the extent
that this was identifiable, at the very least, that

everybody in there is a subject regardl ess of who the
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resear cher actually spoke to or interviewed or
ot herw se.

But | really want to think about it nore. |
mean, mainly | have not thought carefully about it.

DR SCOTT-JONES: Let ne respond. | agree
Wi th you that everybody should be included as subjects.

| think that Marjorie's point was that the reporter
woul d not be considered the subject but just the person
being reported on and | think that is fine in the case
of teacher report or principal report of all the group
of children. But if you are dealing with say an
adol escent reporting on parental relationships, the
adol escent is also a subject, so | amagreeing with
your point.

DR SHAPIRO | understand. Thank you very
much. That is hel pful.

Marjorie and then Alta.

DR SPEERS: There mght be a way to tie this
together and bring us quickly to where we mght want to
be on this definition of a human subject. One of the
thenes that | have heard previously fromyou and | am
hearing it today and it is certainly based in our
definition of research is that the types of activities
that we are tal ki ng about have sone type of risk or

harm i nherent in them
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It could be a physical harmbut it could be a
soci al, psychological or a dignitary harm It seens
that on this issue of whether to include dead
i ndividuals that again that is pivoting around the
issue of harm |If there are consequences to |iving
I ndividuals as a result of doing research on dead
peopl e then we seemto be nore confortabl e including
that and then it is not pointless. | think that that
is right because if something is pointless then it
| acks credibility and we do not want it to | ack
credibility and we would certainly want to have
regul ated research on dead people when it has sone type
of a consequence for living individuals.

| think the sane principle applies for the
other type. A situation of -- if individuals are
provi ding informati on about others and in providing
that information they could incur sonme risk even though
the information is not about thembut it could be risky
for themthen that al so should be regul ated research
If there is agreenent on that | think | actually can
wite sonmething that says that.

DR SHAPIRO Eric wants to nake a point in a
second but | -- well, Eric, why don't you go ahead
before | try to nove us on.

DR CASSELL: That nmakes a very sinple
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definition of the subject. A person is a subject of
research when they are put at risk by the activity.
That nmakes it very sinple.

DR SHAPIRO That is a sinple thing.

| think what we are hearing, Marjorie, and
let's then go on to the next aspect of this, is that
there is, | think, w despread agreenent that this
expansi on of the subject -- of the definition of human
subject--is a good idea but to focus on harns, if any,
to the |iving.

And | think that both the point that Alta nade
and the point that WIIl made was, | think, a very good
poi nt, also, which | really had not thought carefully
about. And that seens to be what the general sense of
this is and we ought to proceed.

Alta, do you want to have the |ast conment
here because | want to get on to the other?

PROF. CHARO Yes. And it is on this although
| have to confess | suspect it mght be provocative.

But because you, yourself, said we are in a
position where we can rewite the rules, | think we
really need to consi der whether we want to continue to
I nclude fertilized eggs, zygotes, enbryos and fetuses
as human subj ects.

DR SHAPI RO Now why woul d that raise any
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controversy?

(Laughter.)

PROF. CHARO Since we have the opportunity to
wite a set of general rules that cover live born
i ndividuals and then to have a separate set of special
provi sions that address the concerns around fertilized
eggs, enbryos and fetuses, w thout necessarily having
to wite the general rules in a way that anticipates
t hose speci al cases.

DR SHAPIRO. That is an inportant issue. W
are not going to pursue that right now W may pursue
it in the context of our work but that is really -- |
amvery glad you raised it actually because we shoul d
face it and decide what to do one way or another. And
so let's prepare to do that. | amglad you raised it
but let's not pursue it right now

DR CASSELL: That is opening a can of caviar.

DR SHAPIRO. That is an interesting netaphor.

(Laughter.)

DR SHAPIRO Ckay. Marjorie, why don't we go
on to the second aspect of this so you can get sone
f eedback on that.

DR SPEERS. Al right. Thank you.

Ckay. Now | would like to focus on what we

are offering here as a definition of research, of human
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subj ects research. In this definition we have tried to
do two things. One is to renove sone of the terns in
the current definition that are anbi guous or difficult
for researchers and IRBs to interpret. Wrds |ike
"general i zabl e know edge” and the other word -- the

ot her principle word being "designed."

So we have attenpted in sentence -- in |ines
five through nine to inprove upon that current
definition by providing sone clarity. |t does not
substantively change the definition but | think it
gives sone clarity.

W have then added in |lines 16 through 22
| anguage to incorporate -- to include activities as
research activities. These are generally activities
that m ght be activities in the boundary or in the gray
area as we have discussed. But to say that activities
that invol ve sone type of risk, dignitary, social,
physi cal, econom c, psychol ogical, risk to individuals,
where these risks are incurred outside of the course of
routine practice or procedures.

So in other words, these are activities that
woul d i nvol ve ri sk because the purpose of these
activities is what we have given here as the definition
of research and that is to collect information, you

know, that will contribute to scientific know edge. So
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that we are nmaking a statenment here that if you have
done themin such a way -- if you are doing themin
such a way that it increases risk then for these
pur poses they are considered research and woul d be
regul ated under the federal regul ations.

Now we have not said what the regulation wll

be yet, I RB review exenpt or so on, but this pulls them

I n.
DR SHAPIRO kay.
DR SPEERS.: And | want to say --
DR SHAPIRO | amsorry.
DR SPEERS. -- | think that this definition

not only would bring nore activities under the
regul ated set of activities but I also think it does
the other, which is there are sone things now that are
consi dered research or get revi ewed because peopl e do
not know if they are research or not, and | think that
sone of those activities fall out. So | think it
goes both ways with potential activities.

DR SHAPI RO Thank you.

Di ane?

DR SCOTT-JONES:. | have one suggestion for an
addition to the set of activities. Wen we do research
with teenagers if we ask any question that has to do

with illegal activities, our research is reviewed



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

124

differently, so if we ask a teenager whether he or she
uses illegal drugs then our research automatically
reaches a different |evel of risk

So | woul d suggest that to the set of
activities, dignitary, physical, economc, social or
psychol ogy harm that you mght want to add "l egal" as
wel | because it is very nuch an issue of concern when
we study adol escents.

DR SHAPI RO Thank you

WIl, did you have a comment you wanted to
make?

MR OLDAKER:  No.

DR SHAPIRO Larry, and then Alta.

DR MIKE: | amnot sure | agree with the
| ast sentence from 16 on in the sense that if we are
defining human subjects research | do not see why we
need to have in a definition that there are risks in
human subj ects research. There may be human subjects
research that have no risk and those could be expedited
or exenpted or whatever. But | just find it odd to
find the concept of risk in a definition of research

DR SHAPIRO That is an interesting comrent.

I will conme back to that.
Ata?

And then, Marjorie, you may want to just keep
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this in mnd because we want to get back to the issue
that Larry raised.

PROF. CHARO Yes. And, in fact, | actually
endorse it. | understand why we think about that in
terns of defining research but | do not think it
necessarily bel ongs here.

| appreciate what this definitionis trying to
acconplish. | have to confess it did not actually nake
it easier. It nmade it harder for ne to understand what
I S supposed to be covered.

And | think part of it is that there is an
enphasi s on systematic collection and an enphasis on
the creation of new know edge. Now on this latter
point | have to got to say that just as a matter of
public relations to say that just because you want to
do sonething that creates new know edge and brings good
to the world you are now going to be subject to extra
ki nds of review nmay not be the way we want to present
our sel ves.

But nore to the point, for nme, the thing that
makes research particularly appropriate or regul ation
Is that it is an exanple of a situation where the
primary purpose of an interaction between two people is
not to benefit the patient or whatever.

| nean, it is the transformation of a
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rel ati onship into one in which although benefit may be
predicted in sone cases, it is sinply not the primary
goal . And it is at that point that the person becones
the thing under the m croscope, right.

And | would love it if we could capture that
rel ati onal aspect and not focus entirely on the way in
which the information will be used because | think that
rel ati onal aspect is what gives us the inperative to
then say and, therefore, we need sone added set of
protections for this relationship.

DR SHAPIRO | have to think about that. |
amnot sure. | nean, | think | understand what you are
trying to get at, Ata.

PROF. CHARO It is why -- | nean, it is why,
for exanple, with journalists I do not think we really
need -- because, of course -- well, actually -- or
polls in sone ways woul d neet everything here. R ght?

Polling data. So the Harris Poll calls and it woul d
now come under this in many ways.

But there is nothing in that relationship that
ever suggested to ne any kind of relationship where |
woul d be surprised to know that | am just being used.
So one thing | would want to capture is the surprise
el enent when you realize you are being used. | think

that is a very big part of the bionmedical end of the
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research spectrum where you have the problem of the
clinical investigator.

DR MIKE Can | just comment on that? |
think we are trying to cover too nuch in a sinple phase
of the definition. W are trying to cover the whole
regul atory apparatus already. And, | nean, the current
ones tal k about human subj ect research risk, access, et
cetera. | think we should keep -- continue to keep
those separate. That is why | had the problemw th the
| atter sentence in this definition.

DR SHAPIRO It seens to ne the -- | am not
trying to focus now on the definition here but it seens
to ne there -- we have had all this conversation and
concern about activities which do involve identifiable

information but real individuals and no one is sure if

the research -- whether it is screening things or
qual ity assurance or -- and so on, and it seens to ne
we do need to do sonething to -- especially when that

I nvol ves identifiable information to have sone
protection and oversight in that arena, which is what |
think is the aimhere. | do not know whether it is
achieved but that is the aim

On polls like the Harris Poll where there is
no identifiable information and all you are is a --

PROF. CHARO It depends.
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DR SHAPIRO Wll, there are all kinds of
polls, | understand, and sone of them do have, but when
they do have and that is a matter of sone concern at
| east for nme. Wen they do not have identifiable
information then | do not have any concerns but it is
an attenpt to try to get at these sonehow. \Wether it
ought to be part of this definition or sonmewhere el se.

| have sone concerns that we get that activity
i ncl uded.

PROF. CHARO It is possible though that we
could go back -- ratchet it back to a rmuch shorter and
nore general definition.

DR SHAPI RO  Sure.

PROF. CHARO And then followit with very
specific large areas. One area in which people can

sel f-exenpt and you m ght say journalistic --

DR SHAPIRO | understand that. Right.

PROF. CHARO -- you know, Harris Polls. You
m ght want to say market research.

DR SHAPIRO R ght.

PROF. CHARO  You m ght not want to say narket
research. And then another one -- another set where
t he exenption has to be signed off on by a third party.

DR SHAPIRO | conpletely agree with that.
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PROF. CHARO So that you can -- you can --

DR SHAPIRO | conpletely agree with that.

PROF. CHARO -- restrict yourself here and
then get very specific later

DR SHAPIRO Yes. | conpletely agree with
that. W are going to have to -- as we expand --
especially as we expand the range here, we have to al so
expand along the Iines you have indicated whether it is
sel f-exenption or exenption through one person or
whatever it is. | think we do have to worry a | ot
about that.

Marjorie?

DR SPEERS:. Let ne say a couple of things.
The text that you have here -- sone of this text cones
fromthe current regulation so that, for exanple, what
Isin -- on your lines 12 through 16, activities that
neet this definition, that actually now conmes out of

the current regulation. So we are not addi ng anyt hi ng.

What | was trying to do with this is to strive
for -- strive for a bal ance between this conm ssion
deci di ng on what should be the scope of regul ated
research involving humans and having it parallel the
regul ati ons that we have now sufficiently so that those

who look at this can put it into the context of where
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it fits in our system now.

So sone of this |anguage was not to pul
anything nore in. It was sinply what is already in the
regul ati ons.

The -- | think we have two different points on
the table now for discussion. One | think is this
I ssue of know edge and generalizabl e know edge. The --
what | think we do not want to do and what currently
does not happen is to regulate, you know, all
activities that generate know edge. There is lots of
activities that generate know edge.

What we are trying to do is to define in sone
way that kind of know edge that we are trying to
regulate. That | think is the purpose of the term
"general i zabl e knowl edge" in the current regul ations.

That is a problematic termand so we have here
tried to define it differently, maybe not well enough,
but again to put sone paraneters on the kind of
knowl edge that we are trying to regulate so the
enphasi s on new know edge or sone of the other words
here is getting at this notion.

It is another way of talking about
general i zabl e know edge so that all activities that
gener ate knowl edge are not regul at ed.

PROF. CHARO Wiy would we want to regul ate
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sonet hi ng t hat generates generalizabl e know edge as
opposed to nongeneralizabl e know edge? Wat is the --

DR CASSELL: Wll, one is particular.

PROF. CHARO | amjust -- but I -- but it
goes -- it is all circular | understand but why is it
that that suddenly gives us the inpulse to add new
procedures? The fact that it is generalizable
know edge.

DR SPEERS: | nean, | think that it is what
you -- it is the -- it is in a sense the argunent that
you were nmaking earlier which is that what happens in a
research setting is that the rel ationship between the
i nvestigator and the subject changes to -- from one of
benefit and interest in the individual per se to an
Interest in the pursuit of know edge. And that being
know edge that is of benefit in science which is
know edge then that is generalizable to a variety of
situations or to different types of situations.

DR SHAPIRO It is know edge when a doct or
makes his patient or her patient better but that is not
gener al i zabl e know edge.

PROF. CHARO But | guess it is just that if
t he point of saying generalizable know edge needs to be
special -- generating generalizable know edge needs to

be specially regulated, the point is that it is this
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kind of activity that, in fact, nakes individuals into
nmeans rather than ends. Wy not talk directly about
t he concern about situations where individuals are
turned into neans rather than ends?

It seens to nme like we are doing a two step
here when we could just go right for the guts of it.

DR SHAPI RO Ckay. | have got a nunber who
want to make comments. FEric, then Trish, then Larry.

DR CASSELL: Wll, that once again -- we are
not interested in regulating the pursuit of
general i zabl e know edge. W have no interest in
astronony. W are interested in human subjects, where
human subjects are concerned. It is what puts human
subjects at risk. And then we went on to say the thing
we are interested inis a particular thing that puts
human subjects at risk, not war or mning or sonething
like that. It is the pursuit of know edge and in that
sense you are absolutely right. It does not have to be
general i zabl e t hough when know edge is the prinmary goal
and the person is at -- and a subject is at risk, we
are interested. For anything else | do not see what
our interest is.

DR SHAPIRO  Trish?

PROF. BACKLAR. Well, | think that, Alta, you

said sonething extraordinarily inmportant in that we
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have never tal ked about so openly or the regul ati ons do
not, that we are using people as neans rather than
ends. And | think that considering all the discussion
and concerns we have had about the therapeutic

m sconception, it is extrenely inportant sonehow to get
this right up front and | think that | anguage says it
very precisely.

DR SHAPI RO Larry?

DR MIKE | think we need to back up about
what our initial efforts were, which was what are the
areas in which humans are at risk, and we tried to
include them and we really had a list of activities.
| would have had a problemw th that approach because |
think it goes beyond our charge and it is a hard thing
to regul ate on the human subj ects protection

So we just, by default, had to get back into
this by the way in which we define what our
jurisdiction is and what the coverage area is in human
subjects. That is -- | think that is the difficulty
that we are having now.

But the only way that we can do that in
replacing the other is to expand the definition and
then be very specific about the areas that we exclude
or expedite.

DR SHAPIRO O her conments or questions?
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Di ane?

DR SCOTT-JONES: | have just a fairly m nor
comment about the second sentence that focuses on what
can justifiably be clained to be true validity and
gener al i zabl e know edge.

| think in the way that is witten that gets
nore to the scientific quality than to the ethical
qual ity because generalizability in ny viewis the goa
of scientific research but the way this is stated, it
makes these points debat abl e because research may or
may not be justifiably clained to be true.

The knowl edge may or may not actually be
general i zabl e depending on the quality of the study,
and validity can al ways be debated about a piece of
scientific research.

So | think the Ianguage if this is included
woul d need to be that the goal is generalizable
research and not stated so strongly that it occurs.

DR SHAPIRO | do not know which parts of
this, Marjorie, are in the current regul ations or not.

| do not know themwel |l enough but actually when I
read this | thought that that particular sentence was
not necessary. That is either -- it just did not add
anything to this and created a problemrather than

sol ved the probl em
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So that is just that particular sentence. It
does not go to the substance of what we are tal king
about .

Alta?

PROF. CHARO  Sorry but just because | want to
make sure we understand what this as it currently
stands would entail, | think the oral history projects
about which we heard at the | ast neeting, which
Prof essor Dickens referred to, in no way do they
generate generalizable know edge. That is not the
poi nt of those projects. They are very particularized
and so do we want themin or do we want them out.

And | think we can probably conme up with a
fair nunber of other kinds of exanples in which it is
quite specific. A fair anount of qualitative research
woul d be argued by the quantitative ends of the
sociology field as being nongeneralizable but certainly
I nvol ves deep investigation of individuals.

So nmaybe a nore precise list of what we
anticipate the definition now includes that is not
al ready included, now excludes that was not clearly
excl uded, would hel p us wap our heads around whet her
or not we |like the consequences of the definition. And
that woul d be a way of testing whether we |ike the

definition itself.
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DR SHAPIRO | do not know what the other
people feel. M -- | nean, that is a good point you
make with the oral history. M/ own viewis that it
needs to be included. That is just ny own view
Whet her or not it |eads to generalizabl e know edge,
what ever that neans, and | have sone trouble wth that
termalso, is -- | guess, it depends, |ike many ot her
things, on the quality of the study.

If it teaches you nothing and only about that
individual, I think it would be a very unusual case.

Al though there are cases like that. There are cases
where they just want to know sonet hi ng about sonebody
and | earn not hi ng about anything el se.

There are cases |like that but | think the kind
of people we heard fromin the oral history area or
ant hr opol ogy area and so on and so forth, | think, in
nost cases those things ought to be covered. That is
that there is significant issues here. It may be that
It be very -- you know, very quick review and so on.
That is another issue we have to cone to. But | really
-- nmy own judgnent is that those things ought to be in.

| do not know about this term "generalizable
knowl edge.” | amnot going to get stuck on that right
now but that is worth thinking about.

Let's see where we are here because | think we
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shoul d wi nd up because we are slowly |osing nenbers as

the air flight schedules start dictating what we shoul d
do. | think we largely agreed, although we have to get
the wording right on the human subjects, the area where
we are focusing on human subj ects.

Now here on the question that once having
under st ood what human subjects are, if we get that then
the question is what is human subjects research.

And, in fact, | think, nmy owmn viewis,
Marjorie, for two sentences, that actually can be quite
a concise definition if we get the definition of human
subjects right. And in sonme sense that is the nore
i mportant part of this.

Once we get human subjects right, | think we
can get a definition of human subjects research, and
there the hard part is to make sure we get the
commentary where it belongs and definitions where they
belong. | think that is where we really ought to focus
sonme efforts now and try to nmake the definition of
human subjects research really quite conci se.

My own viewis it could al nost be the first
sentence here or sonething like the first sentence and
so on. And then we have sone commentary on this which
hel ps peopl e understand what it is we have in mnd. It

m ght be a useful way to go.
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Ckay. Any other conments right now? |ssues?

Ckay. | think we need to talk sone but |
think we can adjourn the neeting.

Thank you all very mnuch.

(Wher eupon, the proceedi ngs were adjourned at

11:40 a. m)

*x * * * %



