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Welcome and Overview of Agenda: Eric Medin, Ph.D.

DR. MESLIN: [Opening remarks and administrative detailg] ... Dr. Childress and Dr.
Cassell suggest that we have another look at the Belmont Report, not only because this document
has had such an enduring legacy in bioethics and public policy in this country and elsewhere, but
because there is an anniversary next year, 20 years since it was published by the Office for
Protection from Research Risks following completion by the National Commission.

Dr. Childress and Dr. Cassell have been working on an idea which is not even afull
proposal yet, but an ideafor bringing that forward and Professor Capron was kind enough to
offer some comments just as late as last evening.

There will be time during the course of the Commission meeting, more likely toward the
end of the day today and toward the end of the day tomorrow, when Commissioners will have an
opportunity to talk about these three projectsin detail and to reflect on them. We're hoping that
by presenting you with two memos on the day of your arrival, we will not discourage you from
thinking about these items. | apologize that we couldn’t get them to you sooner.

And the last item, really more of a housekeeping item, isto let both the public and
Commissioners know that we have our dates and our locations set for the remaining meetings for
this calendar year and materials are available outside the door. We'll be meeting on the 14th and
15th of July in Portland, Oregon, in the Oregon Ballroom, if you're interested in making your
reservations; on September the 16th and 17th we'll be meeting again in the Washington, D.C.
area, thistime in Alexandria, Virginia; and then in November we will be meeting in Miami,
Forida, onthe 17th and 18th. Again, these materials are available on the desk outside.

We have also been circulating our draft plan for the meeting dates for 1999, and you have
received materials from Henrietta Hyatt-Knorr asking for dates and availability. Once those are
confirmed, we will also be discussing with Commissioners whether the cities from which they hail
might be appropriate locations. But it's our intention to still mix our meeting locations so that
there is adequate meeting time in the Washington, D.C. area, but also, in keeping with the
National Commission, that we try and move about the country in an appropriate way.

S0 those are the items that | wanted to include in my Executive Director’s Report. |If
there are any questions that the Commissioners have, I’ d be pleased to address them now. And if
there aren't, we'll be able to turn to our agenda.

Alta?

PROF. CHARO: A couple of questions on the status of things. What's the status of the
Federal Agencies Report? | understand that you were discussing this in Washington on Friday
and | was wondering if you would brief us as well on that.

DR. MESLIN: The staff has been working on a report that began some time ago, which
was examining the extent to which Federal agencies were implementing the Common Rule. This
report has been called the Federal Agencies Survey, for lack of abetter expression. That staff
report is close to being done from the data collection side. There are a couple more interviewsto



do. But we expect that a draft version of the staff report will be available within the next month
to six weeks.

It’s our intention to distribute that report to Commissioners for their benefit. But more
specifically, as| briefed the interagency committee last week, we are intending to share that report
with the agencies themselves in a, hopefully, very collaborative and consultative way so that
factual materials can be clarified and, more hopefully, any constructive suggestions for
implementing what the report finds can be taken. The working idea, however, is that the report,
which of course will be widely available once it’s produced, might best be seen as an integration
into the Comprehensive Human Subjects Project which, again, is the two-page memo in the
folders that we've handed to you.

We expect that the staff draft will be available within the next month to six weeks. We are
also developing a proposal for consulting with Federal agencies or perhaps having them come to a
Commission meeting and sharing with us thoughts for how to implement some of the findings.
But the status of the report is, even though | don't want to put a percentage on it, 97.3 percent
done.

PROF. CHARO: And on the cloning report, is there afinalized version that is going to be
released sometime?

DR. MESLIN: Yes. | don't know if Henrietta wants to speak to that, but the good news
iswe did the final edits and | believe—do you want to give a quick update on what our expected
publication timeis for that?

MS. HYATT-KNORR: | would think probably another three weeks.

PROF. CHAROQO: Thelast thing isjust a question about the timing. In light of the
expansion of the agenda on the international topics, do | still understand correctly that we're
going to try to finish the existing workload before we take on any other projects?

DR. MESLIN: Yes.
PROF. CHARO: Okay. Thanks.
DR. MESLIN: Any other questions?

| neglected to mention, Commissioners may be aware of this, but some of our members
are not here. Dr. Lo isunable to come, Professor Backlar is going to be available by telephone at
10:15, and Ms. Flynn will not be able to attend. Those three members are not in attendance but
one of them will be joining us by conference call.

Professor Murray is en route. Which isironic, given that thisis his host city. But when he
arrives, if you can wait for that moment, | will explain why he was late and | think you’ll agree
that it was a well-deserving reason to be late. The Chair will be arriving shortly, and Steve
Holtzman is en route as far as we know, and Larry Miike is en route as far as we know. So we
are going to begin with the complement that we have at about seven minutes after the hour.

Our agenda today and tomorrow consists of three parts. Thefirst part isthe
Commission’s continuing interest in international issues, and the second and third parts relate to



the reports as described.

| want to turn the meeting over now to Alex Capron, who attended a meeting a week ago,
to describe some of the work of the UNAIDS consultation that occurred in Washington, D.C.

UNAIDS Washington Meeting Update: Alex M. Capron, LL.B.

PROF. CAPRON: Thank you, Eric. Thereason | gather that Eric thought it was
appropriate for the Commission to be involved with the UNAIDS activity is that the way in which
we were first drawn into the topic of research was through the protests, asit were, the complaints
that had been voiced about the AZT trialsin Africaand Thailand. And the UNAIDS program
decided to establish an ethics committee, which is chaired by Ruth Macklin, and to have a series
of regional consultations leading up to a meeting in Geneva next month. The three regional
consultations in Uganda, Brazil, and Thailand drew researchers, ethicists, physicians, and the
public health officials from those areas of the world in which research is being carried out not only
in the antiretroviral treatments, but, more particularly, in vaccine development.

The consultation held in Washington at the Pan American Health Organization last week
differed somewhat. First, there were representatives from severa of the other regions that had
already had their consultations; and secondly, the focus it seemed to me was less on what is
happening in North America, but rather on the interaction between the interests of the major
sponsors, particularly the governmental as opposed to the drug company sponsors, and the
regulations in the United States, the interaction between those and the research design of vaccine
trials.

The topic was, therefore, particularly appropriate because the kinds of questions that
we're asking in our own potential international agenda are very much the questions of what are
the effects of the American regulatory framework, both within the Food and Drug Administration
and in the Common Rule, on the ahility to carry out and the suitability of research that is carried
out abroad, and whether changes are needed either in that framework or in the Helsinki and
Council for International Organizations of Medical Sciences (CIOMS) document. The one aspect
that | think is only a partial response to our international agenda is that the focus is solely on
AIDS. And when we get to the international agendal, at least, will argue for the notion that we
should use AIDS perhaps as a springboard but ought not to limit our examination to that one
disease or to the attempts to find vaccines. I’m very much indebted in what I’ m about to very
briefly report about that meeting last week to Ruth Macklin, who took very extensive notes,
which she has shared with me.

It seemed to me that in ethical terms, the central prerequisite for the vaccine tria isthe
notion that despite some counseling and encouragement to avoid infection, a certain percentage of
the people who are vaccinated will nevertheless become exposed to the virus. If preventive
measures other than the vaccine itself were totally effective, then it would not be possible actually
to do avaccinetrial.

Now, some of the issues that arise have to do with at what stage in the tria process,
whether at a preliminary stage when the dose being given is not necessarily aimed at achieving any
immunity but rather looking for reaction and side effects, or later in atrial when alarge number of



subjects are used with the hope of finding out whether the vaccine in fact will prevent the
development of the disease.

I’ll leave it to Ruth to describe more fully the technical questions with which she has
become familiar about the vaccine. But one of the particular facets of the vaccine which raises its
own set of ethical questionsisthat it is not a vaccine that will probably prevent infection. Instead,
it isintended, if it worked, to hold the viral load at the same low level that antiretrovirals now
hold the viral load, which prevent the development of the disease itself.

There were a number of issues; let me just mention two or three of them as examples of
the problems that were discussed. One of the questions is something that is pervasive in research
generally, and that is the question of when and where one draws the line on inducements to
participate. This particular areais complicated by the question of what will be done for people
who become infected in the process.

The mgjor inducement that could be offered either to individuals or would, in effect, be
offered to the host country and its public health organization or its governmental arrangementsis
the offer of treatment for people who have the infection, and, again, with the realization that some
of the people who are vaccinated will nevertheless get infected and would be, therefore, at risk of
developing the disease, and certainly anyone who did not receive the active vaccine would be at
risk of getting infected.

The notion of having available a treatment for a person who becomes infected seemsto be
amoral imperative. But if, particularly among intravenous drug users, the probability of
becoming infected for people in certain populations is enormoudly high at the outset, then you can
see that a dilemma arises when the person is offered the prospect, which is not otherwise available
to the person and may be just generally not very available in the country at all, to have free
antiretroviral treatments for an indefinite period. Because if the person is otherwise thinking,
well, everybody | know is coming down with this disease, it’s likely that | will also, but the one
thing that would be available to me is only available if | participate in the trial, does that mean that
the trial should not be conducted under those circumstances?

In a certain way, that’s the population that researchers would most like to address because
of the high risk of exposure. In another way, the question is: can anyone freely consent under
those circumstances?

So this question of providing the treatment is central. And it was interesting at the
meeting to see that not only have the different regional consultations come to different
conclusions about this, but the countries within the regions have reached different conclusions.
For example, the regional consultation that was held in Brazil had concluded that the drug should
be made available as part of the experimental design. And the Brazilian representative who was at
the meeting explained how his government has, indeed, decided to make the drug available to all
known cases of infections with HIV. Whereas the representative from Trinidad and Tobago,
whose country had been represented at the Brazilian consultation, took the contrary view that it
was smply too expensive and burdensome even to the individuals to expect that they would be on
acourse of antiretroviral treatment for the rest of their lives, and that this should not be part of
the research design, and it should not be regarded as, in the language of the CIOM S document
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and the Helsinki document, “a treatment that is reasonably available and therefore should be part
of the research design.”

There were many areas of remaining disagreement as to whether or not the level of
intervention provided to the subjects—for example, in the AZT trialsin Africa involving pregnant
women and maternal transmission of HIV— what was meant by the best proven treatment,
whether that was aworld standard or a host country standard. Barry Bloom, who was a
participant in the meeting, was pushing for the notion of the highest attainable standard, which
was interpreted by some as too burdensome because of the emphasis on the word “highest,” and
by others as too low because they took the word “attainable” to mean practically attainable given
the resources of the host country. So if there was consensus on any point, it was that it’s not
likely that a few words by themselves are going to answer this and that one has to understand the
principle or the objective to be gained and the wording comes later.

The final point that 1’d like to draw from the meeting was the emphasis that was placed on
the desirability of developing a mechanism which would not only facilitate communication
between the sponsoring countries and the researchers from those countries, but also the
researchers in the host country and the government of the host country on behalf of the potential
participants. This emphasis on developing a practical, ongoing means of resolving disputesin the
interpretation of these international guidelines struck me as an area where we could make further
valuable contributions, even if the particular mechanisms would likely be in themselves
international mechanisms.

DR. MESLIN: The Chairman has joined us, but I’ll allow him a chance to get seated.
Were there any questions or comments for Alex?
Jm?

DR. CHILDRESS: I'mvery glad that you' re broadening the discussion beyond the AZT
trials. | participated in a discussion in the Tropical Disease Division, and we've circulated the
summary of some of the points that came out in that discussion involving people from around the
world. | think some of the issues that come up, for example, in that area are quite different from
the ones that arise in the AZT tridls. So I'm glad that we're going to cast a pretty broad net in
order to be able to deal with the kinds of issues that may be quite different.

The main example of thisin the discussion that came up was, in contrast to having an
established drug therapy, you' ve got areduced course that will work relatively well, perhaps as
well. Inthis particular area of tropical disease research, most often there's an effort to develop a
pilot study that will suggest this thing might be effective and then try to entice a pharmaceutical
company into developing it. That’s very different from having something available. So that’s just
one example of some of the complexities that might arise in thinking about providing an access to
what is developed. The issues would be different in that from the AZT area

PROF. CAPRON: One of the issuesthat arose, which | think was probably a question at
the tropical meeting and, if not, could be because it’snot at all particular either to vaccines or to
AIDS, isthe statement in the present CIOM S guidelines which caused a lot of consternation
actually on the part of representatives of several of the developing nations that were there, and
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that is the requirement that any drug or vaccine be tested in phase | and 11 in the sponsoring
country first. There were two objections raised to this. One was that the whole notion of
sequentialism here may not make sense and it might be important to test it, in part, because of
variance in the biological processes that we're talking about that can occur: different strains of a
virus or different manifestations of a disease in different countries.

But the other objection that was raised is what does this imply about the progressin
addressing diseases which are perhaps of much greater concern to other parts of the world even if
you could find sporadic cases of them in the United States? There are some things that you’re not
going to find in any endemic fashion in the United States that are major problemsthere. And,
clearly, that kind of abarrier, if it wasa U.S. or a European drug or vaccine sponsor, would
prevent any progress.

My impression, having participated in the CIOMS process, was, as we' ve seen in the pre-
and post-AlDS era, the emphasis of the CIOM S document, as recent asit is, is still very
protectionistic and it grows out of the experience of drugs being developed for conditions that
exist both in the Third World and in the United States, using Third World populations because
they were more convenient and cheaper to use, not because one was addressing illnesses that are
particular there. And some attention both to that concern and yet not overprotecting to the point
where you prevent not just the development of the vaccine or drugs, but the development of the
necessary infrastructure in that host country to become an active participant in the processis a
real dilemma. And it isn't adequately addressed by any of the guidelines. We heard alittle bit
about the process of the Helsinki revisions, and I’ m sure Ruth may have more to say about that a
little bit later.

DR. SHAPIRO: Thank you. Are there any questions, comments?

Thank you very much. And, Alex, | apologize for coming late. | will catch up with you
later on what was heard.

And let me apologize to the Commission members. My only quas excuse isit took me
longer to get from the airport to here than from Newark to the airport. So | apologize for coming
somewhat late.

We have three really very important guests here today. | want to turn to them now and
apologize to them, first of al, that we are running alittle late. | hope we don’t upset your own
schedules.

Let mejust turn to the first of them and welcome Professor Ruth Macklin here this
morning. She'sadistinguished professor of bioethics at Albert Einstein College of Medicine, a
member of the Institute of Medicine, and Vice President of the International Association of
Bioethics, if | have the association name correctly. Ruth, it’s very nice to have you here again.
Thank you very much. We look forward to your comments.

Ethical Issuesin International Research, Review of UNAIDS Activities: Ruth M acklin,
Ph.D.



DR. MACKLIN: Thank you and I’m pleased to be here again. I’m going to say lessthan
| had planned to say. Alex and | discussed whether he should be presenting the summary of the
Washington meeting, and since the summary of the Washington meeting actually included much
of what | was going to say, I’m going to avoid redundancy.

Let me begin by saying a couple of the lessons that were learned from the AZT
controversy that erupted which, in turn, ailmost directly led to this series of consultations that Alex
described that UNAIDS conducted. One question, and Alex has aready pointed to this, that
emerged from the controversy is whether existing international guidelines are adequate to address
the present and future conduct of international collaborative research.

As it became apparent, specific itemsin the current version of the Declaration of Helsinki,
which is distributed by the World Health Organization to all its collaborating centersin any
cosponsored research, and the CIOMS international guidelines, the ones frequently referred to as
the Red Book, those guidelines may be open to different interpretations. The guidelines
themselves may well be internally inconsistent, and careful examination, as Alex has reported,
showed that some of these statements or guidelines may be in need of revision. Let me give asan
illustration, in the AZT controversy, guidelines and principles from both of those documents that
were cited both in support of and in criticism of the trials following the controversy over the
placebo controlled AZT trials.

Let me give a couple of examples rather than speak generally so it will be clearer. I'm
sorry, if you had atext, it would be easier. 1’m quoting from guidelines which sometimes are in
turgid prose. Here's a statement that appears in the Declaration of Helsinki, and Alex has
referred to this. Here' sthe whole statement. “In any medical study, every patient, including
those of a controlled group, if any, should be assured of the best proven diagnostic and
therapeutic method.” Now, criticsin the AZT controversy charged that in the placebo-controlled
trials neither the subjects in the experimental treatment arm nor those in the placebo arm received
the best proven therapeutic method that’s available in the world today.

Subsequently, in an article that was published in the journal IRB, a Review of Human
Subjects Research, Robert J. Levine argued that the proper interpretation of the phrase *best
proven treatment,” (this was the interpretation that Levine claimed was intended by the original
drafters of the Declaration of Helsinki), should be interpreted to mean best proven treatment in
the country or region where the research is being conducted. So right there you have the conflict.

A second statement that was cited from the Declaration of Helsinki is as follows:
“Concern for the interests of the subject must always prevail over the interests of science and
society.” Critics charged that in the placebo-controlled trials the interests of society prevailed
over the interests of the subjects enrolled in the study.

However, supporters of the AZT placebo-controlled trials could cite a different Helsinki
principle: “Biomedical research involving human subjects cannot legitimately be carried out
unless the importance of the objective isin proportion to the inherent risk to the subject.” And,
indeed, spokespersons from Thailand and Africa, who were from the very countries in which the
placebo-controlled trials were carried out, claimed that because the pandemic is so severe in their
countries, the importance of the objective was indeed in proportion to the risks that were posed to
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those subjects.

Now similar difficulties arise in the CIOMS guidelines. I'll just give one example here.
One paragraph states: “In arandomized clinical trial, the therapies or other interventions to be
compared must be regarded as equally advantageous to the perspective subjects. There should be
no scientific evidence to establish the superiority one over another. Moreover, no other
intervention must be known to be superior to those being compared in the clinical trial.” And it
goeson. Well, it’s clear here, as critics charged, that the placebo-controlled trials failed to
comply with these conditions.

So these few examples, and we could cite more, serve to illustrate the problem. Which
ethical guidelines should be followed? What should be done when ethical guidelines themselves
or elements in the guidelines come into conflict? One cannot expect guidelines, being general as
they are, to give all the very specific answers. On the other hand, they' re supposed to be useful.
And if critics and supporters of one and the same trial can cite different elements from the
guidelines both in criticism and in support of the trials, it indicates that some next steps ought to
be taken.

At present, the Declaration of Helsinki is undergoing revision. | don't know how much to
say about that. Maybe I'll just leave it to questions or in the discussion period. Thereis a process
of revision which is probably not going to resolve these problems, but it isa process that is
involving alot of consultation with national and international medical associations since, to
remind you, the Declaration of Helsinki is a document that is promulgated by the World Medical
Association. So unlike the World Health Association, which is an international United Nations
body, the World Medical Association is a consortium of national but not governmental, medical
associations.

A second question that arose out of the AZT controversy is whether such disputes might
be identified and addressed in advance of initiating the research. And that’s precisely the path that
the UNAIDS group has begun to embark on. Alex described the process and | will not repeat
that except to say that in addition to a planning meeting that was held in Geneva last September,
there were some papers, and | believe, am | right, Eric Medlin, that at least one, maybe exactly
one, was distributed to the Commissioners. Thiswas a very thoughtful and useful paper by Dr.
Lie.

There were four papers atogether. Let mejust tell you what the other topics were.
These were focused on vaccines but the UNAIDS group, and, indeed, | think World Health
Organization more generally, would like to see this process carried out not only for AIDS
research and not only for vaccine research. The other papers were one on protection of study
participants, there was one on justice issues by John Harris, a philosopher and bioethicist from the
U.K., and afourth topic on community consultation which was written by a woman from Nigeria,
a physician and community activist.

The process of community consultation was actually the model for these regional
consultations. In AIDS research, and almost exclusively, although this has begun to spill over
into other areas, the idea that one should or perhaps a mechanism should be established for
consulting with the community, left vaguely because it is hard to define, in advance of and during
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the conduct of the research was an idea that came early onin AIDS research and has been
suggested in some other contexts as well.

It was that model of community consultation that the UNAIDS group thought would be
useful to conduct in aregional sense, and that’s why in the three places that were
chosen—Thailand, Uganda, and Brazil—are the countries in which the first vaccine efficacy trials
will take place. So that was, in a sense, aregional consultation and it included, as Alex
mentioned, people from countries in the region other than those particular countries where the
trial will take place.

Let me move on and tell you rather quickly afew of the issues that were identified in this
process of regiona consultation. Again, I'll try to skip over onesthat Alex has already
mentioned.

There was a series of procedural issues that pertained mainly to the process by which the
sponsors of the trials and the researchers and communities in the host country should make
decisions before, during, and after the trial. People in the world of bioethics will recognize this as
the classic “ who should decide” question, which involves not only the who, but also how the
decisonmaking should take place and when. The subject matter of these decisions includes
aspects of the trial design, treatment and care of participants who become infected during the
course of the trial, who should receive vaccines of some proven efficacy, and similar questions.

Alex mentioned this but | think it needsto be underlined. Participantsin al three regiond
workshops strongly agreed that communities in the host countries should be involved in
developing and conducting vaccine trials in a fully collaborative partnership. This, | think, is clear
is adistinct departure from the way things have worked in the past. Two out of the three regional
groups agreed that the point in research development at which the community should become
involved is the earliest possible time. And the shift in concern from what used to be aworry
about exploitation, that is, of developed countries and wealthy countries and internationa
organizations barreling in and conducting research on vulnerable populations, this notion was
turned on its head in a sense and there was an anti-protectionist, anti-paternalist stance by all of
these groups that have now developed in these countries that have themselves capable researchers
and mechanisms for review.

That brought usto the discussion of the adequacy for procedures for conducting scientific
and ethical review. Thisis another significant procedural issue. It was agreed at these regional
consultations that a necessary condition for carrying out research, collaborative partner research
in developing countries, a necessary condition is that there be in place adequate mechanisms both
for scientific and ethical review. At least one of the workshops—I attended two of those three
workshops, one was the one in Entebbe, Uganda, and the one in Brazil—it was suggested that
another layer of review, perhaps at the international level such as the UNAIDS committee, might
be desirable.

Let me turn and very briefly mention a few of the substantive ethical questions that go to
the heart of the design of both vaccine trials and, as Alex mentioned, the ancillary care and
treatment of participants. It's assumed, | think, by everyone, not only scientists for the best trial
design but others, that a placebo control arm is methodologically necessary and ethically
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acceptable at the outset of vaccine trials. At the outset is a different situation from what
happened with the AZT trials.

However, there will come a point at which a vaccine is possibly effective, marginally
effective, or not very effective, and the question then is what should the design of subsequent
trials look like. Would it be unethical in subsequent vaccine trials to withhold a partially effective
vaccine from people in a control arm when the new vaccine is being tested, and will that
compromise the ability to measure what has to be measured?

Alex aready mentioned the question that participants in the regional workshops thought
was the thorniest question, and that is the type and level of medical treatment to be made available
to tria participants who become infected in the course of a vaccine trial in spite of the counseling
onrisk reduction. Now, thisis probably the closest analogy with the placebo-controlled AZT
trials, because people who argue that participants in vaccine trials should be given the “best
proven treatment,” or the treatment that is available in developed countries, argue to withhold
what would be analogous to conducting the placebo-controlled trials and withholding a proven
known effective treatment to people in the trial. So the problem will not go away - even if we
have a different substance and a different type of study.

One of the regional groups came to the fairly strong conclusion that the appropriate type
and level of treatment should be decided upon by the host country, the host country being, of
course, the country in which the trial is to be conducted, not by the sponsor, not by the
manufacturer, but by the host country. And there were discussions, as Alex pointed out, about
what kinds of criteria should be used for determining that standard.

One series of questions that Alex did not mention, and I’ Il close with this, because this was
also important for the international collaborative work, this was a series of questions that were
not resolved neither in those three regional workshops nor at the Washington meeting. What
should be available to whom after the trial is completed? Or, to put it a different way, what are
the obligations of the sponsoring country, the manufacturer of a vaccine, or we could argue other
drug, to make available in aregion with a high degree of need a product that is proven to be
effective, particularly if we're talking here about something like a vaccine for AIDS? Should tria
participants who receive the placebo be entitled to a vaccine? Should individual or groupsin the
country who are thought to be at high risk for infection receive the vaccine? Should all with a
perceived need in the country receive the vaccine? These are questions of justice or distributive
justice and they are among the most difficult to answer from a theoretical point as well as from an
economic and practical standpoint.

The strong consensus that emerged at all of these regional conferences was that the
answers to these and other questions should be derived by a process of advanced negotiations
among all the relevant parties—representatives from the sponsoring countries, the host countries,
including potential trial participants themselves, opinion leaders in those countries, the vaccine
manufacturer, and others—even though some people pointed out that this departs from what has
been standard practice. No one has generally negotiated in advance of research and development
of a product who’s going to get it afterwards.

Thisisanew model, and it’s one that’ s being urged. The hope, as expressed at the
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regional meetings, was that adopting some such procedural mechanism can succeed in preventing
the sorts of controversy that arose well into the conduct of the perinatal transmission clinical trials
and one that the UNAIDS organization istrying to head off by holding these consultationsin
advance of initiating the vaccine efficacy trials. Thank you.

DR. SHAPIRO: Thank you very much. Let me see if there are questions from
Commissioners before we go on to our next guest.

Yes, Alta?

PROF. CHARO: In some ways this may anticipate what Dr. Nightingale is going to talk
about. But I’m struck in this discussion by the degree to which the debate about the ethical
standards is being driven by what we perceive to be immovable structural and systemic issues like
extremes of wealth, extremes of development, and assumptions about incentives toward
exploitation which drive the skepticism about the motivations of the pharmaceutical companies
and researchers. It makes me wonder if one could work at that level instead of trying to figure
out how one could create a set of ethical rules that govern your behavior against a backdrop of
such extreme circumstances.

| don't think that any commission can handle the problems of extreme wealth and
development. But it does make me wonder about the pressure point of the incentives to
exploitation. If companies are going in to do testing on interventions that will never have an
application in the developed world, for example, with the AZT trials, | think that raises very
different issues than if they’re going into countries where they think they’re going to be testing
something that they might be able to bring home to a developed world, to alarge market, and
they want to test it in a place that they perceive to be easier or cheaper for their testing.

That raises the question about the usefulness of foreign data for local approval of drugs
for this particular market. If that’s the scenario that raises the concern about exploitation, the
guestion is whether or not the data from those countriesin fact is all that usable, since | presume
that the background health status of most of the subjectsis likely to be different enough that it
raises questions about the generalizability of that datato the American population, as one
example. But where it is usable, the question would be, should we discourage its use? And |
gather that there has been an active debate within FDA about the acceptability of foreign data
generally, not with special reference to data developed in developing countries, with conflicting
tendencies; some wanting to use more of it in order to speed the approval process, and others
wanting to keep it out in order to have more control.

| wonder if this kind of use of domestic law and domestic policy to change the incentives
to exploitation, if you think that thisis a productive avenue, or if you think that it’stoo politically
complex domestically, to take away some of the seeming pressure toward exploitation that’s
driving some of these finer, more “nuanced,” decisions about the ethical standards to be used?

DR. MACKLIN: I'mgoing to let Dr. Nightingale answer that part, that isthe part that
particularly has to do with the standards and the FDA standards.

But there are additional complications and let me say quickly what they are. First of all,
on the notion of exploitation, the countries in which the vaccine trials will begin are extremely
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eager for these trials. The community leaders, the people living with AIDS, the ministries of
health, and the researchers are all extremely eager for it because it’s realy the only hope for a
vaccine. What they're worried about is that the testing will test the prevalent strain of HIV/AIDS
that are prevalent in the developed countries, in the Western world and not the particular strains
that exist in—there’ s a scientific question here, whether they can get cross-immunity across these
strains. | won't even go into that. But that’s one of the worries.

The thing that makes this a problem analogous to the AZT trials, and Alex referred to it
and let me just say it again in a clear way, isthat the trial of an AIDS efficacy vaccine could not be
donein the United States to get the answers that you want to get from a vaccine test because it
would mean withholding triple therapy, the AIDS cocktail, which would destroy the scientific
results because it would immediately reduce the viral load.

So the worry about exploitation is as follows. Here isatria that could not be done in the
United States because participants in the trial would be made worse off than they would be if they
weren't in the trial because the routine treatment is widely available. So you would have to
withhold it from participants in the trial and, therefore, arguably, it’s the kind of trial that could
not be done for ethical reasons because you would make people worse off. However, inthe
countries where it is absolutely not available because of the health infrastructure and, of course,
the economics, there are places where nobody would get triple therapy. So thisis a perfect
example of conducting atrial in aregion where one can do it and could not conduct the same trial
in the United States.

The groups in those countries, however, do not view this as exploitation. And it was only
in Brazil, which was the country where they are providing triple therapy to people who are HIV
infected, that they argued that they should get the antiretroviral treatment just like in the United
States.

DR. SHAPIRO: Alex, and then Arturo.

PROF. CAPRON: To add afurther layer to that, Alta, you made two contrasting
categories between something that would be tested there basically to be exported back to the
United States versus something that would be relevant. The difference between Brazil and the
other countries | think underlines that Brazil has made a choice about the allocation of its dollars
to say that it will make antiretroviral and, one assumes, if the vaccine became available, the
vaccine widely available. Another country might say we're putting our scarce dollars into other
forms of medical treatment, or education, or other things that we regard as important. And the
guestion then would be, ought anyone viewing the situation or negotiating in the situation, or
criticizing the situation—as the kinds of criticism that came up from various people in the United
States about what was going on in Africa—be viewed as making immoral choicesif he or sheis
going to conduct studies there?

Because it becomes a question not just, “ Would you say that the country is making bad
choices,” but then an American researcher from an American research institution, who hasto go
before her or hisIRB to get approval to participate with a study, in effect, hasto then say, “This
is the circumstance in the country.” It certainly isn’t the only way the country could choose to
spend itsdollars. And the question then is, are they implicated in the results if realisticaly the
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country isn’'t going to be able to afford to buy the drug or vaccine after it has been developed
because they’ ve made choices about how they are spending their dollars?

And so it becomes a very nuanced situation-dependent question. And it’s clear that for
American research workers, both at the CDC and private universities, this will be an issue that
their IRBs will have to struggle.

DR. SHAPIRO: Arturo?

DR. BRITO: 1 think Alex mentioned the concerns of American imperialism, and | think
you, Professor Macklin, implied this also when you mentioned paternalistic type of concerns at
the deliberations over the AIDS vaccinetrials. | can appreciate that there would be concernsin
thisarea. But | question, and I’'m a bit skeptical about, when these deliberations are ongoing and
the community leaders and the scientific leaders from those countries, are they not actually more
similar to the scientific leaders of this country and, therefore, not truly representative of the
individuals of their host countries? That’s where | become alittle bit skeptical.

Now, the way the CIOMS guidelines are written, they're written more to protect the
subject, and you quoted one of the guidelines there protecting the subject over the community,
and thisis more individualistic, which is not just an American ideal, it seemsto be in international
guidelines. Some of the justifications for the perinatal transmission of HIV and the use of AZT,
some of the justifications have been more utilitarian in nature, not individualistic. And these were
endorsed by the World Health Organization which, in itself, was partly responsible for the
formation of CIOMS guidelines.

| guess I’m a bit skeptical about the leaders of other countries making decisions for their
“communities” when they, in fact, are more similar in nature or have more in common with the
American leaders. So I’'m not real clear why we continue to go back to concerns of paternalistic
attitudes when those community leaders are also paternalistic in themselves.

DR. MACKLIN: Yes. I think you've hit on amgor problem, which is the difficulty of
identifying the relevant community and the greater difficulty of saying who represents the
community. What | should point out about these regional consultationsis, first of all, they did not
include governmental officials who will of necessity be involved in thisin those countries. This
was nongovernmental; it did include the researchers who, | think you're quite right, if they’re not
trained in the U.K. or U.S., may be similar in outlook.

But most of these countries, most developing countries, not all, but most have a very well
developed structure of NGOs, nongovernmental organizations, that are much more like grassroots
organizations. Those were all represented. There were very many of them in the world of AIDS.
And so they don't represent the community in the sense of the rural group from whom some
research subjects might be taken, but they do represent people living with AIDS, families of
people living with AIDS, and those who are health advocates from the grassroots movement.

Now this doesn't fully answer it, but at least it says that these consultations are not limited
to, and the aimis not to limit them to the researchers, the Western trained people, and certainly
the governmental leaders.

PROF. CAPRON: If | could just add just one quick point. | mentioned the problem of
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so-called undue inducement vis-a-vis individual subjects. The same issue arises at the
governmental level in exactly the way Arturo is describing. 1f a condition is placed on the
Sponsoring company or country coming in to do the research, we want the following things to
help in our infrastructure, all of this seems very legitimate. But at some point, it beginsto seem as
though the interests that are being served are those of the research establishment, when you hear
that a major concern is authorship on any resulting papers.

On the one hand, it seems perfectly appropriate to say that people who are going to be
participants in the research should be involved in its design and recognized for their contributions;
on the other, it’s as though there is a group of subjects which we can offer you if the proper
inducements are there.

And that comes down to the other question, which Ruth and | have both mentioned, and
that is the after-experiment, after-research obligations. Because if a drug or vaccine is developed
and if the relevant moral unit is regarded not just as the immediate subjects who were in the first
trial and you have some ongoing obligation to them, and not just the immediate community but
maybe the nation, then you can even imagine a situation in which neighboring states, each with
populations that would be “good research” populations are, in effect, making competing offersto
the sponsors of saying “come and do the research with us and thisis what we will expect in
return,” and it would even be, ironically, we' re talking about this, an advantage to be a smaller
country because you'd say your after treatment burden will only be providing free treatment for a
million people in our country, whereas our neighbor has 5 million people, it’s going to be much
more expensive for you. And then you get to the question why is the country a relevant moral
unit in any case for dealing with international epidemics?

So the questions ssimply become more and more complex and it’s harder to get afirm
footing that doesn’t sound, as you say, paternaistic from one side or the other or exploitative
from one side or the other.

DR. SHAPIRO: Steve?

MR. HOLTZMAN: Just aquestion to Alex on that last point, and maybe Ruth. To what
extent in these discussions were there participants from the pharmaceutical industry, and these
hypotheses about the costs and attitudes and their inclinations to do trias that arein this or that
place, was that discussed with them, or is this al hypothesis?

PROF. CAPRON: Ruth, do you want to comment about the regional?

DR. MACKLIN: Yes. At theregional workshops and also at the Washington meeting
the decision was made not to involve representatives from the pharmaceutical industry at this level
because we didn’t want the economic issues as seen by the pharmaceutical companies to swamp
the ethics. The pharmaceutical companies will be invited, however, to the June meeting, which is
the result of all these consultations. There was debate about this, by the way, at what stage
representatives of pharmaceutical industries should be brought in.

However, there is a process of negotiation that is going on at the highest
WHO/UNAIDS/pharmaceutical company levels with regard to providing AZT. Thisisa
negotiation that is now going on that people from the NIH say should have taken place before the
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AZT trials and not afterward. But there is actually an agreement being forged, possibly even as
we speak, to try to make those drugs available now. And that’s why the urging here was to have
this conversation in advance of conducting the trials. So there's every intention to bring in the
pharmaceutical companies.

Just to put thisin perspective, and going back to Alta’'s comment: Uganda has a per
capita expenditure—the government and the people can't afford anything—so the government has
aper capita expenditure on health care annually of $5 to $7. Now when they asked even isthe
cheaper AZT regime available to al of the pregnant women in Uganda, the answer is going to be
no, it'snot. So, clearly, if there’s going to be any justice in the aftermath of these trials, it’s going
to need some assistance beyond the countries themselves, because Uganda will never be able to
afford more, unless there are some radical changes within the country.

DR. SHAPIRO: | recognize David, and then | have a question, and then we should go on.
David?

DR. COX: I"djust like to sort of make a comment about research in general. It'slike
playing chess, most of the time you're not just looking at the first move in playing chess or the
move ahead of you - or you lose. Interms of research, it’s aimost always in the context of a
specific hypothesis but toward a specific purpose, at least when it deals with health.

Listening to these conversations, | think that without really looking at the situation and
looking at the context, that you can do as you described, Ruth, take one part of the Helsinki
Accord or another part of the Helsinki Accord. | would just like to make a plea for avery
straightforward reasoned and long-range research goal out of all of this and not each trial by itself.
But in each particular case, what are people trying to do? | think that without that situational
perspective, thisis not going to be something that can be solved. | don’t see that it’s something
that can be solved in agenera way.

It’salittle distressing to me that, it’s not that people haven't thought of this, but that
perspective doesn’t seem to be much on the agenda. Could you comment on that?

DR. MACKLIN: Yes. | can make abrief comment. The regional conferences were
three-full-day meetings, the Washington meeting was a two-full-day meeting. There wasn't time
inour 15 to 20 minutesto go into al of theissues. What | should say isthat at both the initial
meetings and at the regional conferences there were vaccinologists as well as ethicists. These
were people who know what the hypotheses are, how one tests a vaccine, and what the stepsin
the research process will have to be. So there was avery long prospective look at subsequent
steps. | referred very briefly to one of them; namely, once you get a partialy effective vaccine,
what should the design of the trial look like after that?

So these things were looked at sequentially, I mean not laying out the entire research
agenda, but with adequate, | hope, input from vaccine experts who are the ones who would be
best able to tell us what the research agenda and hypotheses should be.

DR. COX: Well, I wasn't implying that the researchers should set the agenda because,
certainly, it'sa socia and cultural context, but at least by being involved with the rest of the
people they can say what the goals of the long-term consequences are. Without that, | don’'t
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know what the research is al abouit.

DR. SHAPIRO: Ruth, | have a question which may, in a small way, be similar to David's.
Y ou made a comment regarding the acceptability of placebo trials at some initial stage, but then
as the vaccine might be partially—you get some information. The question is at what stage do
they become unacceptable? And you just left that as a question or as a proposition that has to be
resolved.

| want to ask a question about that, because my own reading of the paper that you
mentioned, if | pronounce the name right, Professor Lie — Professor Lie's paper comes to the
conclusion that, indeed, in these mattersit’s a rather almost sophisticated statistical matter asto
whether some things are ethical or not, which people can disagree about. The same thing would
be true in the example you gave; that is, when do you have enough information to begin rejecting
the placebo trialsis a very complex matter of which, at least some of it, is statistical in nature. My
guestion is whether that kind of expertise was available to you and others who were participating
in these regional and/or Washington discussions. And if not, do you think that’s important or is
this kind of a secondary or tertiary issue?

DR. MACKLIN: The short answer is, yes, that expertise was available and there were
extremely high level debates, because, of course, as everyone knows, even expertsin afield
disagree. And so the experts were available and did give their input. There was disagreement.

And, ultimately, there are value choices, too, even with the expertise. So even when they
agree on what are the statistical methods that are required, there is still the overlay of the value
guestions. Isthe highest priority getting an answer quicker and, therefore, making the vaccine
available even if it means that some people will be less protected, or isthe higher priority to be on
protecting or providing some benefit to the individualsin the trial? Y ou're going to get a faster
answer with the placebo, but you' re going to get more protection for the subjects if some of them
receive the vaccine.

And | guess the other wrinkle about thisis once you get a vaccine, you can’'t get a better
vaccine for those individuals. So people who get a placebo might themselves be better off getting
the placebo because if a more effective vaccine is developed and they're still zero-negative, they’ll
get the more effective vaccine.

DR. SHAPIRO: Wéll, | appreciate your response. | didn’t mean to imply that there were
no value questions that always overlay this. Of course, that’strue. But do | understand, you
didn't say this directly, may not have implied it, so you'll excuse meif | pose the wrong question
here, that it’s true experts will disagree on some of these issues, as will those who are trying to
bring different value perspectivesto it, and that at some level irreconcilable differences appear?
How does one think about dealing with that issue? Isthisjust a processissue, that is, there hasto
be a process for discussion and decisions made, or after you've eliminated al those areas where
you can achieve agreement, what do you do next?

DR. MACKLIN: You mean if you're left with residual disagreement?
DR. SHAPIRO: That’sright.
DR. MACKLIN: Thenit isaprocedural or aprocessissue. But | guess| would say not
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just aprocessissue. If thereisresidua disagreement, whether about the ethics, the statistics, the
science, or the trial design, then it’s extremely important to have an acceptable procedure for
reconciling those differences.

PROF. CAPRON: May | try to underline what | think is the implication for NBAC out of
this. If we'relooking at what the role of the U.S. ethics standards are in all of this, we're not
going to be designing the trials and so forth - suppose you have a situation in which the host
country within the international process looks at a situation and, in light of the statistics and so
forth, says we are going to interpret the ethical obligation as providing for, for example, the
control group and for people post-study at the presently prevailing medical standard in the
country in question, and we think that is adequate, the researchers say that will allow usto do a
good trial, and we think ethically that’s fine, and now a collaborating institution in the United
States is reviewing this and trying to apply U.S. ethical standards. If they think, wait a second, we
could come in as researchers and bring with us better treatment for the people in the control
group, the host country isn't requiring it and the representative, the Health Minister from Trinidad
and Tobago say, “ We don't want you to do that, we don’'t want to set up a small group that gets
this, thisis not in our interest, we cannot do this for everyone, we don’t want you to do it,”
should the U.S. IRB receive guidance from the U.S. guidelines or requirements that would say in
this circumstance that’s adequate? Or, in this circumstance, if you have a different sense of what
is ethically obligatory, you should say that your researcher should not be participating in this and
your institution, whether it's the CDC or Case Western Reserve University, ought not to be a
sponsor of thiswork. That’s the question as it comes home for people here.

DR. SHAPIRO: Okay. Thank you very much.
Eric, it better be very short.

DR. CASSELL: Weéll, itisshort. I think that isreally our issue. Our issue is not whether
you should do placebo control or not placebo control. That’s not our issue. Our issue is Smply
that point: does the host country’s ethical approach to it prevail or must we prevail with our
“superior” approach, and so forth. That’s the real issue that we're about. We don't have to
resolve alot of that other [stuff].

DR. SHAPIRO: Okay. Thank you.

| want to introduce our next guest here. | just in advance of that want to welcome our
colleague Tom Murray, whom | think of as an unofficial host or perhaps even officia host, | don’t
know. Tom, asafew of the rest of us, was alittle late this morning. He had a much better reason
than at least | had; namely, he received the Distinguished Alumnus Award from Temple
University yesterday. So congratulations, Tom.

DR. MURRAY: On behalf of Dr. Shapiro, | want to argue that his reason for not being
here was equally valid.

Basic Protections for Human Subjectsin International research, The FDA Perspective:
Stuart L. Nightingale, M .D., Food and Drug Administration
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DR. SHAPIRO: Okay. First of all, let me welcome Stuart Nightingale. Thank you very
much for coming today. We very much appreciate it. Dr. Nightingale is Associate Commissioner
for Health Affairsin the Food and Drug Administration. He'll speak to us on the FDA
perspective on the issues that we're trying to address. Thank you very much for being here.

DR. NIGHTINGALE: Thank you. I'm very pleased to be invited here. | think the FDA
has an important contribution to make to the work of the group. We do have a number of
differences from others that you' ve heard from. 1’'m going to try to describe what we do and how
we do it. Y ou have some background about FDA in general and what we do as an agency. | am
going to try to provide basic information today, not to get too deep into some of the issues, but to
tell you more of what the processis. But | will make a few additional comments about some of
our involvement in related aress.

Basically, we do regulate the clinical trials when they involve products that FDA
regulates—drugs, biologics, medical devices, and other products. While our requirements are
similar to OPRR/HHS regulations, they are not identical, and | will get into some of that alittle
later. But basically, avery major difference isthat we have an inspection program that we use to
enforce the regulations. And a major hook that we have in these, as far as studies go, is that
unless the studies are conducted in an ethical manner, we don't accept themif they are studies
submitted for approval of applications for licensing.

At the last meeting, there were some questions about FDA. One was, do we have
information about the funding of foreign clinical trials? The answer isno. | think the secretary
was going to get that information from PHARMA. What | can say isthat there is an increasing
number of foreign clinical trials that are occurring and thisis reflected in the increased number of
inspections that are occurring overseas.

In order to approve the applications, we have to have information that meets the criteria of
the agency. And, therefore, when they are submitted to us, they are looked at for meeting our
requirements. And as far as foreign data are concerned, it has to be whether the clinical trials are
considered to be pivotal in showing safety and efficacy. And it isthose trials that we inspect
specifically to see if they meet our requirements.

We are not prohibited from approving a product solely on the basis of foreign data. This
has occurred. We have approved products based on foreign data only a number of times with
drugs. Thereis some variation across FDA in terms of whether or not the centers like to have
clinica trialsdone in the U.S. aswell as foreign trials. The Center for Biologics usually does
require domestic clinical trials.

Of the foreign clinical trials that are inspected, only about half are performed under INDs.
However, if they're not performed under an IND, they still must adhere to the same kinds of
requirements that are we have domestically. The non-IND studies are accepted as a basis for
showing stage and efficacy for approval with requirements are, we think, similar to ours but not
exactly the same. Y ou have some background on that in the handouts.

As you have seen, the Declaration of Helsinki itself has a special status for FDA. It isnot
just an international code, it is actualy mentioned in our regulations and it appears there. And it

18



isthe international standard that we refer to if thereisnot an IND in place. So it isthe
Declaration of Helsinki or the domestic legidation/regulations, whichever are the higher standard.

Before going into further detail about the specifics about how we do our work, 1’d like to
return to FDA'’ s approach as compared to OPRR/HHS. We have process regulations and as a
regulatory agency we perform compliance inspection to enforce them. We do not have an
assurance mechanism. Instead, we have trained inspectors and headquarters experts who make
dite vidits to assess compliance with the regulations. The same compliance program is used
internationally that’s used domestically. Thisis actually true whether you're dealing with an IND
or non-IND approach.

We have what we call a Bio-research Monitoring Program, which has two purposes. One
isto ensure the validity and reliability of the data that are collected, and also to assure the
protection of human subjects of research. This program covers many different areas. Some of
them are pre-clinical, like good laboratory practices. But there is a constellation of regulations
that I’m going to talk about today which we informally refer to as good clinical practices. Thisis
the complex that includes I|RB regulations, informed consent regulations, clinical investigator
regulations, the IND or the IDE, and sponsor monitor and contract research organization
regulations. Some of these occur with guidelines, and it isthis constellation that we'll be mostly
discussing.

| also will touch upon some international harmonization issues, particularly a program
called the International Conference on Harmonization, which is different from some of the things
you've heard about so far and | think is a major issue for the group to hear something about.

Now, | talked about the foreign clinical studies, the earlier dide, and showed that if there
are two adequate and well-controlled U.S. studies there may not be aforeign inspection occurring
a al. However, when the international study provides a basis for a drug approval, for example,
and it’s needed, then a study isdone. Again, thisis for pivotal studies.

With the IND studies, if thereisan IND in place, the IND regulations, the IRB
regulations, and the informed consent regulations are al in place. These, again, are the same
domesticaly asthey are internationally.

If thereis no IND in place, then the foreign non-IND studies are governed by a variety of
approaches. Basicaly, about half of the foreign studies that are inspected are non-INDs, about
half and half. Clearly, they have to follow the same kinds of criteriain terms of well-designed and
conducted, adequate and well-controlled studies, qualified clinical investigators carrying out the
studies, and, to go back to Dr. Shapiro’s earlier comment, they must be applicable to the U.S.
population and practice. So thiskind of determination is made by the reviewers looking at the
applications for approval.

Then, of course, we have the Declaration of Helsinki with the special role that | mentioned
at the outset. And then you'll notice below that we have the ICH Good Clinical Practices
Guidelines which I'll talk about later.

A very important part of what happens occurs before the inspector goes on aforeign
inspection, and that is that the sponsors provide by regulation a variety of documents that assist
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the inspector when he or she actually goes on-site to the foreign country. The cooperation of the
sponsor in providing information is extremely important because without this the FDA inspector
will not have the information needed to compare on-site when looking at the raw data that exists.
And the inspector will go with the case report forms and other data submitted by the sponsor and
look at what’s happening on-site. Thisisan ideal list. It doesn't always occur with international
studies. But thisistaken care of on-site.

Particularly important is the fact that there is a written assurance given by the sponsor that
the records exist, that there is access to the records granted to the inspectors, permission to copy
records, acceptable dates and times for inspection are arranged, and a copy of the local GCP
requirementsiis put forth. Again, this means that the inspector has to have national laws and
regulations, local IRB or ethical review committee protocols, procedures, and requirements
present to compare when the inspector goes on-site. There are, of course, other requirements as
well. So all thisis done before going there.

At the opening interview, the inspector will look for a number of things inquiring as to
who, what, where, when, and how the study was conducted. Unlike a domestic inspection, the
inspector will not present credentials, a badge, if you will, or a notice of inspection because thisis
aforeign country, they really are not conducting this under our jurisdiction in terms of aright to
go inand do what we're doing. However, as| mentioned earlier, the fact that the data is needed
to be able to consider approval of the applications is a very potent force and gains entry pretty
much universally so that we're able to go in and perform our review.

The inspection itself, again like a domestic inspection, will look at the clinical investigator
issues, how the study was conducted and supervised, it will look for protocol adherence, look at
the data and the records that are there, and drug accountability. All the usual things that we do.

The inspection will verify a number of issues. One s the consent and the ethical review
committee issues, making sure that the subject’ s rights, safety, and welfare are protected. Now,
we do not do foreign IRB inspections. So we get at the human subject protection issues like
informed consent and how the ethical review was performed by actually looking at the records of
the clinical investigator. But the records that we want to see include the actual information on the
informed consent. The informed consent will actually have been sent as part of the package by
the sponsor prior to the inspector going on the study. What's the ethical review committee’s
make-up, who is on it, records of what they did and how they did it are all available that way.

So athough there' s not an IRB inspection, there is areview of the IRB informed consent
issues through the clinical investigator inspection. And by the way, this happens domesticaly as
well but there is the addition of an IRB inspection also. However, the IRB inspections that are
donein the United States are not tied ordinarily to pivotal data. So that the IRBs are inspected on
some routine basis unless there are problems found with a particular IRB. So it’s not really part
of the constellation of the New Drug Application approval package. So the overseasin asenseis
like the domestic in that respect, going for the clinical investigator that has the data that would be
pivotal for approval.

Thisisjust asummary of, | guess over the years, up to September of 1997, of the
countries that we have done foreign clinical investigator inspectionsin. | believe thisisfor drugs
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only. You will see there are about 26 countries and the list includes developing and developed
countries. Thereis, obviously, more involvement of the developed countries, but there is a broad
gpectrum. The mix isthere. And there are, as| said at the outset, more and more foreign clinical
trials occurring. So back in the early 1990's there were between 10 and 20 foreign inspections of
drug trials occurring. The figure for 1997 that | have is 76. So thisis part of atrend that is
increasing in drugs and biologics, but | don't believe in medical devices.

Thisin away isadightly miseading dide. It talks about most common deficiencies of
foreign studies—non-adherence to protocol, inadequate records, inadequate drug accountability,
consent problems. Thisis quite similar to the kinds of problems we will see with domestic
reviews of clinical investigators. So, in away they are similar. Some of the informal comments
that I’ ve heard from inspectors that have gone isthat clearly alittle more training of the clinical
investigator might have helped in some of the non-adherence to the protocols, but, quite frankly,
asyou're al aware, that same complaint has been leveled against the system here, that there's not
enough training and education for the clinical investigators.

Thisiswhat | promised you earlier as a dightly different issue, and that is that there is
something called the International Conference on Harmonization dealing with drugs and biologics
issues. It isan activity which isreally not a conference, it is a series of working groups, with a
steering committee and expert working groups, that has been in existence since about 1990 that is
developing guidelines for safety, efficacy, and quality areas of the kinds of regulatory
requirements that are needed for submissions for approval of productsin drugs and biologics.

So far, there are about 45 guidelines that are under development and about three-quarters
of those have been adopted by the tripartite groups involved—United States, Japan, and the
European Union. Thisiswhere about 90 to 95 percent of drug development occurs, so athough
it’s three countries or regions, it represents a very major portion of the drug development areas.
The secretariat for thisis the International Federation of Pharmaceutical Manufacturers
Association, that isthe international trade group that PHARMA isthe U.S. representative of.
What is very unique about thisisthat it is ajoint industry and government regulatory authority
effort which involves, for example, in the United States, the FDA and PHARMA, and in Japan
and the European Union, similarly, it’s the regulatory authorities and their research-based drug
industry associations. There are observersto this process that include WHO, the European Free
Trade area, and Canada.

The benefits of the development of these guidelines are quite substantial. Theideaisto
reduce the need for duplicate pre-clinical and clinical testing. And this covers, as| said, safety,
efficacy, and quality as major areas. It maximizes the efficient use of human, animal, and materia
resources, maintains high scientific standards to safeguard public health, that is not negotiating
down in terms of the standards, and fosters a worldwide collaboration and communication on
important scientific issues. | would say, in particular, the fact that you don’t need to repeat tests
is an important ethical precept in this, so by being able to accept data from foreign studies that are
done according to the U.S. ethical guidelines. And by the way, these do include the Good Clinical
Practices guideline, which is very similar and consistent with FDA'’s constellation of IRB informed
consent, clinical investigator, and sponsor monitor regulations.
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Thereisagloba impact of the ICH on clinical triadls. Consistency in trial design, asingle
standard for both conducting trials and reporting trial data, there is a shared understanding of how
to analyze trial data and of clinical development principles. Getting at many of the issues actually
that were discussed earlier with the group.

The Good Clinical Practice guideline that | mentioned is an extremely important one. It
was agreed to by the three regions in 1996, it was adopted in 1997, and it’s adopted through the
Federal Register inthe U.S. and the similar kinds of adoption mechanisms in the two other
regions. It does provide for unified standards for preparation, for designing, conducting,
recording and reporting, and archiving clinical trial data and information. And it provides a basis
for auditing and monitoring of studies.

And what it does do is sort of set up a process-type requirement or guidelines that are
very similar to all the FDA Good Clinical Practice requirements aswell. So that, therefore, IRB
and informed consent issues are quite consistent in this with ours. And frankly, the European and
Japanese regulatory requirements increased really to reflect more of what we do.

And then, finally, you might think that thisis elitist and only involves the drug
development regions and countries. In point of fact, the ICDRA isthe International Conference
of Drug Regulatory Authorities; it is WHO'’ s grouping of regulatory authorities worldwide. Well
over a hundred different authorities are participating in this.

At their last meeting in 1996, the joint WHO member countries got together and came up
with recommendations concerning the ICH. Thefirst: Assist globalization of the ICH
documents. Utilize the ICH guidelines when drafting WHO’ s normative global guidelines. That
would be the guidelines that come out of WHO for things like Good Clinical Practices themselves,
or Good Laboratory Practices, et cetera.

Integrate the ICH guidelines into WHO training and education. In other words, let all
countries learn what is happening and incorporate those itemsin ICH that are the most relevant to
their needs. It may only be the quality aspects, for example, of the ICH guidelines.

And then, finally, they said make | CH guidelines available on the Internet. This, of course,
has occurred and they are widely available, both through the FDA, IFPMA, and others.

And | just mention this, to finish up, because | think it’s a very important issue, especialy
with globalization. And while these are process issues primarily, and thisis not competing with
the Declaration of Helsinki, if you will, or the Belmont Report, it is extremely important as a
process approach that’s becoming more and more accepted worldwide.

We think it is extremely important; and, certainly, the preamble says they are supposed to be
updated to reflect current concerns. | would just echo what you mentioned about the Declaration
or areas that clearly need to be worked on and improved. So, we are hoping that will lead to an
improved process. All | will say about that, which is a little more than you did, is that what is
happening right now is much more open than any other time the Declaration of Helsinki has been
realized over the past many years; and that the medical associations worldwide are really jumping
into this and offering their views as to what they think needs to be changed and why. What is
really interesting about it isthat | noticed that the UNAIDS group had commented on those, and |
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thought that was arather interesting, somewhat surprising issue. Now, | understand perfectly
why that occurred, and is, of course, very welcome. But it is an open process, and | think it isan
important process. | think that when you are looking at the codes, the Helsinki really stands up as
being an extremely important one, more so than some of the regional or national efforts| think in
terms of its importance worldwide. Thank you.

DR. SHAPIRO: Wéll, thank you very much. Let me just ask a small question
with respect to your presentation. You refer to inspected foreign trials. 'Y ou mentioned a couple
of times “ingpected,” and that let me think, well, inspected versus noninspected. Now, isany trial,
which is going to submit data to the FDA for some purpose, required to be inspected or not?

DR. NIGHTINGALE: Weéll, the approach is --the policy isto inspect only those
foreign trials that are submitted that would be pivotal to approval. So, there are lots of data on
foreign trialsin New Drug Applications, for example, at FDA—a great deal of it. But the ones
that are inspected by FDA are those that are pivotal studies.

DR. SHAPIRO: Also, | think it’s true from what you’ ve said that any new
approval by FDA from trials abroad would have had at least an inspection.

DR. NIGHTINGALE: Yes, that’sright. And it would have been looked at with
all of the various criteria that were mentioned in the regulation.

DR. SHAPIRO: Yes, that’svery helpful. Yes, Ruth?

DR. MACKLIN: | have avery specific question, but it’s--I"'m going to end with a
broad point for the NBAC swork. At various points, Dr. Nightingale, you referred to the
informed consent problems, the informed consent process, inspection of the informed consent, the
informed consent standards, etc. Now, there is something that comes up al of the timein the
international arena, particularly when studies are conducted in developing countries--and thisis
both for WHO and UNAIDS. And it is the question of signing consent forms. | am not now
talking about having a written form, because there is no country or region that says we should not
write out the informed consent and present it. But in very many countries, unlike people in this
democracy, and, perhaps, in Western Europe, people are very fearful of signing things. They are
fearful of signing things because there has been a history of oppression; because they are afraid
they are committing themselves to something; they don’t know who’s going to sweep in, etc. So,
the resistance to signing consent forms has led to a bone of contention, and people have referred
to what they call the United States Standards/United States Principles and other high-sounding
words, when what we' re talking about is putting a signature on a piece of paper. Now, my
guestion for Dr. Nightingale is when you do these inspections and look at the informed consent
things, does the FDA care about the signing of the consent form? That’s the question. My
suggestion to NBAC is. It would be very useful in the study of the international work to
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distinguish between ethical principles and standards, on the one hand, and procedures. | consider
signing a consent form a procedure that documents that a process took place. And | would not
like to place the notion of signing a piece of paper on the same level as an ethical principle. And,
yet, when people look in the international arena and worry about adherence to the United States
standards, they say, “ Well, the United States has this standard of signing a consent form. And if
we don't adhere to that, then we can't get our research approved, and then we' ve got a problem.”
So, my question or suggestion to NBAC is, perhaps, there should be a way of clarifying this and
distinguishing clearly between what are the procedural requirementsin the U.S. regulations, and
what are redlly ethical standards.

DR. SHAPIRO: Thank you. That’svery helpful. Let mesee. I'll get back to you
inamoment, Dr. Nightingale. But let me see if there are questions from the Commission, and
then we're going to take abreak. Alex, do you have a question? Stuart, do you have a response
for this?

DR. NIGHTINGALE: Yes, basicaly, it'sinteresting. We do have that
requirement for signing informed consent. It isaprocessissue. It'snot an ethical issue, inthe
sense its principles, that | would agree with you on that, are ethical issues. However, the ICH
guideline, now with Europe, and Japan, and the observers and all, also go along with thisas an
important issue that you need to have a signed consent. Now, | know what you are saying that
there are certain cultures where you don’t sign, or it’s very difficult to do. What has FDA done
about that? | have seen correspondence between FDA inspectors and headquarters staff
addressing this to sponsors saying these are deficiencies. Have we ever alowed that to occur? |
really can’'t give you the answer to how it’s being dealt with. But | think it’s a very good issue for
the Commission to look at, because, clearly, there are cultures wherein even the individual is not
empowered to do something like that. How you deal with that and ethical issues deserves some
further review.

DR. SHAPIRO: Thank you. Eric.

DR. CASSELL: Wél, | wonder how many times it happens that the FDA says,
“Wewon't accept this study. It doesn’t meet the standards,” or what negotiations take place. In
other words, when inspectors go and do something, what happens when it doesn’'t go right?

DR. NIGHTINGALE: A variety of things.
DR. CASSELL: First of all, isthat a common thing to happen?

DR. NIGHTINGALE: Wéll, thereisa series of things. First of al, in domestic
studies, the compliance program used by inspectorsis geared and tied directly to what the
regulations say. So, they go in and they look at what’ s happening, and compare that to what
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should be happening. They also will look at protocols and procedures that are submitted as part
of the application, and then they will compare what’s happening, just like an IRB procedures
document, and see how it stacks up to what it was supposed to do. Then the actual field
investigators usually fill out aform reporting on what the findings are. That is submitted to
headquarters and final action istaken on the situation. And the kinds of things that can occur
range from anything from a warning letter to prosecution, depending on what the situation is.

Y ou can stop a person from -- you can disqualify a clinical investigator, for example, through a
procedure from participating in clinical trials again, or you can place restrictions on a clinical
investigator. But when you --the actual site visits are classified as to whether or not there isno
action indicated; whether there is voluntary action indicated; or whether there is official action
indicated. But as| said, with the foreign studies, since it’s a different situation, for example, the
key issue for, say, aforeign clinical investigator, really relates to the sponsor’ s ahility to have the
data used as part of the application. So, it’salittle bit of a different situation. But, of course, as
an enforcement agency, we have awide range of things that we do, and they are done, including
prosecution.

DR. SHAPIRO: Let me ask afollow up question. How common isit that you
disallow data, foreign trials, because you think they have failed to meet the requirements that you
laid down, not only the scientific requirements, but requirements, for example, to protect human
subjects that you have adopted?

DR. NIGHTINGALE: | really couldn’'t answer that here. And it’s avery difficult
one to --1 think we would have to do a survey within the agency on that. And | --athough | tried
to be as brief as possible on some of these issues, that’s one that you really have to talk to
different division directors, and see what the experience is.

PROF. CAPRON: Can we request that information then? Y ou have 215
international inspections?

DR. NIGHTINGALE: Yes.

PROF. CAPRON: Isthat right? Out of the 215, how many resulted in arefusal to
use data because there had been a lapse in the human subjects protection standards?

DR. NIGHTINGALE: | would have to go back and --1 could use that as an
example.

DR. SHAPIRO: Wéll, we would appreciate information like that, if it’s available
to put together.

DR. NIGHTINGALE: All right.
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DR. SHAPIRO: Steve, then Alta.

MR. HOLTZMAN: Dr. Nightingale in his presentation said that the reasons for
rejection of foreign trials were similar to those for rejection of domestic trials. And so, if we are
going to seek this information, and we need to get it for the domestic aswell. Alta.

PROF. CHARO: First, forgive me if this has already been said. | am suffering
from multiple time zones.

DR. SHAPIRO: Caffeineis not strong enough to overcome this.

PROF. CHARO: It never is at these meetings. Y ou need to have somebody come
with the stuff that comes in an espresso machine.

DR. SHAPIRO: Yes, | have to remember that.

PROF. CHARO: | appreciate the procedural rulesthat apply. It’'s the substantive
rules about this study design that would or would not be applied by FDA that | am still confused
about. Let’stake boththe AZT trials that were the subject of such discussion three or four
months ago, and the vaccine trials that Dr. Macklin was talking about. Both are sets of trials that
could not be pursued in the United States, because of prevailing norms of treatment. How would
the FDA view the data from those trials were they to be submitted in the U.S., because a new
application of that information had made itself appear in the U.S. context? Would the FDA be
willing to accept data for trials that were designed that way, assuming that you had al of your
various forms that had been signed, and you’ d had various groups that had been consulted in the
review process?

DR. NIGHTINGALE: Wél, that’s a very complicated question, in a sense.

PROF. CHARO: It'skind of a--I mean | thought maybe | had missed it, but it’s
kind of a bottom line --

DR. NIGHTINGALE: Yes.

PROF. CHARO: --intrying to understand substantively how FDA reactsto the
foreign trials, as opposed to the procedural norms.

DR. NIGHTINGALE: Wédll, | hadn’t said that. | think it’s very -- it’sthe sort of
individual -- it takes looking at the application, the trial, and everything that goes along with it, at
the level of the divison. So, it’s not even so much as FDA perspective, it's --

PROF. CHARO: Right.
DR. NIGHTINGALE: --what’s happening.
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PROF. CHARO: But if we could --and | understand that you may not be able to
commit anybody at the agency without having have them make this finding. But going back to
those particular trials, in both cases, the fundamental dilemma is one that is analogous to the
dilemmawe face over and over on whether or not we ought to have minimum wage laws, where
if people who are miserable ought to be allowed to work for 92 cents an hour, because it’s the
best thing they can find. | mean it’s a classic dilemma of what to do against the backdrop of
abject poverty. Have you observed FDA, either the Division of Biologics or the drug approval
people (these are two different examples, one biologic, one drug)—reacting to this dilemma, in
which they have the procedural reviews by the appropriate parties, they have got the technicalities
of consent adhered to; and, yet, thereis a the center of it a question about whether or not we are
willing to allow people to be exposed to certain kinds of choices. Have you seen FDA react to
this dilemmain the past? And, if so, how has it done so?

DR. NIGHTINGALE: | mean | have been present at debates about some of these
issues, inasense. And | think the people at FDA are enthusiastic that the Commission would be
looking into some of theseissues. But | don’t think | could give you a definite answer about that.

DR. SHAPIRO: Thank you. Well, let me suggest that we take abreak. Let'stry
to keep it to ten minutes. [BREAK]

Basic Protectionsfor Human Subjectsin International Research: Marjorie A. Speers,
Ph.D., Centersfor Disease Control and Prevention (CDC)

DR. SHAPIRO: [Dr. Speers Introduction - inaudible]

Dr. SPEERS: [Inaudible]...and access to health care islimited. Public health
infrastructure is weak in many of these countries; that isto say, that in many countries these
-- they do not have systems for collecting national data on diseases, as we have in this country.
They do not have clinics necessarily available. They do not have the medical supplies, and so on,
that are often needed for treating even the most basic conditions. I'd also like to distinguish that
the difference often lies in economics, and not in scientific, or in the ethics arena. And what |
mean by that is of these 50 countries that we work with, only between three and five of them do
not have an ethics committee in place. 1n the other countries, they all have an ethics committee
that we have worked with. And those ethics committees in those countries aren't lacking
necessarily in their understanding of ethics and their practice of ethics, nor are they lacking
necessarily in their ability to provide scientific and peer review to protocols. Another
distinguishing feature of many of these countries that we work in, is that we are working with
people of color, which makes it somewhat different from the situation often in the United States,
and often opens up discussions about exploitation for the research that’s conducted in these
countries. May | have the next overhead please? In this next overhead, what | have listed for you
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are the various diseases, and conditions, exposures that we are studying in these countries. And |
have put this up there for a couple of reasons. Oneisto give you just a very quick sense of the
breadth of research that CDC isinvolved in internationally; also to point out to you that we are
dealing with, in many cases, global problems that when we look at issues around HIV,
tuberculosis, other sexually transmitted diseases—these are global problems. They are not
problems that we just have in the United States. In addition, you can see that many of the
conditions that we work on are infectious diseases, infectious in nature. They are diseases or
conditions that do not exist in this country. In fact, many of you may have never heard of some of
the conditions that are listed here, which allows me to make the point to you that the research that
we conduct is research that isrelevant to the host country. And | will come back to this point and
make this point again later; but that when CDC collaborates on international research, it is
because it ultimately benefit the host country for that research to have taken place. Next one. |
want to talk alittle bit about the characteristics of our collaborations. Generally, when CDC
conducts research in aforeign country, it is as the result of arelationship that CDC has developed
with the Ministry of Health in the foreign country; that isto say, that it is a government-to-
government collaboration, one in which CDC has been invited in. And, generally, what this
means is that decisions that are made about research are not unilateral decisions; that it is both the
government of the host country, as well the CDC that is making decision about research design,
methods, data analysis interpretation, and so forth. In cases where we do not work with the
Ministry of Health, we then generally are working with an NGO, a nongovernmental organization.
Very rarely does CDC work with a university in aforeign country. It isgeneraly, as| say, with
an NGO. That will usually be in a country where we may not have diplomatic relations; for
example, in Cuba, or in Nigeria, where the U.S. Government is not able to work directly with the
government of that country, we will be working with an NGO in that type of country otherwise,
we are working with the Ministry of Health. Secondly, another characteristic of our collaboration
is that we have usually not given a grant, a cooperative agreement, or contract to the foreign
country. The funds that are used to support the research either come from another U.S.
organization such as USAID, who funds alot of the research that we conduct in foreign
countries, or may come from the World Health Organization, or from the foreign country. Some
funds may come from CDC to support salary of our staff, which | will talk about in aminute. But
it is generally not the model where we have provided a grant to aforeign country to conduct the
research, which leads me into the last point, which isthat in virtually every study that we have
ongoing, we have on-gite investigators involved in the study. They generaly fall into one of three
categories. One may be that we actually have a field operation going on longstanding in the
country, such asin Thailand or in Cote d’'Ivoire. We have had afield station there for over a
decade, where our researchers work side-by-side with the in-country researchers. If it isnot that
gituation, then it is a situation where we will have a field assignee assigned to the Ministry of
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Health in the country, who essentially works as an employee of that Ministry of Health involved in
research, the third situation is where we will send investigatorsin for a short period of time, for
six weeks, for two to three months to conduct a study, and then they will leave and come back. It
isvery rare for CDC not to be directly involved in conducting the research by having investigators
in the country at the time. This means that for many of the countries where we were, we have had
along-term relationship with the country, and we expect to continue to have along-term
relationship, and to help that country develop its public health programs, its program health
research agenda, and its capability to conduct public health research, and to implement public
health programs. Move to the next overhead. 1’d like to talk alittle bit about characteristics of
the research in which we engage. Thefirst, as| said earlier, isthat the research that we undertake
isrelevant to the host country. It has relevance to that country, and it is undertaken to meet some
type of local need. The agenda for research is set by both the host country and by CDC. The
research is generaly part of alarger public health program collaboration; and that isto say that
often when we negotiate a working relationship with a Ministry of Health. What we are
negotiating is aworking relationship to help them develop their public health infrastructure, and
to implement public health programs nationally within that country. Research will be a piece of
that, and is undertaken generally for one of two reasons, which | have highlighted here as well,
whichis, it may be undertaken to help us better understand a particular condition; that is, maybe
the problems of the condition, or risk factors associated with it, so that the results may be directly
fed back into the program; or the research maybe undertaken in order to set policy in the country;
and that is to say, that before the Ministry of Health is willing to implement the public health
program, it wants to have information that will help it then set the policy to move forward. The
next overhead. When we engage in research with foreign countries we follow, as | mentioned
earlier, the Federal regulations for the United States, which is 45 C.F.R. 46, that means for all of
these host countries, we have negotiated for these countries with the Office for Protection from
Research Risks approved assurances for these host countries, that is, for the Ministry of Health,
and those Ministries of Health have ethics committees. Those ethics committees meet the
requirements of the U.S. regulation, and they review protocols according to our regulations, as
well as according to the ethical guidelines that are followed within the host country. The CDC
IRB approves the protocol as well as the host country ethics committee approves the protocol.
CDC has four Institutional Review Boards in Atlanta that reviewed these international protocols.
On each of those IRBs, we have members who have had international experience. That means
that they either themselves have conducted international research, or they have served for some
period of time living in at least one foreign country. The other thing that we often do before we
conduct international research, iswe do what | have listed here as some preparatory studies.
Studies may be a bit more formal than what | mean here. But in many cases before we have gone
--we go in and we conduct a study, there will be meetings that will occur with the community.
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We consult the community, and the community is actualy the population from which we --with
which we expect to conduct the study. Sometimes, we will be involved, for example, in
conducting focus groups that will help us design the consent form, raise the issues that are going
to be raised for recruiting individuals to participate in the study, try to address the issues that we
know are going to come up and be issues that will be involved in recruitment and enrollment of
individuals into studies. So, alot of preparatory work often goes into developing the protocol
before that protocol comesto the IRB at CDC, or the ethics committee in the host country.
Okay, the next overhead. What I'd like to do very quickly is bring to the Commissioners several
issues that we have encountered in the process. And I've actually divided the issues into three
categories: Thefirst is assurances; the second is consent; and the third is what I’ m going to call
standard of care. We have touched on many of the issuestoday, first, in Alex’s presentation, and
then in Ruth’s, and then in Stuart’s. And | am not going to go back over those same points and
details, but just touch on some of them very quickly. As| say, one of the first issues that | want
to talk about is the issue of assurances. Because CDC is a Federa agency and is governed by the
Federal regulations, we are required to negotiate in the countries where we work assurances,
assurances that are in compliance with our Federal regulations. Y ou have to remember that we
are working with sovereign nations -- at least, they perceive themselves as sovereign, and we need
to be respectful of that. Inrequiring that they sign the assurance document, | believe those
documents have been shared with the Commissioners from OPRR, we have often been accused of
imperialism; and, in some countries, asking them to follow standards that they consider even
lower than their own standards. Secondly, in these countries all of them follow and list as their
ethical principles, either the Declaration of Helsinki, or the CIOM S guidelines for conducting
international research, which is acceptable to OPRR and to CDC; that isto say, they do not have
to list the Belmont Report or Federal regulations as their guidelines for ethical principles.
However, what we do require is that they then follow the particulars of our regulations, which
specify very clearly what an IRB, or an ethics committee needs to look like, and how protocols
are to be reviewed, which can be different from what is required in the Declaration of Helsinki or
in CIOMS. The second point that | would like to make, with regard to the Declaration of
Helsinki and CIOMS, isthat --and Ruth mentioned this --and that is, there is inconsistency
between those two documents and within those documents. |f you then put our documents, that
is, the Belmont Report and the Federal regulations up as well, there are inconsistencies across
then those three or four documents. Some of our regulations are silent on some of these issues,
whereas, the other documents are not, and some harmonization across documents would be very
useful for us who need to implement these documents if the Commission were to consider them. |
just wanted to talk about ethics committees. As| mentioned, these countries do have ethics
committees, and they do comply with our Federal regulation, in part, because we have required
that they do that. We have had some countries that have refused to work with us, and some of
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these countries have been the Arab countries, where they refuse to put a woman on the ethics
committee. So, sometimes issues around the make-up of the committee, particularly, around
having a woman represented on the ethics committee has been an issue for us, which has actually
led to a breakdown in the negotiations with the country. The other isin defining a nonscientist,
and how that -- how a nonscientist is defined. It isnot as clear as one would, perhaps, think that
it should be. The other issue around assurances, the two situations that we encounter, where this
has been an issue, isin countries where there are -- where there is a civil war, where we have not
necessarily been able to negotiate an assurance in a country where thereisacivil war. And there
has not been any other organization necessarily that we are working with, or that could take over
where the government was working with. So, we have had in the last year five instances where
we have had to stop research because of civil war, where an assurance could not be put in place.
The other issue isin working with refugees. Who represents refugees? What organizations?
And, again, how do we deal with thisissue of assurances, where there does not seemto be an
entity for which there --for whom that personisin the role as a collaborator, and, therefore,
where we would obtain an assurance if we needed to do so? Next overhead. |ssues around
consent. We have touched on some of those today. | was actually going to mention the one that
Ruth mentioned earlier; and that is, that a signature on a consent form has a very different
meaning in some of these countries from what it hasin this country. It isabig deal for some
individuals to put their signature on a consent form. And it isimportant | think for some
deliberation about that requirement, and that that requirement is not the same as an ethical
principle --the ethical principle of informing, and then having a procedure in place for
documenting that that has taken place. In many of these countries, we are dealing with illiteracy,
illiterate populations. And so, again, around this issue of consent, there is the notion of awritten
consent, having the consent signed, many issues around having a consent process that is
understandable to the people that is not different in many cases from issues that we have in this
country. It isonly highlighted more in some of these countries, where an illiteracy rate can be
quite high. In some of these countries, the notion of getting individual consent is a notion that the
U.S. isimposing upon the citizens of that country. In some countries, it is perfectly acceptable to
get community consent, or consent from tribal leaders, or it can be consent from husbands,
instead of wives. And we have had to deal with that issue. The issue of minors— that is, whenis
an individual of legal age to give consent comes up repeatedly in foreign country, where age limits
are quite different from what they are in this country. Generally, we think of the age of the
majority in the United States as being 18, but in some of these foreign countries it is much
younger. What we have come across in the countries that were part of the former Soviet Union is
that there is no concept of consent --of them giving consent. And so, when we have gonein to
work in these countries and made a requirement straightaway that they must get informed
consent, it literally freaks out the people who participate in this study, because it raises concerns
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that there must be something wrong with this, if you are asking for my permission to do it; and
that isto say, that we --that is, | don't want to imply that we don’t want to move to that ethical
standard, but what we need to build into this process is time for countries to change, particularly,
those countries where for 50 years they lived under a particular type of regime that has changed
now, and now we are working with them. They are now developing research agendas and studies
and trying very hard to live by a set of ethical principles --of the ethical principles of either the
Declaration of Helsinki or CIOMS and they want to rise to that standard, but it takestime to do
that. Thelast onethat | want to mention isthe --in 45 C.F.R. 46, there are the eight required
elements of informed consent. For the most part those can be implemented in foreign countries,
but not all of thetime. For example, we require that to be very up-front that we're conducting a
research study and state that. 1n some African languages, there are no words for research study.
And so, when we write consent forms, we trandate them; we ask for that trandations. We often
get something back that looks different from what we had, not because it’s a bad trandation, but
because we had differences. There are differences in language; there are differences in culture
that are transformed into language. And so, a foreign consent form does not necessarily -- is not
necessarily deficient just because it is different. We need to be very sensitive to that issue. Some
of the requirements that we do now. For example, we require in consent forms that we list the
name of aresearch contact, and a human rights contact with a telephone number --can’t do
telephone numbersin alot of these countries. And so, we have to look at ways that we can
clearly implement the spirit of the regulations, if not the actual letter of the law. The last one --the
last overhead 1'd like to go to isto talk just very briefly about this issue of standard of care. This
has certainly come to your attention as aresult of the perinatal AZT trials. Do remember that
CDC did conduct two of those trials, but that istwo trials, or two studies out of the 120 that we
have ongoing, and this issue of standard of care is an issue in most of those studies. Becausein
many of the studies that we conduct, what we are looking at is trying to implement interventions,
whether it’s drugs, educational programs, HIV testing and counseling, whatever the intervention
is, it is often an intervention that is below what is the standard in this country, but we are trying to
implement something that is feasible in the developing country, feasible in terms of costs, and
feasible in terms of their public health structure, infrastructure to implement it. The issue of
standard of care has clearly come up regarding placebos, and | am not going to discussthat. |
want to mention two other situations that we deal with. One is with screening and treatment; and
that is to say often in studies we are not even able to offer the best screening techniques for
diagnosing conditions, and we often cannot offer the best treatment. Many of the studies that we
have going on now, that are looking at waysto prevent and control malaria, tuberculosis, we are
not using the best treatment available in the U.S. to test in these countries. We are using
treatments that will work, we believe are feasible in those countries. Secondly, often in studies
that we undertake what is considered an acceptable outcome, in terms of health, often will differ
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fromin this country. An example of what I’'m thinking of is, we have a number of studies
involving looking at anti-malarial treatments, and thisislooking at this treatment in children. In
these countries it is acceptable for children to have very low levels of parasitemia; that is, to
actually have the paragite living in them. And it is only when it reaches a certain level that it
would then invoke treatment. That is not --would not be acceptable in the United States. We
would not allow any child or adult to live with parasitemia; and, yet, that is acceptable. So, how
we define healthy, if you will, differs aswell. Which brings me to the last issue of how one
defines normal healthy subjects, which is what we often use for controlsin this country. Again,
we adjust that definition because in these foreign countries people will live with conditions that
are considered in that country to be normal and healthy. So, thisissue of what is the normal
healthy subject or control also differs. 1'd like to end by asking the Commission to consider four
issues, if you would --or at least raise them for you to consider. One of the issues that we would
like the Commission to consider is in international collaboration, where the United States
organization, in this case, CDC, but it could be certainly more broadly any -- the U.S.
organization follows 45 C.F.R. 46, and the host country is following one of the other accepted
guidelines, Declaration of Helsinki, or the CIOMS guidelines. Whether it is appropriate for the
U.S. organization to defer to the code of ethics used in the host country; that isto say,
particularly, when there is a difference between the guidelines, which ones do we use, which one
should we use? And we would like to have some thought or discussion about that issue. Another
is that when aforeign country follows a set of ethical principles and has an ethics committee, and
has a comparable review process, should we require the assurance asis required in our Federa
regulations? As| said, we have negotiated now almost 50 of these assurances. The concern that
we have isthat that has cost us, in terms of credibility and in trust, often with this countries.
Because it is--as | had mentioned, it is often viewed as imperidistic of the U.S. to require this
assurance. Thethird issueis, how do we incorporate the host country’s cultural normsinto our
IRB process? Our Federal regulations clearly state that a country’s cultural standards and norms
should be taken into account, but doesn’t go much beyond that, in actually telling us, or giving us
guidance how we do that. And the fourth issue is actually a broader issue, that doesn’'t relate just
to international research, but applies domestically as well; and, that is, the broader issue of how
public health research is covered or is not covered by U.S. Federal regulations. Thank you.

DR. SHAPIRO: Thank you very much. We have only five or, at most, ten
minutes this morning. We can come back to this after our session, but we do have public
comments shortly. | don’'t want to keep those people waiting too long, but we have time for a
few questions. Bette?

MS. KRAMER: It really was excellent. It redly flushed out the problems quite
well. But, apparently, though, your protocols --if | understood you correct -- if | understood the

EEI Production
66 Canal Center Plaza, Suite 200
Alexandria, VA 22314
(703) 683-0683; Fax (703) 683-4915

33



--what was inclusive; for instance, when you come up against problems like consent issues, where
you have got the husband’ s consent, or the wife, or the tribal consents for the entire tribe, which
are contrary to our regulations, do you go forward under these instances? In other words, where
there is a discrepancy between the local guidelines and U.S. guidelines; and if, in fact, your
protocols do go forward despite these discrepancies, and a product emerges, such asadrug or a
vaccine, what happens then when you come back and seek FDA approval, which | presume you
have to get?

DR. SPEERS: That is actually two issues there. Thefirst oneis. What we tried
to dois, wetried to strike a balance between what is the norm in the country, and what is required
by our Federal regulations. So, that isto say, we try very hard, for example, when it would be
okay, for example, to --in a country to obtain community consent, but we require individual
consent to try to move the country to get individual consent, so that we will often do a
combination or get community consent and individual consent, aswell. 1n some countries, if they
have refused to do that, then we have not done the research. | can't tell you how many instances
asthat occurs. | only know about it at the point where a protocol is going through our IRB, and
then negotiations break down, and | know about that faillure. What | can tell you are the number
of cases that don’'t ever make it to the protocol stage, where there is a breakdown in those
negotiations. Another example --and | don’t want to focus too much on the AZT trials. But
because | know you are aware of them, | will use them as an example. In those trials, because we
were intervening with pregnant women, there is arequirement in our regulation that father’s
consent is obtained. And if you don’'t --and there are criteriain the regulations, where if it’s not
feasible to get the father’s consent, then that’s not necessary. That was a particularly problematic
issue in Cote d’Ivoire, where about 60 percent of the women in that study are not married. So, it
is often difficult to know who the father is, or to locate the father. The fathers do not come to
clinics. Because thisisa study about HIV—to go out into that population and try to find the
father would then expose to that community the woman’'s HIV status, just the fact that she had
beenin that clinic. So, the way that we compromise, if you will, in that situation, is we have a
consent form and process that allows for father’s consent if the father isthere and it is easy to
obtainit. But if it can't be obtained, we do not go out and try to find those fathers to do it.

MS. KRAMER: And you go forward with the woman's consent alone?

DR. SPEERS: We go forward with the woman’s consent in that case. Then your
guestion regarding FDA, what do we do in those cases? In many cases, when we are conducting
studies that involve adrug or a vaccine, we are not doing --we are not working with experimental
drugs for the most part. These are drugs that are generally licensed for commercia use. And we
may be using them off-label, perhaps; or we may be using them dightly differently. But our
intention in doing that is not to change the FDA’ s regulation of those drugs, or the labeling of
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those drugs. We are using them because we are trying to change policy in that country. So, often
we are not reporting information back to the FDA, particularly, in the international setting, where
that issue would come up.

MS. KRAMER: Thank you.
DR. SHAPIRO: Okay. Altaand Eric, then we're going to take abreak. Alta

PROF. CHARO: 1'd like to take you up on your invitation to discuss the
assurance process for amoment. And, first, | want to make sure I’ve got my factsright. I'm
under the impression that the CDC seeks assurances in large numbers. It is my impression that
the CDC process of actively seeking assurances is relatively new. | mean the two AZT trials that
have been the subject of such discussion took place without any assurancesin place. And you
mentioned 50 assurances that you have gotten, but there were more than 50 countries out there.
S0, I’m curious about your experience in what happened last year seeking assurances, and your
description that it occasionally has engendered criticism as being somewhat imperialistic. My
understanding was that the assurance can be that the host country’s institution is going to be
following either U.S. rules or rules that are based on the Helsinki or CIOMs guidelines. In other
words, thereisalot of flexibility in the set of particular rules that are used in this country, so long
asthey adhere to the basic principles that are shared by all of these various organizations and
regulation statements. So, where exactly isit that you have run into this complaint about
imperialism? Isit so serious that you find that you would actually like to get out from under the
requirement that you comply with the regulations that have asked for years for you to have
assurance?

DR. SPEERS: CDC has obtained assurances for --1 just want to be clear on this.
CDC has obtained assurances, and always has for the past several decades, for the domestic
research. We did not obtain assurances for our international research until last year. It has
actually been about one year that we have been obtaining assurances. Part of the reason that we
did not obtain assurances is because there were basically two mechanisms that were available.
And | think you’ ve heard about multiple project assurances, and single project assurances. When
you look at the language of those assurances, there are several things that you will notice: Oneis
that they are very difficult to understand. The legalese of the language is difficult to understand.
Secondly, in these countries where we work, those countries see themselves as equals -- equalsto
us, or we see ourselves as equal to them. And so, we have them sign aform that says you will do
this, you will set up an Ethics Committee that’s got five people; and you will have annual reviews
-- because not al of them would do annual reviews on their research; that you will keep minutes,
and you will keep records. It isthe nitty gritty detail that goes into the assurance that these
countries have found offensive in the past. We had been working with OPRR for two years prior
to last year, to develop an assurance document that was more readable, and that was more
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respectful of the sovereignty of these countries. And we actually did develop that document, and
that’s what we are now using. It comes under what’s called a cooperative project assurance,
which is kind of in-between a single and a multiple project assurance. And it’s been specifically
adopted so that it meets the kind of research that we do, and it binds CDC to do the same things
that we are asking these countries to do, which has been a very strong negotiating point with
these countries. Part of the difficulty for us was that when we began to implement assurances last
year, we had almost 100 studies at that time in place that were not covered by assurance, and we
went into these countries where we had been conducting research for ten years or more, and said,
“We have to do this, and we have to do it now.” They could not understand the C change,
because this had not been part of negotiations. In many of our cases, our negotiations start
initially with the State Department negotiating a memorandum of understanding between the
country and the U.S. Government, and then coming down to us.

PROF. CHARO: I'msorry. But why isthis subject to the regulatory requirement
of assurances prior to one year ago? But why are you subject to the requirements to seek
assurances from one year ago, when --

DR. SPEERS: We were subject to that requirement. There had been discussions
over the year with OPRR about how we should handle this and what the issues were. The advice
that we had gotten previoudly from OPRR was conduct the research according to what’ s required
in the regulations. They'll have Ethics Committees have reviews, and so on. Follow the spirit of
the regulation, even though you don’'t have these assurances in place.

Dr. SHAPIRO: Thank you. Eric.

DR. CASSELL: It'sreally follow up and reflects the same thing. So what
happens when you are in a host country, which is the only place that you can study the disease,
and, yet, you are not satisfied with their protection of human subjects?

DR. SPEERS: I'm hesitating on that question, because | am trying to think of a
country that has not had an Ethics Committee, or a--or areview process that either hasn’t been
up to our standard, if you will, if you consider our standard the high standard. | am very sensitive
to that, because some countries think the U.S. standards are low --or has not been willing to
change over some time, that are willing to change. And | have trouble thinking of a country that
fallsinto that category, other than the former Soviet --countries that were part of the former
Soviet Union. Inthat situation where it occurs, we don't do the study. | mean we either --we
have either --we either have not done the study at all, or we delay implementing the study until we
can get everything in place. We have severa studies that have not started, and they may have
been ayear. They may have been postponed as long as a year, because everything is not in place
yet for them to start. Let me give you maybe an example of what you’ re talking about as Cuba,
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for example. We are involved in conducting research through Paho in Cuba. We do not have
diplomatic relationships with Cuba; and, yet, studies that we're doing there is the only place in the
world where these studies can occur because of the unique Situation that exists; and, yet, the
information we get from this information can be used worldwide. What we have negotiated is
through the State Department, and with the Cuban government. We have negotiated a way that
we will eventually be able to sign an assurance with Cuba. And so, we have, through now eight
months of negotiation, gotten to where we can actually sign the assurance. So, we often take the
steps within government that we need to make things happen. The problem isit takestime. And
for many of this conditions -- for example, malaria, you have to go in and study malaria during the
rainy season. So, there may only be awindow of opportunity in certain countries over athree or
four month period. If you missed it for that period, then you wait till the next year; or if you have
the case of Ebola, for example, if Ebola breaks out again, we will, as we did the last time, we will
go in and we will do patient care, and we will do research studies. 1f we miss the opportunity to
do those research studies, then we have to wait until there is another outbreak in order to
undertake those studies.

DR. CASSELL: That is precisely the point, which is here is an opportunity that it
will disappear, and you won't get another chance unless there is another outbreak. What I'm
trying to find out is how much are you willing to give up ethical standards for research in order to
take advantage of that outbreak? After all, if you find something that helps the people with Ebola,
what’ s the price --and the price is some deterioration in ethical standards, what difference doesiit
make?

DR. SPEERS: Weéll, that isavery difficult question for us, and one that we would
like the Commission to consider aswell. Because in --if you look at the emergency situation, if
the emergency situation does involve research, then | think you have to look at the ethical
standards in two ways. The ethical principles that must be upheld; and the procedural issues, or
the procedural standards. And which ones can --which ones are negotiable, and which ones
aren't?

DR. CASSELL: Well, that’swhat I’'m really trying to find out from you, which
ones have been negotiable, and which ones have not been negotiable. Because you'rein the
particular positions -- it’s not like adrug study. You're in a position where the disease, or the
condition pushes the schedule, rather than your interest pushing the schedule.

DR. SPEERS: Right.

DR. CASSELL: So, I'mtruly trying to find out what’s actually happened. What |
hear you saying isthat most of the time, and, point of fact, and our host countries are equal or
better, etc., but sometimes they are not. So, | hear you and | hope | am being fair to say, and
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sometimes when we are not we have to proceed anyway because the urgency of this situation
demandsit. Isthat afair statement?

DR. SPEERS: That'safair statement, although what | --1 guessin the past year
since we have been implementing assurances, which is one of the major --is potentially one of the
major barriers for going forward with this study because of the length of time it takes often to
negotiate the assurance. In the time that we have been doing that, the assurance has not been
--there has not been a barrier to us proceeding with research. Even in the case where there was
the outbreak of Grafalli fever in Kenyain February, we were able to get two protocols through an
assurance approved by OPRR in a matter of days. So we have actually been able, in the one
situation we' ve had, been able to move very quickly. Now, Kenyais a country where we have
some history of working. In some of these other countries where our history is not as long, or
there is a greater difference in where we are on ethical issues, we might either not be able to do
the study. | can see where we would absolutely not do the study, rather than proceed.

DR. SHAPIRO: | have a suggestion, because we're going to have to end the
guestioning, to move to public comments. And we do want to have some time for lunch. It
would be helpful, if possible, or plausible under the circumstances to understand rather more
directly when you have a moment, or when your colleagues have a moment, illustrations of what
kinds of standards are relaxed, in what kinds of situation - a very straightforward question | think.
| understand the situations. Things are complex and require judgment. And I’m not trying to
imply any moral values here, | understand these points. But it would really help me, in any case,
to understand in what kinds of situations you make what kinds of sacrifices, from ether our own
regulations, or someone else’ s regulations. We don't have time to discuss it today, but that would
be helpful. If I could make one editorial comment before we go to public comment. On this
issue, there are two words, which are used over and over again here, both by us and others, which
| think obfuscate the issue. Oneis“imperialism.”. That’s an insult of the well-known pedigree,
and it just obfuscates the issue when we talk about it that way. The other is“equals.” Of course,
we are all in favor of equality, and we are more equals of each other, and so on. It has, asfar as|
can see, no implication for how you act. Because you either have some principles, or you don't
have. The more you have some mixtures. It has nothing to do with whether one is morally
-- declaring oneself morally superior to someone. | can disagree with someone, even though |
don't think | am superior. | just disagree, and have a different set of moral values. It strikes me
that we, ourselves, on the Commission, as well as others who talk to us, use these terms all of the
time, asif that settles an argument, rather than enlightens the arguments. So, maybe in our own
discussions, at least as we have discussed, leaving everyone else to their own devices, we will not
use those words because | don't think they help us move the discussion forward. But | want to
express my great thanksto al three presenters this morning. It was very, very helpful.
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Obvioudly, you had spent some time thinking about this, organizing your presentations in ways
which | found extremely helpful. | am very grateful to you for the effort, to say nothing of your
ongoing work in these areas. Y ou, of course, are welcome to stay. Any part of this meeting, if
you'd like to participate. And we will have a chance later on to come back to other questions as
time allows, because | know I’m cutting the discussion period short right now. But | do want to
go to public comments. And | wanted to --I want to apologize to Tom. | had thought | was
going to give him an opportunity to welcome us all formally. | went right into the session. | am
going to give him that opportunity to say something about what options are for lunch in afew
moments. But that kind of priceless information will wait following public comments. | think we
have two people here this morning who have signed up. First on my list is Ms. Vicki Casagrande.
--1 hope | have pronounced that correctly -- from West Bloomfield, Michigan, who wantsto talk
to the Commission regarding the human telebiostimulation and control. Just let me remind you
that the rules here are five minutes each person for public comments. And I'd ask you to keep it
that, if possible, please. Thank you.

Public Testimony

MS. CASAGRANDE: Thank you for having me today. Y ou should all have a
booklet that looks like this. | am here as a representative of victims of telebiostimulation and
control resource, but we call it research. If you could turn to page --there is a definition just
below for you who aren’t familiar with the term. Telebiostimulation and control is the
manipulation of biological processes by the use of --

DR. SHAPIRO: Excuse me amoment. | really want you to wait until we can
really hear properly to give you an opportunity. It's still not working. 1t’s still not working well.

DR. SHAPIRO: If you would like, perhaps, to sit on the corner here. You just
use that and you just sit in the chair there.

MS. CASAGRANDE: Here at this one?
DR. SHAPIRO: Either one would be fine.
MS. CASAGRANDE: Isthis better?

DR. SHAPIRO: Thank you very much.

MS. CASAGRANDE: Oh, no problem. | am here as a representative of victims
of telebiostimulation and control. 1f you'll turn your page, | have a definition just for those of you
who aren’t familiar with the technology, and what it’s al about. Telebiostimulation and control is
the manipulation of biological processes by the use of telemetry. This technology tapped into the
networks of research or targeted living organisms and input signals into the organisms
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neuronetworks. Telebiostimulation and control were used in neural networks where
the brain goes beyond simply recording thoughts as they are processed within the mind. Instead,
technology is capable of placing thoughts, feelings, sounds directly into the mind and relaying
signals to muscles, making them contract and/or release. A little bit about myself. | aman
engineer. | have amasters degree. | have worked for one of the Big Three in Detroit. This
technology is being used on myself, and subsequently | have lost alot of my life. | am now
working again. I’m a senior engineer for asmall firm and trying to regain my life. And I’'m here
today to explain the technology and try to add credibility to what’s going on out there. The next
pageis alisting of nonprofit organizations that are either existing or becoming existing, not
something most mental patients usually do. We are forming. We are gathering together, and we
will be aviable force if we have anything to do with it. The next couple of pages just give you
references to those two other organizations. The next page, victims; very nontechnical, but thisis
what we have. Thisis how we document what’s going on out there. Many victims receive audio
communication, which is placed directly into the brain’s neural network. Asan example of this
technology, the sound of a bird singing outside your living room window can be duplicated
exactly when you're sitting down in a cave 200 feet below ground level. Victims are frequently
subjected to deep deprivation and dream control. Sleep only occurs when and for the duration
determined by the controlling party. Also, avictim could be shaken with panic one minute, and
may be asleep like a baby the next. It’sthat fast. Thisisn't something that happens in mental
patients. It'slikethat. They control it totally. Muscles can be twitched or contracted, either
lightly, or violently. If not to complicate matters, these effects can be placed into the brain asa
sensation, meaning that the muscles felt like atwitch, but it’s not really. And asavictimit’sjust
one of the many things we go through. Victims have felt cold on an 80 degree day, and we have
felt warm standing out in snow in shorts. It overrides everything you actually feel, and makes you
feel what they want you to feel. Asmentioned earlier, thisis a scary party because you can ignore
the victims but thisis how it effects everyone. Thoughts can be placed unnoticed into the human
mind. Also, current thoughts and past experiences can be read from the brains memory banks,
and victims are often subjected to memory blockage, and to the retrieval or at the discretion of a
controlling party. | redlizethisisalot to say, and it’sscary. But I’m here today to try and get
through, and it needs to be dealt with. It’s been covert. It'sbeen under therug. It'stime. It's
getting scary. It’s going to take alot of people. And the next page. Thisisto show you that this
isbelievable. Thisisn't fiction. Walter Hess, back in the early 1920'sto 1940's, started working
with electrodes within the brain, not just on the surface. He was able -- and thisisin a book that
anyone can get from the library. | went to my library and pulled it out. “ A cat’s sudden changes
in behavior startled him. The tiny surge of electricity in the cat’s hypothalamus, a part of the
limbic system, turned the gentle animal into a ferocious beast.” Hess discovered he could aso
control the animal’ s heartbeat and breathing. He was controlling an animal’ s heartbeat and
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breathing in 1940. He won a Nobel prize for this technology in 1940. Unbelievable? It’s written,
it’s documented. José Delegro -- Delgado -- | said his name right. Another scientist came along.
He took up where he left out. He did the exact same thing, but by use of telemetry. Wires were
not needed. He implanted, used implants. Started in 1950, he was doing this research. Suddenly,
we have abreak. We don’'t hear much anymore. Did somebody drop the ball? We're not
looking into the mind? | don’t think so. It’swhen an undercover CIA got into it. If you've heard
of NK-ultra. It’s not talked about. This telebiostimulation has been talked about. Usually, you
hear about different things that the CIA tried to do next. | don’'t have alot of answers. | just
know what’s going on. Next page. Thisis something that we have researched and found. The
review of magnetic neurosurgery research. And over here more than 30 years ago investigators
using magnetic fields to navigate clinical implants through neurovascular systems. It redly tiesin
implants 30 years go. And now with the advent --and then you have to flip quite afew pages.
With the advent of computers, the talking nanochips. If you're --I’'min the engineering field, so
I’m very familiar with nano, microscopic. And you're talking computers, microscopic implants.
Who knows? We think about as a victims group, we try to get imaging. We even wonder if that
would help. Also, we're trying to work with anechoic chambers, trying to see if we are
generating asignal. We must be generating signals. Obviously, we are receiving signals from
somewhere else. It’'s hard to get someone to believe you. In groups we seem to fare better. But,
again, it’sthe researchers, what they do first is get us flat-on-our-back broke, and then we
scrounge up from there trying to recover what we had. Families often try to put us in mental
facilities. You just spend your lifetime -- you spend quite afew years trying to recover. And to
be honest, you only recover if they allow you --you wander. Again, the next pageisjust more
proof of how much we know about the human mind. Hereisthe mapping. Thisisamapping
photo, but yet they don’'t seem to ever talk about thought, think you may have thoughts.

DR. SHAPIRO: I'm sorry to interrupt, but you have to draw your commentsto a
close. We're over five minutes.

MS. CASAGRANDE: Okay.
DR. SHAPIRO: If you could draw your comments to a close.

MS. CASAGRANDE: Outcome, | just know victims, present victims, we hear a
lot from those from 1950's, 1970's. They have actual implants that they found in the *60's and
‘70's, which is believable. We are not finding many implants in ourselves, also believable.
Another oneis aletter in there from an actual officia in New Y ork, who said that we -- that she
believes that she admits that the technology is out there, but yet it’s classified and she can't
discussit. Thisisthe most interesting thing | have is from the French National Bioethics
Committee. | won't read over that, but maybe you've heard about it. They are starting to look
into this, because of imaging technology. They're saying it can read thoughts, and it’s possible to
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read thoughts and | would like you to do the same. The last page may be alittle blunt. As
victims, we get very frustrated. | apologize for those of you who don't even know what 1I’'m
talking about. For those of you who do, please we need your help. | don’'t have -- | guess that
wasit. | have a bunch of just listings of names and some pictures of what’s going on out there.

DR. SHAPIRO: Thank you very much, and thank you for the effort of putting the
material together.

MS. CASAGRANDE: Thank you for listening to me.

WEe'll continue now with Dr. Tillman Bauknight from Cleveland, Ohio. He wants
to address the Commission on the subject of AIDS as aform of genocide in the Afro-American
community. Thank you very much for coming this morning.

DR. BAUKNIGHT: Commissioner and Commission members, yes, it’s a pleasure
for me to be here and be able to present afew of my concerns relative to biomedical ethics. I'm
thinking of first the future. Aswe approach the Y ear 2000, the next century makes a millennium,
a21st Century. 1"'m concerned about the clowning -- cloning, rather, of --that is possible right
now; and, certainly, about genetic engineering, organ tissue transplants, other areas like anti-aging
studies, etc. Relative to organ and tissue transplants, | was very, very upset to find out that at my
university of Howard University, director of Organ Tissue Transplants throughout the country,
was the first one to suggest and recommend that we in America will allow the people on death
row to be taken up to surgery, given injections, and, therefore, harvesting their organs, rather than
taking them to the electric chair. Concern for me, as Afro-American, is that probably 90-some
percent of the people on death row are black, and probably a large percentage of those people are
innocent. SO, thisisaform of being able, | can see of getting good organs through the back door.
And | would like to be sure that these issues are taken up in your deliberations. And | would like
to be assured that there will be a continuous input from the Afro-American community on these
kinds of issues. The next thing | would like to say is something | really would appreciate the
comments that you just recently made. It’srelative to being respectful of other cultures. Andin
that concern, I’m talking about I’ ve heard many times this morning the use of word “developed
and undeveloped nations.” And what my mind goes to is countries like Mali, where they did
cataract surgery quite afew years before any form of medicine like that was known in the world,;
but, yet, they would be considered an undeveloped country. So, inmy mind | think it’'sa
redeveloping country, if you will—Egypt, China, and others. So what to my mind, what thistells
me, it’s another form of racism, or a condescending approach to people not of your persuasion.
And it’snot areal fair description historically. These are passwords that denote something less
than our peace. And | picked it very clearly, and I’'m sure others did, too, in these countries. And
| think that there will be problems relative to that, in all of the research that you're conducting. In
reading and doing alot of research, I’ve taken courses. | have a certificate in biomedical ethics at
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Cleveland State, and I’ ve been interested in this for some time. And | was --in reading literature
from Hastings Institute about in Africa, it’s considered really afair game to do any type of testing.
Thereis no need for informed consent, because the language is so varied and the population and
education -- how nice. So, in other words, thisisjust areal nice playing field, where we the
developed nations can go in and do al the testings that we want to do, ad infinitum. I’m also
concerned because just recently, | think last week, or week before, | was glad to hear on the
media that we have now taken three species off the endangered list. They were the eagle, the
wolf, and the falcon. So, now there is no need for anymore Federal protection of these
endangered species. I’m here today because the number one endangered species on planet earth
isthe black male, 18 to 30. He'snot onthelist. Eighteen to thirty Afro-American: they're
unemployed, they'rein jail, they’re on crack. They're out of here. A whole generation of our
people have been destroyed. Destroy the male, there is no continuity. So, between the jails, the
gangs, crack, these items and forces are in the death, that’s another good source of organs,
because they are fresh and young and 18, etc. That’s probably the best source of organsin
Americais the kids who are dying daily on the streets. But these people, Afro-American youth,
especialy the black male, is not on the endangered species list. Save Willie is, the owl is, but why
not these people? So, when | look at that, then I’ll look at the AIDS situation, the dilemma.
What happened in my research, and | have papersonit. |1 was only able to bring in seven copies.
WEe'll get more copies for you for tomorrow. But there are different forms of AIDS. The same
word, there are three different diseases. One is the disease that Rock Hudson contracted. There
you have the movie stars walking around with the red ribbon. Y ou have Elizabeth Taylor, and
others, who --or the guy with the piano. All of these entertainers of white persuasion, mostly
Anglo-Saxon white males, homosexuals at first, they give the banquets. The second form of
AIDS | fedl isthe type that Magic Johnson or Arthur Ashe had. These would be restricted to
Afro-Americans with some money. The third type, the vast majority of people in America today
with AIDS, are the people on the streets, the homeless people. They don’t get parades. They
don't get the red ribbons. They have what they deserve --same disease, different approach and
consideration and treatment. When AIDS first came out, or, at least, publicly, or attention given
to it, the Caucasian males primarily in an ACT-UP group acted up. And as aresult, very much
funding was directed to them, research was done, and their lifestyle forms were changed, and as a
result the incidence of AIDS in that particular group has decreased dramatically. So, now what
we have is AIDS of adifferent color, black and brown, women and children, but thereisa
different form of AIDS. Just recently our President, who commissioned you, refused to sign a bill
with free needle exchange, which is the problem in the Afro-American and Hispanic AIDS
community. Becauseit’s not contracted primarily due to intercourse, or sexual behavior, it's
contracted through sharing a needle due to economic factors. So, how that is best dealt withis
give them some clean needles. They already are on the drug. But the clean needle exchange
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program would at least reduce drasticaly the situation of passing that virus on to their wives at
home, and their other partners. So thisiswhy it’s going into the heterosexual community, and the
black and brown communities, because they are sharing the needles at the beginning, and then
they go into heterosexual behavior. So, all I'm saying, | have researched all of this and pulled
teeth. Thisisnot what | do for afull-time living. But the point of it is, isthat it’s very clear to me
that there istwo different types, and there is something that’s going on here, that is not into my
interest. So when | look at it, and the other thing that | found, is that everyone who is sitting here
at this -- can you hear me?

DR. SHAPIRO: Areyou nearly through?
DR. BAUKNIGHT: Yes, I'm finishing.
DR. SHAPIRO: Thank you.

DR. BAUKNIGHT: Isbecause of informed consent. Basically, two classes, or
two cases occurred to have the world deal with informed consent: the Tuskegee study, and then
the other one was the German --the Nazi Germany situation during the war. But what happened
is that the German or the Nazi perpetrators were tried, and convicted, and hanged, and etc. When
asked what was the difference, why were not any punitive measures done to the people who
instituted the Tuskegee study, who were governmental, public health officials? The answer was,
“Oh, those were Nazis.” S0, | guessit doesn’t matter. Thank you.

DR. SHAPIRO: Thank you. If you give usthe material, we'll be glad to duplicate
it ourselves. Will be very happy to make sure all of the commissioners all get copies.

DR. BAUKNIGHT: Thank you.

DR. SHAPIRO: Thank you very much. Thank you for coming here today. Let
me now turn to Tom, who could both welcome us and give us some advice regarding lunch.

DR. MURRAY: Sorry, | wasn't here when you arrived. | actually could have
been here in time, had they not closed down most of the lanes on I-71, between the airport and
the university, but welcome to Cleveland. A dear friend of mine, also known to many of you, and,
who, therefore, shall be nameless, once described a party he and his wife held. They thought it
would be redlly fun to invite people from different parts of their life together to a single event.
They thought this would be great fun. It was the worse thing they ever did. They hated each
other, their people. Their different, as it were, families couldn’t have lessin common. Well, this
feelsto me alittle bit like that, a party, but on the good side. It’snot a party. It’sa serious event,
but thisis bringing you together to a piece of my life. Esteemed colleagues, and friends of the
Commission and staff, and my friends, colleagues, and fellow citizens of this part of the United
States, and | hope that you will leave feeling enhanced perception, in fact, and respect for each
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other. So, with that, lunch | gather is--we're on our own. There are a variety of restaurants
within a couple of blocks from here, but there is also a cafeteria right downstairs. If we need to
hurry, that’s probably the best bet.

DR. SHAPIRO: Let me encourage the cafeteriaoption. You'll satisfy other
requirements that you may have at some other moment. Because | do want to start at one.
We're already well behind. We have alittle leeway later in the afternoon. 1'd really appreciate if
you got back here at one. Thank you very much.

[BREAK FOR LUNCH]
Panel Report Update: David Shore, Ph.D., National Institute of M ental Health

DR. SHAPIRO: ... take up the item that we skipped this morning in Alex’ s draft
proposal and then move on to next steps in the agenda. So let me first turn to Dr. Shore. Dr.
Shore, welcome, it’s a great pleasure to have you here. Thank you very much for coming. He will
of course be addressing the issue regarding reporting to usin the health update, and | think we all
have some information to share on that. Dr. Shore.

DR. SHORE: Thank you very much. | appreciate the opportunity to present to the
White House Advisory Commission. | attempted in Los Angeles to give you the very quick
version; | don’t think | did avery good job of it and | appreciate your giving me another
opportunity and some time to walk you through some of the points that we considered and some
of the recommendations that came out of that meeting. So that people...

Five and twenty years service on their local IRB. Therefore, they have been
wrestling with these risk-benefit, informed consent issues on a fairly regular basis. And we
thought that they had some valuable experience to share and perhaps to help guide other IRBs as
they seek to address some of these controversial issues.

The group in particular | think was helped by Gary Ellis early in the meeting,
reminding us that the current Federal regulations already provide for the provision of additional
safeguards by IRBs when potentially vulnerable subject groups are involved in the study. | was
asked what was the difference between our approach and your approach and the way | would
express it would be the difference between strategy, long-term changing laws, and tactics which
was more our approach. Given the system as it exists today, how can we make it function better?
How can we not depend on the Congress to change alaw or the Department, etc.? Where do we
have leverage right now?

These are the members of the expert panel. Ned Cassem is a Jesuit priest as well
as a psychiatrist. We have experts on substance abuse, disorders of aging, psychopharmacology,
representatives of the Alliance for the Mentally 11l and the Alzheimer’s Association, and our
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representatives of Arenaand Primmer. Laura Roberts, to my knowledge, is the only individual
who’s formerly trained as a bioethicist and a psychiatrist. So, | think we had a very good group
again, virtually all with extensive IRB experience. The presentersare | think well known to this
group since you have had on your agendain recent months severa of these individuals. Y ou've
heard from Gary. Laurieis, of course, on the panel. Abel Shamoo presented as did Alice
Wichman of the NIH Clinical Center.

Let me start out with what |1 would consider some of our shared values--call them
biases if you will. We' ve believed research on the etiology of these disorders is greatly needed.
We do not know the etiology of autism, Alzheimer’s disease, schizophrenia. And, there are no
satisfactory animal models, so such research must involve human participants. Were we to
confine such research to the least ill individuals, we would | think be doing a disservice to those
who are most severely impaired because they are precisely the individuals who have the most to
gain and have the greatest need for the benefits of research that will uncover etiology and new
treatment targets.

We aso felt that we needed to engage experts on the plentiful disorders and the
symptomologies. Again, this was a matter of tactics. We thought that changing some of the laws
involved might take a decade, and as you’ ve seen with the sheep cloning, events have away of
overtaking our well-planned schedule, and our concern was that rather than try and focus on what
the law should say in ten years, we needed to think about how we can better inform the IRBs that
are considering these issues this year and next year.

And, finally, we needed to be very clear that serious abuses of human subjects have
occurred, whether Tuskegee or Willowbrook, and we need, as the Nationa Institutes of Health,
to recommend steps that will decrease the likelihood that we will see a recurrence of such
problems. Inthe past, asin Willowbrook, people have been subjected to abuses smply because
they were compliant. In other cases, the informed consent process was not adequate; people were
not properly informed of the risks or aternativesto research. So, the panel asked, essentially,
how the local IRBs might best fulfill their responsibilities to protect research participants. Again,
we looked at IRB discretion. We considered that, as the biochemist would say, the rate-limiting
step because at NIH we do not fund studies that have not been previously approved by an IRB
that either has a multiple-project assurance or a single-project assurance. Our processis
somewhat different, and that you heard about this morning.

There were attempts to describe what we call pointsto consider when involving
individuals with questionable capacity to provide informed consent. And the four topics on which
we focused were the roles and responsibilities of IRBs, surrogacy, and advance directives. The
assessment of capacity to consent, which you heard about through Dr. Appelbaum here
previoudy, and the issue of conflicts of interest, and I’m going to touch on each of these in turn.
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In terms of the recommendations that came out of this group--thisis actually fairly
similar to arecommendation that the National Alliance for the Mentaly 1l has been talking about
for the last severd years. It wasfairly clear that while the Federal regulations mandate five
individuals on an IRB, one of whom should be from outside the intitution, if we have an IRB
with 20 members and we still only have one individual from outside the institution who represents
the views of the community, the views of the consumers, the views of the families, that that
outlook is at risk of being diluted and we felt that additional membership of individuals who can
represent the views of the community, the views of the subject population, the views of the
families would be very beneficial and could head off some of the potential problems that have
already occurred. 1RBs should be hearing from consumers, advocates, and others who are
independent of the institution.

The second, in effect, follows | think from the first, which that, as was pointed out,
IRBs already, as you'll see in the handout that’s outside with 45 CFR 46 can aready require
additional safeguards. We recommended--the expertsto NIH recommended a dliding scale such
that the higher the risks, the lower the benefits, and the greater the impairment of capacity to
consent the more safeguards should be considered. Waiting periods, monitoring, frequency of
reporting--in particular, the IRBs should consider the potential value of an independent outside
monitor either representing the family, the clinician, or the IRB in cases where there seemsto be
relatively high risk and individuals may be relatively impaired.

It was also pointed out that IRBs may or may not realize they already have the
right to observe virtually all of these processes from recruitment through the informed consent
process through the debriefing of subjects after a protocol, including the debriefing of family
members. S0, again, we recommended that greater scrutiny be given to studies that have
relatively higher risk. We opted against the rows and columns and figuring in which category a
particular project would be and then automatically applying a certain set of procedures. We
decided that if the local IRB is really representative of the broader community, it should be able to
judge those factors.

The issue, then, of surrogates--we believe that in many cases if an individual
cannot understand all aspects of the protocol, a family member may be quite helpful in trandlating,
if you will, the document; and whenever possible a surrogate should make research decisions
reflecting the views of that individual when decisionally capable based on prior decisions. | think
many people have recommended the best interest standard, but what that would do would ssimply
be to outlaw research on people with disorders such as Alzheimer’ s disease since arguable the
best interest isto leave that individual alone. And, therefore, in many cases we see individuals
who expressed a prior desire to participate in research studies to see that their generation is the
last that will have to suffer through this disease. But it seems that there is some risk that
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individuals will have aright to say no but will not have aright to say yes.

In terms of assessment of capacity to consent, we are along way from
understanding how to properly addressthis. You've heard four different criteria. We came down
in favor of arather more strict criteriathanis, | think, currently being used. We were concerned
that some individuals can recite back alist of side effects or alist of facts about a given protocol,
yet may be delusional about the study, delusional about their part in the study and how it might
affect them, and therefore we believe that there should be priority given to developing instruments
that can detect an individual’s appreciation. Unfortunately, as we've heard in Los Angeles, that is
arguably the most difficult of Dr. Appelbaum’s criteriato formally address and we believe that
NIH should prioritize this and the group recommended that the institutes do so.

It was also pointed out that comprehension for a person being capable of informed
consent is not necessarily a yes-or-no, black-and-white decision. IRBs should also consider ways
to enhance the individual’ s understanding and appreciation. Y ou heard me talking all about giving
small amounts of information repeatedly over time, about giving out a single sheet summary of the
key aspects of the study every time the individual comes in to participate in part of the trial, and
that may be considerably more valuable than having a six-page, single-spaced document in the
individual’s research file or lost in their home somewhere. Questions should obviously be
encouraged. If we don't communicate better, we're just asking for additional problemsin the
future.

Conflicting roles, potentia conflicts of interest--here we' re talking about
everything from financial to concern over mixing clinical roles and research roles, and | think
these need to be addressed by the investigators and carefully considered by the IRBs since
individuals with severe cognitive impairments may be more vulnerable to the therapeutic
misconception.

Last, but not least, there was a view that this group felt that the common rule
should apply to all human subject research involving individuals with questionable capacity for
consent.

The implications--obvioudly the state of our knowledge concerning etiology is
relatively primitive for severe mental disorders. Such research must involve individuals who are
affected by these illnesses directly. Ethical research hinges upon informed consent, confidentiality
protections, and adequate review.

We briefly considered issues such as placebo controls from washouts, etc., and
decided that in order to really do that justice we would need another meeting and we are now
planning such a meeting for the future to talk about research design and perhaps the talk following
mine will lead into that.
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In general it seemed that the advocacy groups understood the need for a better
understanding of the underlying causes of these diseases, and they also understood that the
biological vulnerahilities, as revealed by genetic studies for biochemical measures concerning who
might best respond to a given treatment, might well not have direct benefits for that particular
individual and in my attendance at these meetings it seems that research without the prospect of
direct benefit of greater than minimal risk is of primary concern to some of the people who have
spoken here in past sessions. We try to make clear that if we outlaw research that does not
present the prospect of direct benefit and exceeds minimal risk, we may be making it extremely
difficult to help the next generation of patients who will be admitted and the next generation of
medications that will be used for their treatment.

Okay, | have three dides left, so | think I’'m doing all right astime. Again,
promising genetic paradigms. Designs intended to predict which individuals will benefit the most
from which treatment generally involve ether taking blood from an individual, finding a gene five
years later which may or may not lead to understanding the etiology. We know that some
individuals respond very well to certain treatments; others are troubled by side effects and don't
respond very well. We would like to go back and understand the biological differences between
people who respond very well to treatments and those who don’'t. Such studies would not be a
direct benefit to those individuals, but they would potentially be of great benefit to the next group
of patients who will come into the clinic with that same disorder. So, the concern was that we
need to know why some people respond to treatment and others don't, and what genetic factors
cause people to be vulnerable to the development of these severe disorders so that future
generations of the same families do not continue to be at risk.

There was also a concern about--of the need to compare people who suffer from
one particular type of mental disorder with individuals who have a different disorder or a different
form. A childhood onset obsessive compulsive disorder vs. adult onset. There seemsto be a
trend toward narrowing the focus of distributive justice such that if we were studying a
comparison population, that some people seem to be saying that research should be outlawed. If
we go back to research of 30 years ago in which we compare chronically ill patients with healthy
college students, we're not going to learn agreat deal. We' ve discovered that until we can
disentangle the effects of treatment of chronic illness, of hospitalization from the effects of the
underlying illness, we are not going to be of the notion to understand the path of physiology.

And my final dide. Different degrees of research, risk, and decisional impairment
should, the panel argued, lead to different levels of scrutiny and different levels of safeguards.
Additional protections, everything from involving the family surrogates and independent
monitoring may be quite advisable in high-risk protocols. But if we treat everyone who has a
cognitive deficit as incapable of understanding research, that’s really not accurate, and that’s
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really not respectful of those individuals. Scientific neglect of mental illness and substance abuse
is not exactly beneficent and just and we, again, are trying to strike a balance maximizing the
potential benefits, minimizing the risks, and comparing the risks of the experimental interventions
with those that are intrinsic to the source being studied.

S0, that isall | wanted to say. | left some time for questions. Oh, thank you very
much.

DR. SHAPIRO: First of al, thank you for being here today and preparing this
presentation for us, and thank you aso for mobilizing the panel in the first place to consider these
issues, which as you know we consider really quite important and very relevant to our work. So,
we're very much the beneficiary of some of this and thank you very much for that. But let me
move, now, to questions and let me turn to Dr. Childress so | know--1 saw hisarm up early in this
discussion.

DR. CHILDRESS: First of dl, | just want to echo the expression of gratitude to
Dr. Shore and his colleagues for arranging the conferences our Chair has indicated, and also for
giving NBAC members a chance to be at the conference to listen carefully to what was being said,
and also to have an opportunity at the end of the conference to actually try to incorporate some of
the suggestionsinto the evolving draft. So, we're very grateful for all of that, and aso for the
written statement now because some of the formulations here are illuminating in different ways,
even than the earlier discussion.

One clarification, though, and then one question. The clarification has to do with
the way in which some of the discussion in the work and some of your comments today seem to
suggest that NBAC' s drafts along the way and the discussion and the meetings have really put
greater-than- minimal-risk research without the chance of direct benefit at risk of being outlawed.
But really what we' ve done is actually said in most of the drafts that informed consent is required
and if, for instance, as the document suggests, that you can have altruism combined with cognitive
impairment, that is certainly true. But, we're suggesting that at least in the draft--we haven't
voted on all this yet--that it may be very important to think about altruism in relation to people
who can actually give voluntary informed consent. So that’s a clarification, because as our drafts
evolve we' ve not made efforts toward outlawing this, but rather setting certain kinds of limits on
it.

The question that | have isthis: | seem to hear in your comments today a little
difference in tone from the conference, at least on the part of several speakersin the conference,
regarding the question of possible regulations. There seemed to be at the conference a tendency
to say no regulation unless they’ re mentioned in the guidelines. And yet in your remarks today
there was much a more tentative approach and less distinguished strategy and tactics so it would
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be difficult to bring about regulatory change, so let’s go with guidelines. And then the
recommendations we are considering--some would be for regulations; some would be for
guidelines. But | guess what | was wondering is whether this document’ s maybe in contrast to
some of the specialty conference, isn't now as opposed in principle the regulation, but rather asa
more practical matter it’d be difficult, take time, etc. 1t'd more effective to go the direction of
guidelines. Isthat a shift in views?

DR. SHORE: The only one of our recommendations that | believe would require
legidation isthe last one, actually—of the application of the common rule to all research involving
the cognitively impaired. None of the other seven, the other six recommendations would require
regulation and then in effect all could be implemented now by IRBs around the country, and that’s
why we took that approach. Again, we're given a system which was intentionally decentralized
and the ultimate authority was given to the local institution to citizens who live in that area to
people who feel strongly about issues in that area, and we thought that in this current political
trend brief

that it was relatively unlikely that a big-government solution was likely to soon be implemented
and therefore we focused on what could be done now. | think that IRBs are having difficulty.
The same protocol reviewed by three different IRBs might be considered acceptable,
unacceptable, or in need of revision, and | think IRBs have been asking us questions, have been
asking each other: How do you deal with this problem. And, that’s why we brought together
IRB members who have--we'll, when we tried this, thisis what happened and this is what worked
and when we tried thisit was adisaster. So, again, we're trying to realy provide more points to
consider; that is, consider the risk, consider the degree of impairment, consider the prospect of
benefit, and then bring in family members if you feel that the subjects are at risk or
misunderstanding. Have an IRB representative present. Y ou don't need legidation to require
that. And again, the process can and should be visible throughout.

DR. CHILDRESS: | guess|’m unclear, then, would you have any objection if, for
instance, through a change in regulations, IRBs would be required to include at least one voting
member? | would say one could offer this guidance but one might also seek a change in
regulation. DR. SHORE: IRBsare already required to include one voting member from
outside the ingtitution. It was our concern that of the five required members thereis only one
who isrequired to be from outside the institution at the present, and we now we see IRBs that
consider a broad range of protocols and can take 20 or 30 members. And it was our viewpoint
that the expression of views from outside the institution needs not to be deluded. One person has
a hard time speaking and convincing 30 others and that people should be brought in with specific
expertise when such protocols are considered. 1RBs already have the authority to do that and
they already have the requirement to have at least one person from outside. We emphasize there
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be at least one.

DR. SHAPIRO: Thank you. I’'mjust conscious of the time, so with no disrespect
to anyone | think we could try to keep questions and answers within three minutes or so;
otherwise, they' Il be considered speeches, which are out of order at this point in time.

Mr. Capron?

PROF. CAPRON: | have several questions | wanted to ask you within the three-
minute limit. Let me ask thisone. The problems with certain kinds of psychiatric research in
terms of design and informed consent have gotten a good deal of attention for a number of years.
The UCLA study, the court opinions, and so forth. Has thisled to changes in the protocols
conducted or approved at NIMH? And if so, how do these factors that have drawn concern get
flagged and taken into account in the decisionmaking process about which studies to conduct or
fund? And how many protocolsif any have been affected and disapproved because of such
concerns?

DR. SHORE: Okay, | actually think | can answer that in three minutes. The
answer isthat yes, since 1994 we have changed things a great deal. In fact, we sent out between
200 and 300 copies of the OPRR report to all of our investigators who were doing research that
might have might have anything to do with the kinds of designs that were used at UCLA. That
was our first step. We have seen considerably more IRB comments and concerns coded on the
peer review process as part of the outside scientific merit review. Studies cannot be funded with
an IRB concern until that’s resolved between NIMH staff and OPRR. IRB comments--we
routinely require they be addressed if a study’s going to be funded. The third part was how have
we changed the way we do business. Since | guess I’m the person responsible for doing that, |
can answer that fairly clearly. | think what we have tried to do in the last couple of years has been
to identify protocols that raise this kind of issue: Taking people off medications to which they
have previoudy been responsive; prolonged medication-free intervals, especially in outpatient
settings. And we have in many cases required the consent documents. In some cases, frankly
required changes in the protocol. 1’'ve gone over to Executive Boulevard on many occasions.
And we wanted to make sure that the consent documents explain clearly the risks and the
alternatives so that if people wanted to participate they could do so, but that those risks were
adequately described. And, in some cases we wrote paragraphs describing certain kinds of risks
for certain kinds of studies and they were adopted, so we've been alot more active. | would say |
look at probably one protocol a month of new studiesin that way.

PROF. CAPRON: If I could just understand the process a little more clearly.
There was a time when what | understood from OPRR was that study sections (if | am using the
right term) didn’'t see this as part of their review of consent documents or the human subjects
protection issues as such, but occasionally those issues emerged from the discussion but weren't
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really seen as an assigned responsibility. So, if | could just ask: Have the changes that you
described in NIMH been accompanied by some formal directive to study sections about their
responsibility in this regard, or has this been more or less what you are regarding as a heightened
sengitivity in the community; and, secondly, isit only in those cases in which you see something
fall into the categories of research that you mentioned that you requested consent documents, or
are those now routinely reviewed either by the study section or by your office for either all
experiments or al categories that you've set out someplace where we could see a listing of them
rather than just hearing it orally here?

DR. SHORE: 1 think | can answer those also. | think it is a misconception that
IRBs, IRGS, or study sections--either term applies--did not look at human subject issues. At least
for the last ten years as far as|’m aware since I’ ve been gitting in on study sections, there'sbeen a
requirement and informed--pink sheets—at the end of a section that refers to human subjects and
therefore the reviewers are required to address that. Often reviewers ask to see consent
documents--not always, in certain kinds of studies more often than others. And, so, if the
reviewers want to see the consent documents, they can ask for them. They can take theminto
account and decide whether they’re satisfactory or not. And then they can decide whether to
code an IRG comment or concern regarding human subjects. That’s been the case for at least 10
yearsasfar as| know.

In terms of routinely reviewing consent, we don’t maintain a repository of consent
documents because very often they change each year. The consent documents--well, these
regulations haven't changed in 15 years. | think it’s--most of us who have been involved in
research are aware that the standards by which consent documents are judged have changed
dramatically over the past 15 years and that’s why we specifically tell people not to take an old
consent document that was approved by your IRB and assume that it’ [l be okay now, because
there’s a very good chance that it would be considered inadequate now. But we do not routinely
look at all informed consent documents. What we do iswe look at specific kinds of what we
consider to be potentially higher risk studies.

DR. SHAPIRO: Thank you. Steve, then we're going to have to go on to our
next--.

MR. HOLTZMAN: AsJim Childress said, the draft in its current state does not
recommend prohibiting nontherapeutic research involving greater than minimal risk per se. It only
effectively prohibitsit in the case in which the individual subject is incapable of giving informed
consent. My questionto you is. If you wereto look at, on average, a 100 protocols involving
nontherapeutic research involving greater than minimal risk, how many of them require individuals
who are incapable of giving informed consent?
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DR. SHORE: Well, let me give you a good example which will probably--.

MR. HOLTZMAN: I’'mtrying to get my arms around the magnitude of what is
potentially being prohibited.

DR. SHORE: Let me give you what | think is one very accurate example:
research on the genetics of Alzheimer’s disease. The studies that have been conducted thus far
that have identified or applied different genes that seem to confer a substantial vulnerability to
Alzheimer’s disease have typically involved the study of affected sibling pairs--an older brother, a
younger sister, etc. Inthat case, given the progression of Alzheimer’s disease, it is amost
inevitable that by the time the younger sibling develops diagnosable Alzheimer’ s disease, the older
sibling is probably not capable of providing informed consent.

PROF. CHARO: I’'m sorry--excuse me, Dr. Shore, but since all you would need
to do is venipuncture, which is minimal risk--.

MR. HOLTZMAN: Most people have said genetic studies involve more than
greater than minimal risk.

PROF. CHARO: Thisis-no, thisis exactly where the discussions are, but in this
particular case you have the disease already. Y ou’'re aready symptomatic, you've already been
diagnosed, it’s not new information. So, it’sjust the venipuncture.

DR. SHORE: | would agree with you that in my view, as aformer IRB member, |
would see a study in which looking at medical records and taking a tube of blood aslong as
alarming information is not passed on to the individual or the family might meet minimal risk
criteria, might qualify for awaiver of informed consent, but not al IRBs feel that way and many
of the people who' ve testified before this group seem to oppose waivers of informed consent.
And, it was my concern that certainly earlier versions of your document seem to make it very
difficult for studiesin which, for instance, insurance discrimination, employability discrimination
based on confidentiality issues might cause this, as Mr. Holtzman was suggesting, to be greater
than minimal risk.

PROF. CHARO: I'msorry. We're going to be getting into this tomorrow,
obvioudly, so it has dop-over to the definitions, what--the content of the meeting of minimal risk,
but to the extent that people have argued that genetics research frequently is nonminimal risk, it’s
in the context of fishing expeditions, in which you're looking at asymptomatic individuals and
looking for markers for things that you think might predispose. It’s not in a Situation in which
somebody’ s aready symptomatic where they’ ve been diagnosed. Anything that’s going to be
found is aready evident, so that the research is not creating a new risk except to the extent that
you're doing the blood draw. So I'm till--1 find Steve's question about the magnitude of
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experimentation that might be somehow cut off by the recommendations of this report to be a
very good question--1 would love to understand the magnitude of what’s at stake, and yet | find
this particular example perhaps not the most persuasive one for getting at that category of
experimentation.

DR. SHORE: I'll give you another example: Consider individuals with certain
forms of rapid cycling bipolar disorder. Some people respond very well to lithium; some people
respond very well to anticonvulsants, some people don’t respond very well to any of those
treatments. 1t may well be that they differ in receptor subtypes and that a spinal tap might be
necessary to detect such differences to predict which individuals in the future would respond to
which treatment, that spinal tap is not likely to help that individual because that individual has
already either responded or not responded. It was my concern that a blanket outlawing or making
it so difficult that one would have to go to the Secretary of Health and Human Servicesto get a
waiver, would in effect make it impossible to do such studies, and presumably the next cohort of
patients could benefit from that information.

MALE VOICE: All right, let’s-if there are some questions--1’ll turn to you, Eric,
but let’s not try to settle all the issues now because we don’t have time.

DR. CASSELL: It'sa10-second response. The way the report is coming out,
those would be permissible studies given certain protections that don't presently exist, but they
would be permissible studies so it would not be ruling such a study out.

DR. SHORE: I'mglad to hear that. | was very alarmed by some of the earlier
Views--.

DR. CASSELL: Particularly in the example you used where the question of
capacity of consent in that particular example of manic depressive or--bipolar rapidly cycling, the
issue of impaired capacity of consent isnot as great asit is, for example, in Alzheimer’sor in
schizophrenics and so forth.

DR. SHORE: A person with rapid cycling bipolar disorder can be quite psychotic.
DR. SHAPIRO: We will have an opportunity to return to this question.

DR. SHAPIRO: We'll return to this question.

DR. CASSELL: We appreciate the input and we'll be discussing it.

Psychiatric Symptom Provoking Studies: Donald L. Rosenstein, Ph.D., National Institute of
Mental Health

DR. SHAPIRO: Correct. Thank you very much, Eric. | appreciate the comment.
Dr. Shore thank you very much aswell. | really appreciate it as well as you're help in previous
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Commission meetings. 1'd like now to turn to Dr. Rosenstein, who will talk about a subject
which can be described in many ways--psychiatric symptom provoking studiesisthe way it's
listed in your agenda. Dr. Rosenstein, thank you for coming.

DR. ROSENSTEIN: Weéll, thank you very much for this opportunity. It’struly a
privilege for me to be here to talk with you about psychiatric symptom provoking studies. The
reason this research strategy is so interesting and challenging to me isthat it kind of commands
our attention on the scientific and ethical questions that are redly at the heart of research with
vulnerable subjects. What justification is there for intentionally producing distress in research
subjects? What are our standards for adequate informed consent? How are risk-benefit
determinations made? What is the nature of the subject/investigator relationship? Psychiatric
symptom provoking studies bring each of these issuesinto bold relief and | think it provides an
opportunity to really understand what the issues are in away that sometimes gets confused.

My main message today is that like so many of the complex issues that your
Commission is considering, judgments about these studies depend critically on why they are done,
when they are done, with which subjects, under what circumstances. In short, it’s the context of
this research paradigm that is most important in the evaluation of the ethical aspects of them.

Before | get into the body of my talk, what I'd like to is just mention very briefly
what my history iswith this, how | got interested inthe area. And | also want to publicly credit
Dr. Frank Miller for--if you'll excuse the pun--for provoking me into taking a more serious look
at the bioethics of this research paradigm.

Dr. Miller is a bioethicist and a philosopher, and currently serves on the NIH
Clinical Center Ethics Committee and the NIMH IRB with me, and | had a collaboration with him
for the last six or seven years. About four years ago he came up to me and wanted to have a
discussion about some of the studies that he had seen on the IRB that were troublesome to him.
And to make along story short what he was bothered by was the concept of the personin the
white coat taking someone who was sick and making them feel worse. And | think it’s important
at the outset to acknowledge that for many people, upon first hearing about these studies, thereis
asimilar emotional reaction to this, and o it’s--1 think that there are very legitimate ethical
guestions and my hope isto put these studies in some kind of perspective and to offer some
suggestions about how to evaluate them. | believe that you’ ve been given a copy of the
manuscript that we wrote, and | believe that that’s why I’'m here today.

Let me begin with an overview of what | want to say. First I'll offer a definition of
what psychiatric symptom provoking studies are, and then briefly mention some examples of
challenge paradigms in other fields of medicine. 1I’ll then address the scientific justifications for
doing this type of research. Then | want to move on to what | mean by the contextual and timing
influences and, in particular, how they impact on the ethical considerations. And then finaly |
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want to end with some specific recommendations to investigators, subjects, and IRBs.

S0, one definition of psychiatric symptom provoking studiesis as follows. The
administration of a psychological, physiological, or pharmacological challenge to elicit psychiatric
symptoms for the purpose of identifying their neurobiological causes and consequences. Now, |
think it’s particularly important to keep in mind that the point of these studies isto model
psychiatric disorders so that we can learn more about them. There is not very much inherent
value in demonstrating that you can make someone anxious, make someone sad, make someone
psychotic or more psychotic. However, | think there is compelling scientific value in identifying
relationships between symptom expression and underlying neurobiology.

A second point | want to underline is...these symptoms are not unintended side
effects. | think alot of people, including investigators, can get confused about that. Any time a
drug or other intervention is presented, there’'s potential for both intended, usually beneficial
effects and unintended adverse effects. In symptom provoking studies, the whole point isto €licit
symptoms that are characteristic of the condition under study. In this respect, psychiatric
symptom provoking studies really did extend out of atradition in medicine, | believe, of turning
on or stressing the system in order to learn more about that system under dynamic conditions.

Now, I’m aware that this next slide may be controversial because I’ ve listed some
of the other challenge paradigms in medicine. But | hope you'll give me an opportunity to at least
offer my opinion about the goodness of fit and the limitations of such analogies.

Just very quickly--one you’'ve, I’'m sure, heard about is cardiac stress testing to
uncover angina. We're all familiar with that. Glucose tolerance testing. Tests of new analgesics.
Electrophysiologic stimulation. Instead of putting a sock around the heart and stimulating
different areas of the heart in order to identify areas that--where there may be a focus of
arrhythmia, and then trying out different antiarrhythmicsto try to suppress that focus. Sometimes
flashing lights in front of someone with a seizure disorder is used to identify an areain the brain
where there’'s a seizure focus. Certain kinds of bronchodilators have been used in testing
pulmonary function.

Clearly, some of these examples are very well- established, validated, and safe
diagnostic tests that are used in clinical practice. 1'm not going to suggest that the psychiatric
symptom provoking studies are at that point yet. | understand that difference. Some of these
have had profound benefits in terms of changing clinical practice. Some have had less--you know,
or more modest clinical utility, and some of these are purely investigational. For instance, in the
endocrinology world, the standard test to provoke the hypothalamic pituitary adrenal axis is CRH.
Wéll, it looks like in the investigational setting interleuken 6, when administered, is a much more
potent stimulus for the HPA. Now, | don’'t know whether it’s going to develop into a clinical test
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or not, but there are certainly other examples in medicine where provocation is used to learn more
about the underlying condition, and hopefully we'll at some point have more direct clinical utility.

S0, again, the point is not to represent nontherapeutic psychiatric symptom
provoking studies in the same light as validated diagnostic tests. Some may or may not develop
into that direction. The point isthat thisisthe way of thinking—again, in the tradition of
medicine, where you stimulate a system under dynamic conditions in order to learn more about it.
It’s not unique to psychiatry.

| think areasonable question is: |s there something fundamentally unique about
triggering psychic distress, and | think that’s a debatable issue and | would argue that to do some
of these studies, thisis the only way you could do it, but | think that there are legitimate claims
that there’'s something a little bit different about the psychiatric distress, although other people
would argue that it’s not fundamentally different than making somebody short of breath or having
angina or some other symptom expression of what they suffer from. 1'm sure there'll be
discussion about that.

For returning to psychiatric challenges, the scientific literature contains a great
variety of symptom provoking studies. Some employ purely psychological provocation such as
public speaking or mood induction, but clearly the predominant paradigm is to use the medication
to induce the symptoms of the disorder under investigation. For instance, intravenous infusion of
lactate or inhalation of carbon dioxide has been used to precipitate panic attacks within the clinical
research setting. Tryptophan depletion has been used in affective disorders and a number of other
conditions. You’ve heard about amphetamine, methylphenidate, ketamine to probe perceptual or
cognitive symptoms characteristic of psychosis. Interestingly, scopolamine is an anticholinergic
agent that impairs memory and is currently being evaluated for its potentia as an early predictor
of dementia of the Alzheimer’stype. Thisis, | think, a good example because--and we now have
agents that can be used to delay the onset of the memory impairment in Alzheimer’s disease, and |
think that it would be wonderful to know who is at risk early on so that interventions could be
started sooner rather than later.

| think it might be helpful to go over in some detail one symptom provoking
paradigm, and that’s the tryptophan depletion study. In this paradigm, which has been used in a
number of different conditions, mostly in major depression, the basic procedure is that if someone
presents with a major depression and then is treated successfully with a selective serotonin
reuptake inhibitor, a type of antidepressant, SSRIs --and | name that because the proposed
mechanism of action is thought to be modifying availability of the neurotransmitter serotonin in
the central nervous system. Patients will--subjects will come in and be treated with an SSRI, and
if there’ s aresolution of their symptoms then under double-blinded conditions with a placebo-
controlled paradigm, an amino acid drink is given. Either a placebo, whichisin the red line--it's
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kind of hard to see where it doesn’t change tryptophan levels—or a specific amino drink which is
designed to acutely lower tryptophan in the blood and hence in the CSF. What the point is, isto
see whether there is atime-limited and brief-1’ll talk about the scale in a minute--increase in
depressive symptoms that then might be correlated with a variety of different neurologic
measures, either hormones that are measured or perhaps some kind of brain metabolism scan.

Thisisthe Hamilton depression rating scale, and just to put this in perspective, you
know, numbers in the teens are usually kind of consonant with what we might see in amild to
moderate depression. | should mention that the tryptophan depletion study, at least in depression,
seemsto be afairly specific probe in that individuals who have responded to an SSRI are much
more likely to have atemporary increase in their symptoms than individuals who have responded
to an antidepressant that has a different mechanism of action such as dizipramene, whichisa
selective inhibitor of norepinephrine.

S0, then, the next question is why do a study like this? And | think there area
number of important justifications to keep in mind. One isthat one of the best waysto illustrate
that a particular biological factor actually causes something isto block it. This paradigm allowsin
a sense one way to look at whether you can first elicit a symptom and then have a very specific
way to block it, and I’ll show you an example of another paradigm in just a moment where that
was what was used. The tryptophan depletion paradigm is an example. Again, it's made
tremendous contribution, | think, in our understanding of the surrogate nerve mechanisms and
mood disorders as well its implications for treatment. Clearly, if we can identify some sensitive
and specific diagnostic tests for avariety of different psychiatric disorders, it would pave the way
for intervening much earlier under different treatment approaches. While | will acknowledge that
we're not here yet with any of these psychiatric symptom provoking studies, thisis a very
reasonable hope that if someone comes to see a psychiatrist right now with a mgjor psychotic
episode or major depression, there' s precious little information that we have to decide which of
multiple agents are really better for that individual person. The ultimate goal, | think, for many of
these approaches is individualized therapeutics to predict who's likely to respond and who’s not
and whether there are underlying biologic predictors of different response or even drug toxicity.

Let me give you an example of one challenge paradigm that at least startsto
approach this condition and I'll try to run through this quickly. What you have here is a scale
turned upside down of sadness, and these are self-ratings of--mood ratings of a woman who
suffered from severe premenstrual syndrome. Every month just prior to and through her menses
she had profound sadness with suicidal thinking, and this was predictable every month, right here.
She was enrolled in astudy at the Clinical Center in which she received--it was a clinical trial
where received, in this bar here, lupron, which is a synthetic GRH analog. It essentially shuts
down ovarian functions temporarily, and what you see then isthat in the period after she received
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the lupron her symptoms went away. And, here's where the provocation comesin. Under
double-blind conditions, she received--and this was randomized--either estrogen or progesterone,
and what you can see is an exacerbation of her symptoms. Again, thisis under carefully
monitored clinical setting. There was a brief increase of symptoms here--less so with
progesterone. Clearly, the study was not designed as the diagnostic test for her; it was designed to
learn about the role of reproductive hormones in awell-characterized patient population under
carefully controlled and monitored conditions. Nonetheless, what happened with this individual
was there were recommendations at the end of her participation to her gynecologist with respect
to what reproductive oral contraceptive agent we tried and which concentrations of estrogen and
progesterone. For other women who didn’t have such a clear response to suppression of the
ovarian cycle, there have been a number of women who had previously considered pherectomy as
atreatment for this and then no longer considered that. And so at least it’s possible to envision a
time when there might be an individualized characterization of someone’'sresponse. Again, we're
not there yet.

o, really, the question | think for thisgroup is: Under what circumstances are
psychiatric challenge studies acceptable or not? And, thisiswhere | think context and timing
become particularly important.

Some studies simply can’t be done without doing symptom provoking studies. For
example, the brain metabolism studies through looking at provocation and kind of the
neurobiological effects of different drugs with suspected mechanism of action that are related to
the underlying path of physiology require a symptom-free and on-symptom state. Y ou spend a lot
of time, | know, considering a clinical state of subjectsin clinical research, and thisis clearly one
of the most important aspects because it goes directly to informed consent. And, it’s obviously
one thing to ask someone who's in remission from a syndrome if they’ re willing to do a study that
may make them feel worse temporarily and quite another to approach someone who’sin an
acutely decompensated state with the same request.

Thisis something that Dr. Miller and | have been thinking more about lately, which
is how are symptom provoking studies as individual protocols connected to alarger research
program? | think that there’'salot of potential for blurring of some of the important distinctions,
and I'll say something more about that in aminute. But the basic idea hereis. Are these add-on
challenge studies that are being done when someone is going to be in a drug washout phase for
other reasons, or are there design aspects of the study that are put in place specificaly to alow
the possibility of symptom provoking study? | think that the fact that most of these studies can be
best characterized as nontherapeutic makes it particularly important to keep the individual
protocol distinct from how it fits in with an overal program, which may be fairly characterized as
expected-benefit participation.
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The last point hereis one that | also think hasn’t been given as much attention in
the literature as certainly | think | should, and that is: What’s the relationship with the
investigator? Isthis alongstanding relationship, or isthis a brand new and somewhat anonymous
relationship? Isthe investigator asking someone that they’ ve known for many yearsto do
something that they believe is mild and short duration? Or, isthis arequest that is not taking
place within the context of an ongoing relationship?

This notion of the quid pro quo--1 hope there' |l be some discussion about this
because | think that there is essentially a more or less explicit quid pro quo in much of clinical
research and | personally don't think that there's anything in and of itself that’s wrong with that.
And, | think that--my hope is that increasingly, the quid pro quo can be brought into the light of
day and discussed in a more straightforward fashion, and subjects can make a decision about
whether they’re willing to do something knowing that it may make them feel worse temporarily
and is not going to benefit in exchange for participation in an overall program that may in fact be
to their benefit. 1'm sure there'll be discussion about that.

Now, | know that this then kind of leads directly into what the fundamental ethical
issues are, and we spend alot of time talking about decisionmaking capacity in the role of how to
assess informed consent. I’'m not going to comment on that right now. | do want to mention,
though, that it isimportant to highlight this notion of therapeutic misconception and certainly it is
described by Appelbaum and his colleagues. Thisis a common and significant problem in
research subjects. | would just like to make a point here that this is not a one-way street.
Investigators are certainly susceptible to a therapeutic misconception, and within the context of
research programs, it might be a considered expected benefit. | think it’s possible to blur the
distinctions between procedures done with the research study that are intended to benefit a
subject vs. those procedures performed solely for the scientific information to be gained. So, |
think that when any intervention of no expected benefit to an individual is considered,
investigators, subjects, and IRBs must be crystal clear on that point.

With respect to risk-benefit assessment, here’s another area | think that frequently
gets blurred, which is, people talk about something being beneficial to society or to the field of
medicine or psychiatry as opposed to beneficial to an individual and | think that point is clear
enough but | think that the bottom line is that everyone involved in these studies really needs to
understand two things. Oneisthat the purpose of the study is not to help; the purposeisto learn
more about the underlying condition. The second is that--and thisis also different than saying
that this study may not be of benefit to you, which is typically how the language reads in a number
of different consent forms. There's different meaning there. And the second thing everyone
needs to understand isthis. The symptoms are expected; they’re not unintended side effects.

So, let’s then turn to kind of what some of thereal risksare and | think that it’s
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fair to say from the overwhelming majority of published studies of symptom provoking paradigms
is that symptoms have been experienced before on a number of occasions by subjects so that |
think it’s fair to say that there is less distress associated with the 750" panic attack than with the
first one. Now, that may not always be true, but certainly that’s been my experience as an
investigator, that the familiarity somewhat offsets the magnitude of symptoms that are sometimes
seen.

Again, the idea here is to model the primary disorder, not to precipitate a full-
blown episode of illness or significant clinical decompensation. Nonetheless, there are clearly
published reports here of severe and more prolonged reaction. To my knowledge--and I’d be
curious if anyone has any other information--1'm not aware of any published reports of kind of
catastrophic response to symptom provoking studies in a sense separate from some of the things
you’ve heard about with respect to washout studies, but 1’1l be anxious to hear what you say
about that.

| know that there’s also been some concern about the possible negative effect on
the longitudinal course of the primary illness, and I’d have to say that at least to my satisfaction,
the data are smply not available. There has been a clinical analog that’s been postulated for
kindling sensitization with respect to repeated episodes of major affective disorders or depression.
But, again, smply provoking studies are not intended to induce a full-blown major depressive
episode or arelapse of a mgjor psychotic episode. These are intended to be temporary and mild,
for the most part.

| also just want to mention here that even though the intention is to induce the
symptoms, there are unintended benefits that are frequently observed by subjects participating in
studies. And, I’ ve heard from many participants--for instance with panic disorder—that having a
panic attack in a setting of a carefully monitored clinical research situation, is very validating,
rather than carrying around a notion for many yearsthat there is ainability to cope with anxiety or
fundamental weakness in character. For some people to experience having a panic attack with
lactate under blind conditions but not with saline can be reassuring that the fact there may be
some underlying neurobiology to this. | won’t belabor some of the indirect benefits that can
happen, but | think it’s important to note.

So then, what’ s a reasonable approach for evaluating whether a given study is
ethically permissible or not. | would argue that the only way we can do thisisto look at the
overall context of the study and that there are better and worse ways to proceed, and | think that
it"simportant to look at what happens when clinical research goes well, not just when it goes
poorly. And, I’ve a better and worse case scenario here on the left side, on the left and right side.
S0, obvioudly, it depends on how things are done. Let’s assume you have a capacitated subject
who is approached with consent on the front end of the study who understands this is not
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therapeutic and likely to induce brief distress. There's careful clinical observation and follow up.
I’m much more comfortable with that than if someone with obviously compromised capacity who
is recruited during the middle of a washout or when acutely symptomatic, that if the study is
presented as beneficial; if there’'s some coercion involved but there’ s poor follow up. Soit’'s
really, in my opinion, not a question of the ethics of inducing symptoms but really the overall
ethics.

So let me just finish up with some of the recommendations that Dr. Miller and |
put in our paper, and kind of just run through these.

| think the first and foremost point | want to make here is that the science must be
sound—without valuable information, obviously the protocol shouldn’t go any further.

Here is where design issues come in and are particularly important. | think that
whenever possible washout placebo phases should be minimized, but in many people’s minds
there are conditions where they' re essential, and when they are necessary for clinical trials when
those situations using provocations under drug-free states should be contemplated. | think that
there would probably be agreement that performing psychiatric symptom provoking studies, to
take someone who' s been stable on medication and then take them off medication for the sole
purpose of doing psychiatric symptom provoking studies, would be inappropriate.

The investigators and |RBs need to be more attentive to inclusion and exclusion
criteria. Who are the subjects that are going to be recruited for the study? Are these going to be
subjects who have afirst episode of anillness, or just going to be subjects who are treatment-
refractory. Those on meds of those off meds. Subjects with a strong history of suicide or
violence should obviously be excluded for high- risk studies unless there are really compelling
reasons and added protection. Obviously, decisional capacity is acritical factor here aswell as
any consideration of whether there would be surrogate decisionmaking in this setting.

A balance needs to be struck here between picking a challenge procedure that is
going to give you measurable outcome variables, something that is strong enough to produce
symptoms but not so strong as to induce more distress than is necessary, and that | think isn't ina
sense looking at the least effective dose of something that | don’t think |RBs are always thinking
about when they review these studies. I’ ve aready talked about informed consent somewhat.

And, finaly | just wanted to say that my feeling isthat the standard of clinical care
and clinical research just doesn’t have to be up to speed; | think it hasto be better. And | think in
many of these studies more can be done to provide for added protections, subject monitoring,
follow up. And, my hope is that what we can do is we can devise away to continue in what in my
opinion is an important approach to research but in away that pays attention to the issues and
takes what we're doing right and can do better and minimizes what we could--what we're falling
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short of. So, thank you very much.

DR. SHAPIRO: Waéll, thank you very much. WEe're very much appreciative.
Eric?

DR. CASSELL: Wél, | have anumber of comments. The challenge study that
you used as examples in managing athough short-lived. There are therapeutic actions that can be
taken if they get out of control, there all meant to lead to atreatment. It’s an effective treatment,
and they are physical symptoms. The symptom that you' re provoking is not quantitatively the
same as angina, for example. And if you don't--if you’' ve worked with it so long that you don’'t
know that anymore, that would be a distressing thing in and of itself. That happens sometimes,
but those are different in tone, they're different in severity, they're different in the endpoint, and
they’re different in the point of the whole thing. So that’s the first thing.

| want to pick up on quid pro quo for just amoment. It certainly indicates that a
patient that you’ve cared for along time is more willing to work with you in new ways than a
patient you don’'t know. And they do that out of trust. | can remember a patient that we wanted
to put in an experimental protocol who wouldn't even consent. “I know you wouldn’t let
anything happen to me doc.” And that’s quid pro quo. But the quid pro quo goes both ways, in
fact. You can't let anything happen because the longer the relationship, the more responsible you
are to that person that nothing happen to them.

And then, finally, you’ ve given an impression of a degree of control. You don't
say the probability is the symptom will be short; the probability is the reaction will be damped
down. That’sall you could really say, isn't it. You can't say absolutely. So, in each one of these
things you give the impression that the symptom will be short; it won't be severe. That’s not the
case. The probahility is.

DR. ROSENSTEIN: In the overwhelming majority of casesthat isthe case.

DR. CASSELL: Well--but “overwhelming” is afunny word. | don’'t know what
that means numerically, but | do know what probability means. Probability means that sometimes
it’s not the case.

DR. ROSENSTEIN: That'strue, but we have dataon it.

DR. CASSELL: Exactly right. And when you set up ethical guidelines and things,
they’re not for when everything goes well; that’s for when things go badly. We know
everybody’s good and true. It’s, “ Have they protected their subjects should things go badly?” So
on at least three counts, your argument, for me at least, | find unpersuasive. | understand why
you want to do it--it’ s the protection of human subjects that’s the question.
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DR. SHAPIRO: David?

DR. COX: | would like to applaud a point in your presentation and that’s the first
one, which is talking about the importance of the scientific design. | don’'t know a whole lot
about ethics, but | know alot about science, and to simply have a hypothesisisn't in my view
sufficient measure for good science. To have a hypothesis that then has follow up consequences
to it and things that you can do subsequently, that’s a good scientific design. Now, I’'m being
vague, but | think you get my drift. 1t’s an example of | wonder how acar runsso I'll go in and
I’1l hit it with a hammer. Yep, it doesn’'t run anymore. That doesn't tell me alot about the
engine. And, so that--that in situations like this where you can't actually predict what’s going to
happen, and sometimes it really screws people up. Looking at what the scientific validity of the
design is extremely important. So, tell me about that. Who doesthat? Isit the people that do
that kind of research? Isit independent review? Because this| think is a key, key point. | hear
what you're saying. Y ou're saying sometimesit’s really important to do this. So, who decides
when it’simportant on a scientific basis?

DR. ROSENSTEIN: 1 think it’s avery important question, and | can only speak
to what happens at the Clinical Center. That’s my only direct experience. And, what happens at
the Clinical Center isthat the IRB considersthat. And, in response to a question that was asked
earlier, there has been a shift in the last few years in terms of the scrutiny of the science in the
IRB. I think for along time the only considerations were with respect to subject protections,; and
certainly there’ s been a culture change recently, which is, this needs to be very compelling to all of
the scientists and laypeople around the table before we're going to go ahead with this. And there
have been numerous suggestions about design changes, and about collapsing different phases so
as to minimize placebo phases.

DR. COX: Well, | ‘Il just say that while | see that as plausible, having the IRB
make these kinds of scientific decisons—I am not very enthusiastic. 1I’'mjust trying to be
supportive of what you’re trying to do, which is to have some vehicle open for this kind of
research in really critical situations. It would seem like to have a specia group of people who
weren't necessarily invested in that kind of research themselves, that this would be a very helpful
thing without new regulations, but realy paying careful attention to scientific design.

DR. ROSENSTEIN: | think that’sfair. | wasn't quite finished. There'salso a
separate scientific review of each of the protocols that goes on. Now, | can't say that that’s an
independent group. It’s certainly at the clinical center, and | take that point there. The scientific
group you is not solely contemplated in the IRB.

DR. COX: | in no way mean this to be disrespectful, and if it comes out that way |
don't want it to be, but often times in different fields, when other people don’t agree with what
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you do you start your own journals and have your own people do the reviews. And | think that
particularly in situations like this--and it’ strue in genetics, it’ s true in psychiatry, it’struein alot
of things--to have, particularly in scientific evaluations for this purpose to have broad-based input
| think is extremely important, and | think in many of these areas we tend just toward the opposite
because it’s very critical, and so it’s very easy to get people who think like we do that to convince
ourselves that thisis really good science. S0, those are my comments.

DR. SHAPIRO: Thank you. Alex....

PROF. CAPRON: | first wanted to get some clarification from you as to why
you're talking about symptom provoking studies. Y ou excluded washout studies. Because
looking in terms of most of the points you made about having to have a group of subjects who are
manifesting the particular symptom in order to study it and to see what levels and so forth and so
on, the argument that we' ve heard from people who do that kind of work sounds very much like
your argument. Isthere an apriori for making this distinction between drug challenge and
washout?

DR. ROSENSTEIN: | think there are a number of them. | mean, | kept them
separate because | think they are separate, and part of the problem is that they get blended
together because the challenge studies that in my opinion invoke the strongest responses and
concern are those that are done in drug washout states, but that is far from the universe of
symptom provoking studies, and so | wanted to--I think it’s important for this group as well as for
IRBs and investigators to keep separate what the specific protocol is.

PROF. CAPRON: Wéll, let me come around to my endpoint. At the end of your
presentation | thought | saw the reason why you made the distinction. It’s precisely because the
greatest criticisms have been named at washout studies and washout studies have involved long-
term consequences and suicide. And you're--so, your distinction didn’'t seem to me it was driven
by an initial set of scientific characteristics but rather by trying to distinguish a subset of this field
by provoking systems through drug challenges with people who perhaps aren’'t the ones that are
controls--you felt it was a better form of research.

DR. ROSENSTEIN: No, | didn’'t mean to imply that. Obviously there are greater
concerns with respect to informed consent and risk in some circumstances than others. | don't
think one can make global statements about whether a given research paradigm is justifiable or
not in awashout setting. | think there are a number of valid scientific justifications for learning
and doing imaging studies when receptor occupancy is none as opposed to fully occupied.

PROF. CAPRON: Youand | aren't communicating. | fully accept the notion that
just as you could provide scientific rationale for saying, “ We can learn good things, important
things, and maybe even things that would satisfy scientists from outside your immediate field,” as
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being well designed to answer the question. By doing challenge studies, | think we would hear
the same thing from people who “provoke symptoms” or provoke the states that you can image
by washing out. | reached the conclusion that you would base your distinction based on severity;
that isto say, looking at this range of things which you think have been lumped together you said,
“Well, if I say I’'m only talking about this part,” then | don’t have to worry about certain severe
consequences, which leads me to my next question for you whichis: Would you set any limits on
research aimed at answering important questions about diseases that had otherwise frustrated
scientists' ahility to offer understanding what’ s going on and methods for treatment, and if so how
would you set those limits?

DR. ROSENSTEIN: It’s such avague question it’s hard to answer.

PROF. CAPRON: Well, | don’t think it’s so vague. Obvioudly one thing I’'m
getting to is do you think that there should be limits on washout studies? Y ou’ve excluded them
from your definition of symptom provocation.

DR. ROSENSTEIN: It'sacomplicated, interesting area. | wasn't asked to talk
about the justification of washout studies and we could do that at another time. Some washout
studies--I think there are very compelling scientific justifications for them, others not. Depends
on the specific study. There are certainly some regulations that | think would be reasonable, and |
mentioned one of them in this context during the study, whichis | think that it doesn’t make sense
to take someone who's stable off of medicines for the purpose of provoking symptomsto learn
more about it. It just doesn't--you know, there are other examples, but | guess my point is you
have to look at what’s the study, who are the subjects that are going to be recruited, what are the
protections, what’s the level of informed consent, are these treatment-refractory subjects or first-
episode subjects. Y ou can't make a judgment about whether they’ re acceptable or not outside of
the overall context; it’s not just severity of symptoms.

PROF. CAPRON: May | ask one more question? In part you answered one of
your own questions, which | took to be areal question, not purely rhetorical. Does anyone know
of any indications that there have been any long-term adverse consequences? Would you say that
if we looked at--you're at NIMH, isthat right?

DR. ROSENSTEIN: Yes, sr.

PROF. CAPRON: If welooked at NIMH sponsored or conducted studies in the
last decade, we would see as a uniform part of such studies a process for long-term evaluation of
the subjects of those studies, because an absence of data is significant only if the data has been
collected and you don't find something...not if you don’t look for it.

DR. ROSENSTEIN: | think that’s afair question. |I’'m aware of one study in
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normal volunteers looking at one-year follow up after CO, inhalation in triggering panic attacks to
see whether there were subsequent panic attacks and there were none, but | think you have afair
point. | don't think that--.

PROF. CAPRON: You don't think this has been a uniform part of all study
design.

DR. ROSENSTEIN: | don't think it is, but | don’t know the answer to that
guestion.

PROF. CAPRON: Perhaps Dr. Shore could answer that?

DR. SHORE: | wasjust thinking in terms of drug washouts, that is going to be
one subject of meetings that we're planning now. | agree with Dr. Rosenstein that it depends on
how well a person’s doing, on how long they’re going to be off medication. Are they going to be
an in-patient in the hospital? Or are they going to be at home? How much supervision do you
have? How well have you explained to family and clinicians involved? That’s why there are yes
or no answer to that. | think the field has changed within the past five or ten years and that
studies that might have been on an outpatient basis or in-patient studies that might have involved
two-month washouts are now talking about two-week washouts and that, as| say, | think that
there are some times—for example, when you start a new medication—when you need to be off
the medication you were taking previously because we have no clue asto drug interaction when
you start the medication that’s just recently been approved.

PROF. CAPRON: | was restricting myself not to the washout studies but just to
the challenge studies, and that was partly what you addressed in your panel, and | just wondered
whether your panel--1 didn’t hear you recite it now. Y ou said that one of the criteria that you
were aware was important in looking at past examples, because you were clearly responding in
part to problems that have arisen in the past. One failure to follow up with those normal
volunteers or those psychiatric patients or children who were given challenges with various drugs
to see what not just physiologically what’s happening with that but what their behaviora response
has been over the subsequent years and how they interpret that advance a year or a number of
years later. Was it something you looked at? Were you satisfied that this was being well done?

DR. SHORE: Actually, there is some literature on that, but it’s fairly limited.
There have been some suggestions that exacerbation of symptoms may have long-term problems.
It is certainly apparent that the longer a person remains--with schizophrenia, to which I’'m
referring--that the longer that a person initialy remains psychotic before the person receives
adequate treatment, the poorer the long-term outcome. That’s why you don’'t see studies
anymore that are doing long-term psychotherapy for years comparing that to medication. We
already know the answer to that question. The answer is those people do not do well. There
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have been studies that look at the question of whether somebody with chronic schizophrenia,
having a fourth or six episode makes any difference to clinical reports five years later. The answer
to that, to the best of my knowledge, isno. I’ll send you the reference to that.

PROF. CAPRON: And how about with the normal subjects?

DR. SHORE: | don't know systematically that’s been determined. | know that,
for instance, one of the reasons that we're bringing together the meeting is that in the past, when
the medications with which we were dealing were things like haloperidol that produces tardive
dyskinesia or imipramine or elavil that has severe antipulmonergic effects, it was easier to justify
balancing the risk of continuing on the medication with the desire to come off the medication and
risk increased symptoms. As you probably know, 70 percent of patients who develop
schizophrenia stop medications on their own within one to two years because they don’t like the
side effects. We are now re-evaluating it because we have new medications. We have this surge
in urgent specific reuptake inhibitors. We have now the agent for antipsychotics. Later this
summer, we'll have an additional one for that category, and that’s why we want to look at the
risk/benefit ratio because some people, myself and my institute director included, see that the
risk/benefit is now changing for medication discontinuation studies. When the only drugs that we
had were quite toxic and not tolerated well by most people, then it was alot easier to justify
discontinuing medication since patients were probably going to do that anyway. Now that we
have better medications that people are willing to take for longer periods of time and don’t, asfar
as we know, produce long-term toxicity-like problems with tardive dyskinesia or other movement
disorders, | would agree with you that that equation is changing. That’s why we're bringing
together this meeting.

DR. SHAPIRO: Thank you. Rhetaugh and that last question.

DR. DUMAS: Thisraises a number of questionsin my mind. Oneis, are we
implying that it’s unethical to do symptom provoking studies or wash out studies, and if so how
do you rationalize that? Isit possible to assess precisely risk/benefit ratio and if you can't, under
what conditions do you proceed with your research? There are a number of issues, | think,
surrounding the studies that are being done with people who are mentally ill and | have a sneaking
suspicion that we tend to look at them differently. If a personis able to give their consent—and
I’d ask to think you about that because there are a number of studies that are done where the
long-term outcome is unknown. Y ou might say that about many of the studies that are done, that
the long-term consequence is really unknown. It cannot be assessed readlly precisely a priori. So
what is it about the symptoms provoking studies in psychiatric patients that gives us more concern
about their protection, even if they--is it because by virtue of their psychiatric diagnosis we fear
that they may not really be giving informed consent?
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DR. SHAPIRO: Were you addressing that question to everyone here?

DR. DUMAS: Weéll, | wasraising that question--1 think that’s one that we need to
address. We either do it now or we may need to do it later, but it just occurred to me that our
dialog and debate changes depending upon the category of patients that we're talking about.

Now, we started out--we had been talking about people who have some impairment in
decisonmaking, but not all psychiatric patients have the impairment in decisionmaking and yet we
tend to discuss these issues as if they did.

DR. SHAPIRO: Wséll, | think, at least the staff triesto be very careful about that.
That we can't just paint them all with one brush. Let’s seeif there’s any response. | really want
to get on to the report itself in afew minutes.

PROF. CHARO: I'll tell you, Rhetaugh, briefly for myself. The reason why |
view this differently than other areas of research is that in most areas of research there’'s the
possibility of harm. And your question is simply is the harm that you' re intending to create within
tolerable limits based on the scientific goals you have in light of their ability to participate in the
decisonmaking to make it a voluntary experience.

That, to me, is somewhat different. It’s on the same spectrum but it’s somewhat
different than the possibility of harm. It’s unusual for usto deliberately do harm to people. And
that iswhy | approach these differently.

DR. SHAPIRO: Other comments now? Because if not, we are running atypically
late today, and with apologies to Alex, I'm going to suggest, one, that we take a five minute
break—at least our break is on time—but then | want to go directly to a discussion of the report
on the session involving persons with mental disorders, et cetera, because we just can't postpone
that any longer. We'll get to the others as soon as we can and when we can.

Let’stake afive minute break. Let’stry to reassemble here precisely at 3:00.
Thank you.

Discussion of Staff Draft Report on Research Involving Personswith Mental Disorders
Affecting Decision M aking Capacity: James Childress, Ph.D., Jonathan Moreno, Ph.D.,
and Commissioners

DR. CHILDRESS: [Request for names to add to list of readers of Commission
draft report on research involving persons with mental disorders affecting decision making
capacity - inaudible]

DR. MESLIN: We have the staff up and letters going out.
DR. CHILDRESS: Okay. Arethere any questions for Eric on that topic?
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It’s presumably the sort of thing that we could incorporate results not only into a
staff draft but even into a Commission draft, if we reach that point in our deliberations during this
session.

Y ou have on the first page of the memorandum several general items. Be sureto
mention that to staff so that we can make sure we get the appropriate materials. The flowchart
that’s mentioned has now been updated and made, what shall we say, more complicated.

DR. CHILDRESS: | haven't had a chanceto look at it yet. But we can cometo
that in the course of the discussion. Jonathan and staff have prepared that and we also have it
available on an overhead so we can walk through that as need be.

The new section in the report on ethics in study design is obviously important and
has aready played some role in our discussionstoday. And then the other mgjor change had to
do with six and seven being merged.

DR. DUMAS: | don't know whether this should be on our list or not but it
emerged just a few minutes ago, and that is the ethics of the purpose of the study, the type of
study, not just the design but the purpose of the study.

DR. CHILDRESS: Good. | think that should come into play in relation to the
issue of design justification and so forth, at least given the categories we have here, though it
could be done in other ways. Let’s make sure we get it in.

Okay. If welook at page two at the points for discussion, let’s keep one other
thing in mind as we work on this, and that is some of the recommendations we' re making actually
would call for changes in regulations, others would smply call for additional guidance for IRBS,
and then there are till other levels of recommendation aswell. So part of what is a matter of our
discussion and special discussion with other groups, as came out in Dr. Shore' s report from the
conference in early December, has to do with even if we agree that something might be good,
advisable to have, where do we want it to play into our process? Do we want it as a matter of
regulation, or do we want it smply as a matter of guidance?

| would also note that the staff did a good job in identifying a number of the pages
where particular topics are discussed, but there are also others, and so I'll try to mention some of
those along the way if we need those for discussion.

I’ll try to move us through this in a reasonable way. We want to spend as much
time discussing any particular topic as that topic meritsin our collective and individual judgment.
But we also want to think about trying to move the report aong.

Let’s start with the topic that came up at the very end and then turn to the topic
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that occupied most of our attention during the last session. The topic that came at the very end is
the population this report addresses, and then, of course, the research design topic is the one we
spent most of our time on.

The population this report addresses. That’s aready appeared, obvioudly, in the
title which we have discussed several times. We have language addressing this in the text on page
2 and | guess we have arevised page 2 before us, do we?

DR. MESLIN: Let mejust say aword. Alex was kind enough to jot his
suggestions for revison down on a separate two-page document which has been distributed to
you. Three-page document, I'm sorry. It says Chapter 1 and it’s stapled and it was just recently
handed out.

PROF. CAPRON: | would suggest that we try to be responsive to this question
that Jim raises and we can get to that later.

DR. CHILDRESS: Thank you. But on page 2, on pages 12 and following, and
then on the pages listed here, we have discussion in this draft of the population. And the question
posed is are we satisfied with the description of this population? Keeping in mind that we are
talking largely about mental disorders affecting decisionmaking capacity, that does not mean that
those disorders affect any particular individual’ s decisionmaking capacity. That’s a separate
determination. But the presence of the mental disorders would trigger closer examination.

But are we satisfied that we have indicated in the title and in the description in the
text the population we want these recommendations to address?

DR. DUMAS: I'm satisfied with it.
DR. CHILDRESS: Any discussion?

DR. BRITO: Weéll, Trish made a comment about the mention of delirium in here.
I’'m satisfied with it, but I’m not sure if we should address that right now because I’m not sure if
that doesn’'t confuse it a little bit, on page 13 and 14.

DR. DUMAS: It says somewhere in here that although our primary focusis
people with mental disorders, that we're not ignoring the fact that there are other conditions that
can affect decisional capacity. So | think it takes care of your concern.

DR. CHILDRESS: On page 2 in the draft, we note that persons with mental
disorders are not, of course, unique in being at risk for loss of decisonmaking capacity, et cetera,
et cetera. And we aso talk about children and why they're different from the group we're talking
about here.

Perhaps we ought to pursue that one with Trish. | don’t think she can hear usthis
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morning.

DR. DUMAS: Isher concern that delirium does or does not follow the rubric of
mental disorders; it does or doesn’t?

DR. BRITO: Her concernisthat is shouldn't be separated out like this.

DR. SHAPIRO: Not directly relevant to this, but | thought the materials included
in this particular draft which pointsto the fact that people suffering from other kinds of disorders
altogether could have some problems in this area, really responsive to Eric’s comments that he
made last time, really improve this quite alot. | feel pretty good about where that is right now.

PROF. CAPRON: | guesswhat’simportant to me is a concise statement of the
interaction of the different factors that are going to be present to different extents with any
particular patient, but which in a cumulative fashion are likely to cause problems. One isthe kinds
of illnesses that marginalize people in society, which make them difficult to deal with, which make
them frustrating for physicians and othersto treat, which often lead to their institutionalization,
and where the kinds of research that we're concerned about are studies on their mental status
itself, about their mental condition. And in this sense, they are different from patients whose
physical conditions render them less able to make fully informed judgements than a person with
no medical stressesin their life because of the very thing that’s under study is their psychiatric
condition.

When you have any one of these factors, you have a problem. For many of the
patients who are most likely to be vulnerable to well-meaning or otherwise abuses, it’s where
these things come together—where they are institutionalized, where their condition is progressive,
where their families and others are either absent or are not able to deal with them, or society is
annoyed by their presence or takes no interest because they're no longer productive members of
society, et cetera, et cetera

| don't see that our report finally pulls these different strands—whether it’s
schizophrenia, dementias, deliriums, other conditions—together and ties them into what | would
say is more the sociological as opposed to the medical context that has led to the long lists of
problems that provoked thisreport. And that’s still what doesn’t quite come through for me.
And you'reright, asto that extent, there' s alittle bit of language in these pages that | drafted to
try to get at that. But | don’'t want to get into those.

And it seems to me, even back in the introduction on pages 12 and 13 to the
different categories, we are at great pains to say not everybody with schizophreniais unable to
make decisions about their medical care. And we say that point over and over again, | agree with
you. But we don't seem to pull together why this group is particularly a vulnerable population.
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DR. CHILDRESS: | think if I’ve heard our discussion over time, | think there
would be general agreement that we ought to do that and that there are places, for example on 65,
where we deal with institutionalization and so forth. But your point about pulling it together and
getting everything out and seeing how the different variables may be relevant for decisionmaking,
that would be very good to get that up front.

DR. MORENO: Could I just ask, Alex, maybe at some point, and | could focus
on pages 22 to 25, which do attempt to do what you’ ve suggested, but maybe we could see
together how we need to improve those, beef up that section.

DR. DUMAS: | think it’s very good to be as clear as we can be about what it is
that makes this group vulnerable and give us concern about protections. But | caution that we
not get into too much detail on specific aspects of this because my feeling about the document as
it is, isthat our salient points often are embedded in alot of verbiage. So if you can keep that in
mind, that we don’t surround the whole thing with circumstances and miss the mgjor points.

DR. MESLIN: Just as apoint of procedure. Alex, isit your sense that the strands
that you're referring to are here in the report but they are just not brought together early on?

PROF. CAPRON: Yes. It'saway of saying what Rhetaugh has said.

DR. MESLIN: Okay. Becausel think the strands, if we look at 2, 13, 64, 22 to
25, and 149 to 151, they're there but they are strung out. And you'd like to bundle them, to use a
computer term.

DR. CHILDRESS: That’san important editorial point. Good.

I’m just going to go through and assume that silence means acquiescence. So if
anyone has any strong objections as we move along, be sure to express that.

If there is nothing else on population, let’s turn to the topic on which we had the
very important discussion earlier this afternoon. | think it was actually one of the most fruitful
discussions we' ve had on this particular draft report. The big question that’s being raised here is
where we want to set the presumption in terms of challenge studies, and how those compare with
what we want to say about washout studies and/or placebo controlled, and then afew pages are
given there where we discuss these mattersin the text and | would just add also pages 10, 148
and following, and some others where there's some discussion. But, of course, the critical ones
are on ethics of research design. And also keep in mind Rhetaugh’s question that the purpose
also isimportant, and any issues about that we can work into this.

DR. DUMAS: | had a concern that we make sure to address the purpose of the
study. But I note under this topic of Research Design the concernsthat | have are here, they
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would be treated under thistopic. And it hasto do with wash-out studies, and what do they call
those others? Symptom provoking studies.

DR. CHILDRESS: Alta?

PROF. CHARO: Although I'm certainly open to an ateration of these views, it
strikes me that the way in which we generally assess any kind of study, that is looking at the
magnitude of the harms that could occur and the likelihood that they will occur, which is what we
generally understand as risk, as measured against the need for this study, is a perfectly acceptable
way of handling al these different formats, whether it’s placebo controlled, standard therapy
controlled, washout, or challenge.

| think that in a context of challenge studiesit’s fair to say that the likelihood that
somebody is going to experience a disturbing event is pretty high, because that’ s the whole point
of the study, but the actual magnitude of the harm that that representsis going to be quite variable
depending upon what kind of challenge study you' re doing and the kind of person you’re working
with and their familiarity with those symptoms. And that would be part of the kind of discussion
you'’ d expect from a sophisticated review body in the course of figuring out how to assess the risk
and then look at whether or not these studies are genuinely needed or if there are less risky
aternatives to achieve your goals.

For that reason, my instinct is that rather than create more categories, we would
want to subsume this under the more traditional risk-benefit, risk-necessity balancing, and we
would want to perhaps in the form of guidance—and we'll talk later about guidance versus regs
versus both tracks—use these as examples of the kinds of studies that go on and the elements of
the discussion that are necessary in assessing the risk of the study.

PROF. CAPRON: | think that | take a stronger view on the washout studies. |
recognize the wisdom of what Alta says when she says that things are going to end up being
contextual. If you're washing out someone who has migraine headaches or something and the
risk is another migraine headache, it’s different than washing out someone who has schizophrenia
or some other psychosis and the risk is a full-blown florid episode of psychosis.

What | noticed, however, in Dr. Shore' s answer to these questions as we were
asking him, was the problem that | think seemsto be unavoidable in this area, which is when you
get to do something that seems as adverse to the interests of the person you're doing it with, you
begin to develop rationales. His argument today to us was that he would be more reluctant to
engage in, or approve, or think it was al right to do awashout study now that there are drugs
which have fewer adverse side effects.

Now, when you think about the logic of that, what that was, asfar as| could see,
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isthat it wasn't necessarily without benefit to a person in the old days of those other drugsto go
into a washout study because the adverse effects of the drugs were such. But that’s simply the
researcher buying into the therapeutic misconception.

People were not being put into those studies because of an individualized
assessment that in your case the side effects and so forth from the drugs were such that you would
be better off on alower dose, or no dose, or let’s see if you overcome your schizophrenia and you
don’'t need this drug anymore, or whatever the rationale would be for doing it. It was smply that
we need patients who are in this episode to see how we intervene to pull them back from it, how
quickly we can do that, or what their brainslook like, or what their blood levels ook like when
they are in this, whatever the rationale was. It was the scientific rationale, not for the benefit. But
it was darn hard for an experienced investigator to own up to that.

Which then to me, on aresearch subject side would say, why would anyone in their
right mind who is being successfully treated for psychosis agree to go off and become psychotic
again. Given everything that anybody has said about what it’s like to be in that condition,
particularly if you’ve been brought out of it and can view your behavior then and what it was like
and how distressing it was for you and everybody else, it —

PROF. BACKLAR: Trish Backlar has her hand up.

PROF. CAPRON: Well, let me pause and let Trish intervene.

PROF. BACKLAR: Okay. When you finish.

PROF. CAPRON: No, no. Trish, | defer to you. I’'m so glad that you’ re with us.

PROF. BACKLAR: It'shard to hear it. It’sasthough it’s atransatlantic call in
the 1940s. Are you going on speaking?

PROF. CAPRON: Go ahead, yes. We're dl hanging on your words.
PROF. BACKLAR: I'mafraid | couldn’t hear what was just said.
DR. CHILDRESS: We're waiting for you to speak.

PROF. BACKLAR: It'sjust that you brought up something that | wasn't sure, |
missed the conversation with Dr. Shore and Dr. Rosenstein, and that was | would like to know is,
other than the usual methods they use, how they could persuade anyone to be in such astudy, ina
challenge study? How could one be persuaded? | could not be persuaded. And thereforeI’'m
concerned that the people that you are persuading really do not understand what is going to go
on.

PROF. CAPRON: I'm glad you said that because that’s exactly the point, Trish.
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And, therefore, | would say, given Alta’'s comment that thisisn't totally black and white and there
may be some situations in which you would think that the harm would be de minimis or
something, | would like us to directly confront this issue.

And if it’s appropriate to move, | would say our report should say that it requires
an overwhelming burden of persuasion for an IRB to approve any study removing a subject from
an effective treatment for their mental disorder in order to study their underlying condition. |
would have said they should simply be forbidden. But in light of Alta’s comment, perhaps that
flat-footed way of putting it istoo strong. Because | cannot understand, as Trish said, what you
could say to a person that would honestly convey to them what they’re going to face that would
have anyone who has decisional capacity agreeing to go ahead in those circumstances.

DR. CHILDRESS: Go ahead and respond and then | have four others on the list.
| have Rhetaugh, Alta, David, and then Eric.

DR. SHORE: | wasjust going to say, I'm sorry if it was not clear, that people
who are doing well on medications would not ordinarily be invited to participate. People who are
not doing well under current medication. For instance, during 1978 through 1985 when | wasin
the intramural program, people came to the inpatient unit at St. Elizabeth’s for the study of
schizophrenia. We never made any attempt to recruit people who were doing well for exactly the
reasons you describe. What would they have to gain from going off these medications as opposed
to what they would have to risk.

PROF. CAPRON: In other words, you would not object to the standard that | just
put forward because you think you were following it. And that may be the case, but we know
that research studies have been carried on which haven't followed that.

DR. SHORE: WEéll, could you give me some examples?

PROF. CAPRON: Yes. I'veread the research description of the UCLA study and
it did not limit itself to people who were failing medication.

DR. SHORE: Well, what it did was to take people who had been able to tolerate
three months previoudly off medications and did well and offered them the opportunity on an open
basis to go medication-free for eighteen months. And only if they agreed to that while they were
well did the study proceed. 1've heard agreat deal of misinformation about that particular study
come from this group and others. But since |, in fact, was the project officer and was present at
Site visitsin 1986 and 1989, | am convinced that | am one of the people who actually knows what
took place in that study. It has been, | think, unfairly mischaracterized.

But individuals who consented to be in that study presumably didn’t want to
continue to take the medication for the rest of their lives after having one schizophrenic episode.
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Remember, this was not people who had five or six episodes every time they stopped their
medication. Thiswasfirst onset. Thiswas 1985, we had no idea, we believed that athird of the
people who developed schizophrenia would get better and never need to take medication again,
that another third might have another episode, and that another third would continue to be
psychotic. So the people who did well presumably had a 50-50 chance of not needing to take the
medication. Therefore, it seemed avalid research question at the time to offer people an
opportunity to get off medications that produced a5 percent per year risk of tardive dyskinesia.

PROF. CAPRON: | don't really want to spend alot of time. We don't have the
protocol in front of us. But when those studies were done and the results were published, the
researchers stated that the advantage of their research design over other people who were asking
similar questions about the effects of treatment on these patients was that they were dealing with
patients who had been brought to arelapse, afull relapse. So they intended some of the patients
in that study on the predictive basis you were just describing, | don’t remember that it was athird,
were people who would fully relapse and who could, therefore, be studied in that condition.

DR. CHILDRESS: Just avery brief response so we can move on to the other
guestioners.

DR. SHORE: If you read that paper carefully, and, believe me, | have, most of the
people who relapsed in that study were on medications. And not all of the people who were
taken off medications showed arelapse. And in point of fact, what they did was smply look at
the people who deteriorated very rapidly and went to the point of relapse during the two week
interval between the follow up visits. They did not, despite allegations to the contrary, they did
not allow people to show clinically significant deterioration without recommending that they go
back on medications. That’s another fallacy of the study that’s been repeated so many times that
people believeit. But if you read that study carefully, you will see that most of the people who
went to relapse were, in fact, continued on medication. And that was not the design of the study
to produce relapse.

PROF. BACKLAR: May | say something? | apologize if this has been discussed,
but it seems to me, David Shore—David, was that you speaking just now?

DR. SHORE: I'm here.
PROF. BACKLAR: Wasthat you speaking just before?
DR. SHORE: Yes.

PROF. BACKLAR: I'm alittle concerned about something that | think | heard
you say, which was that you only invited people in to a challenge or a washout study who were
not doing well on their medication, and that if they were doing well, you didn’t approach them.
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And if they were not doing well, it seems to me you would come to confusion there because it
would appear that maybe you' re developing a kind of therapeutic misconception as though they
were going to be helped being in astudy. Am | missing that?

DR. CHILDRESS: Trish, in order to move it forward, | think thisis helpful, but
we're going to have to move away from the UCLA study and really address the two kinds of
guestions that we have before us. We have Alta's proposdl to treat this the way we do any risk-
benefit analysis, just make our judgments within that context. And then Alex’s proposal that, no,
we come down with a much stronger presumption in this area.

| have Rhetaugh, then Alta, and then David, and then Eric.

DR. DUMAS: | would like to speak for the possibility of those patients who can
give consent to have the opportunity to participate in those studies if they choose to, even though
| myself might not choose to do that. And | think that we need to be very clear about the kind of
protections we would want to propose to take care of the concerns that people have rather than
eliminating the option for the person to participate in the study.

PROF. CHARQO: | think the question of why anybody would volunteer for thisisa
very good one. It goesto the heart though of al people who go into research experiments where
thereislittle or no prospect of personal benefit, medically speaking.

| speak now out of the experience of having been a research subject many, many
times. A lot of times people go in because of ancillary benefits. Some are financial, some are the
opportunity to be seen and interviewed by physicians other than the ones they usually deal with,
sometimes it’s because they smply feel they're going to get more frequent attention, and some do
it because no matter how many times it’s explained that thereislittle or no prospect of therapeutic
benefit, there’' s a secret deeply held belief that their really is a therapeutic benefit out there for
them somehow.

It sthislast concern that | think isrife through the entire area. 1t is particularly
rifein this area, aswe've seen. And | am thoroughly and genuinely concerned by it. | till feel
that it’s possible that awell operating IRB, and that’ s an important condition, can take thisinto
account when they look very hard at a study design, look very hard at the particular population
that is being recruited and ask not only what is the magnitude of the harm and the likelihood of its
occurrence, but look at harm not only in absolute terms but as the difference between where
somebody is and where they’ Il be if it comes to pass, which really does make the picture look
different when you looking at somebody who is doing well who might now crash versus
somebody who is doing poorly and might crash.

This may not be a happy thing though that people who are doing poorly should be
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more easily exposed to an even more miserable experience. But this can be part of | think agood
discussion. In some ways arealistic question here is whether we think that IRBs, with examples
and explanations, can handle this, or if there’'s so much skepticism about the ability of IRBs across
the country in every possible institutional setting to manage this that one wants to draw brighter
linerules.

That may be the way to go at thisisto incorporate how much you trust IRBsto be
able to handle this. Because | agree that, in large part, these are going to be the most difficult
kinds of studiesto justify for these populations, even if analytically | think they do till fall along a
spectrum.

DR. COX: I'minfavor of abrighter line for the reason that | said earlier. | really
do care about the therapeutic misconception, but | care about the benefit to research
misconception. It's very easy for someone to say that thisis outstanding research when it’s
garbage, and to have vehicles to really adjudicate that issue is very difficult under the best of
circumstances. So | think that if we don’t really make a bright line on this, it’s just going to fall
by the wayside like so many things do. The therapeutic misconception is bad enough, but the
research misconception is even worse for me personally.

That’s not to say, though, | would feel extremely uncomfortable about saying that
we, however well-meaning we are around this table, could decide for other people whether they
should do something or not. I’m extremely uncomfortable with that. So I’'m with Rhetaugh on
that. But for the two reasons, both the research and the therapeutic misconception, 1'd like a
bright line on this one.

DR. CHILDRESS: Eric, and then I’ll get Harold in on this issue.

DR. CASSELL: There are patients who want to be off their medication because
they really believe that they don't need medication and, yet, it’s not clear whether they do or they
don't. | think that they should be permitted to come off medication if they can give consent, but
with the extra protections that we have given elsewhere—informed consent, plus a representative,
| want to discuss the word “legal” another time, plus a representative, plus the physician from
outside the unit—so that they're protected to the degree possible. | think if that’s what they want
to do and the research has been looked at, they ought to be able to do that.

DR. CHILDRESS: Harold, and then Larry.

DR. SHAPIRO: | had a series of comments on this and let me just try to keep it
very short. | think we should specify once, and perhaps not have to repeat it over and over again,
that we are going to have a very strong section on study design. Everybody agrees. | think I've
not heard any disagreement about it. And that’s going to have to inform this perhaps in a more
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thorough way than currently exists in the report.

With respect to the issue of drawing a bright line or not, | guess, as| listen to the
comments, | think people have different ideawhat that bright lineis. So, for example, | would be
against prohibiting this or outlawing it, as someone suggested before, and | didn’t interpret Alex’s
statement as suggesting that either. And so it’ sreally a question of whether we think this
deserves some special notice because of the concerns that swirl around these studies. And | sense
that we all think it deserves some special focus here in some way and that it’ s just a question of
fashioning language which is not so restrictive as to put people in a straightjacket but would
highlight it in some way, that would draw the attention of the IRBs and othersto their
responsihilities.

I’m somewhat unsure, athough | find, Alta, when you made your comment, |
found it really quite persuasive as it went along. | kept saying, yes, that sounds very sensible and
so on. But then | took a step back and said, well, but thisis what they should be doing in every
study thereis, there’'s no exception fromthat. And so that | think if we could find some language
that would highlight this in some way that is not overly restrictive that would be very helpful. |
don't have any language proposed, | haven’t set down.

Alex, | couldn’t quite decide whether | approved of the language or his enthusiasm
was getting in the way, because somehow | felt he was going too far but it may have been his
enthusiasm as opposed to the language. | didn’'t quite get al the language, so | would have to see
it. But that’swhere | feel we ought to be.

DR. CHILDRESS: Larry, then Eric Medlin.
DR. MIIKE: [ think I’m awake now so | guess| can say something.
DR. SHAPIRO: Welcome, then. We'll ask you again when you' re deeping later.

DR. MIIKE: My comments are going to be smilar to Harold's. I'm interested in
what we're talking about a bright line. If bright line is absolute prohibition, then | couldn’t agree
with that. | guessit boils down to what some of the presenters were—I think there was one dide
up there where the intent was to cause a harmful effect versus a high probability of a harmful
effect in astudy design. And so if the intent is to cause a harmful effect, then we obviously need
more safeguards.

But | think the spectrum that we' ve been talking about should be able to handle
that. | don't think we should be getting into individual instances or individual examplesto carve
those kinds of things out. We need an approach that handles everything.

DR. CHILDRESS: | would just say in addition to that, it seemsto me that there
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have been different perceptions of harm, not only in our discussion today with our two previous
presenters but in some earlier sessonsaswell. | take it that many on the Commission are willing
to refer to, to use Joel Feinberg's language, to setback the interest that occurs when one becomes
very distressed and the like as a harm, whereas some other discussions have tried to look at
something other than that, seeing that as not quite counting as aharm. But | hear much of the
discussion on the Commission at least as including that as a harm.

Eric?

DR. MESLIN: Asasuggestion for moving forward with language, | just want to
draw the Commissioners attention to page 30 and 31, where thisissue is raised and offer a
proposal. The staff report mentions line 6, for example, on page 31, deciding which design will
best answer the research question, what procedures will be used, et cetera, have both scientific
and ethical justifications. What I’ ve heard from Harold is that that’s the right direction and it’s
the degree of specificity or the burden of expectation that an IRB would have of an investigator
who provided such adesign in a protocol, that that would be appropriate.

If the phrase, the two options we' ve given in the memo that challenge studies are,
in general, ethically problematic but under exceptional circumstances permitted. And we phrased
it in an extreme sense. It sounds like Commissioners might like to see that |RBs should be
especialy careful in scrutinizing those proposals in which the designs raise profound ethical
guestions, and we should not be shy in saying, for al of the reasons that have been indicated, that
this set of designs raises particular questions. Alta’'s suggestion that the scrutiny of IRBsin the
risk role | think is entirely consistent with that proposal. But if you are asking us, | would
propose that we flesh out lines 6 to 8 along this direction.

DR. CHILDRESS: | guessthe question before we do that is whether thereis
genera agreement that we want to say that challenge studies are, in general, ethically problematic
but under exceptional circumstances permitted. If that’s the direction. Now, here we may get the
tension between Alta s formulation and Alex.

It’s sort of where you set the presumption here that seems to me to be the critical
matter, and that the bright line really is once this appears, then look at it very, very carefully, and
you have to have very strong, maybe overwhelming, but you have got to have avery strong
justification for going forward with the research of that sort.

DR. COX: Jm, Larry and Harold were right, when | was using the word bright
line, most of the time people mean that that’s like a prohibition. For myself, that’s not what |
meant. What | meant is it should be able to go ahead, as Rhetaugh said, but | believe that it’s
special, not just because it’s a challenge test, but because of something that Alta said earlier that |
thought articulated it beautifully; that is, that it was either an intent or a high likelihood of a harm.
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Now, that’s an unusual way to do experiments. That’s what makes it unusual for me, not that it's
evil, or not that it’s always going to do a harm, but that that’s the reason to highlight it. That’s
what makesit different.

So, without sort of turning that whole line of scientific inquiry into an evil, which |
wouldn't be keen on doing, it gives an ethical reason why to distinguish it from other things, and
not to prohibit it, but to say that people better look very carefully at it. And then it strikes me that
that is hitting what everybody is saying. Maybe not, Howard. Maybe it’s too wishy, too wimpy.

DR. CHILDRESS: Okay. | have Steve, then Alex.

MR. HOLTZMAN: | canimagine a challenge experiment in which I’ m provoking
a physiological adverse reaction in a normal subject, one in which I’m provoking a psychological
adverse reaction in a normal subject, and one in which I’'m provoking a psychological adverse
reaction in a person with limited mental capacity. When we're talking in this discussion about
challenge, are we talking about all of those cases, just the last two, or just the last one?

DR. CHILDRESS: Alex, then Rhetaugh.

PROF. CAPRON: The focus of what | was saying about triggering special
concern was actually the wash-out study. Asto these different challenge studies, | think Dr.
Rosenstein was provocative. Eric answered why he thought it wasn't a sufficient response, but he
kept saying there are circumstances where for diagnostic reasons, for example, one provokes a
physical symptom.

MR. HOLTZMAN: No, see, | was very moved by Alta's point about it’sin the
nature of thisto produce —

PROF. CAPRON: WEéll you put someone through a cardiac stresstest that can do
them harm but you' re doing it in the context of diagnosing and treating their condition. What |
just see as athread running through this is a therapeutic misconception. And | ask myself, it isn’t
just subjects who are befuddied and desperate or whatever, it’s time after time that the consent
forms themselves dide into suggesting ways in which this will be of benefit to you. Because |
think it isjust so hard for people to face up to the fact that they're putting someone at direct risk
for scientific purposes. And if this were a person who was under no obligation, psychological or
medical, to participate in this study and so forth and you said you had the astronaut willing to take
off into space at the risk of never coming back or something, you might at some point say, sure,
it's okay for two people to reach that agreement. But we know with this population or many
members of this population there is a history of abuse of that misconception.

And | just want IRBs, with language, Eric, we're looking at the transcript to get
this, language that is stronger and more direct than the language you suggested to be told that the
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need for scrutiny, the need for monitors, the need for second opinions and outside doctors making
sure the person—Iook, if you want to go off, we can get you off your drug without you going
into this research project. Just so that that’sreally clear. If a person says, no, | have
schizophrenia, alot of people have schizophrenia, | really want to be the person who helps to
contribute to understanding this disease, and | know I’'min alot of risk, and | know I’'m going to
get nothing out of this, but I’m just the most altruistic person in the world, | want to do it.

They’ ve gone through everything and the research is really going to show something, David, |
wouldn’'t make it absolute, I’m with Alta, | think it shouldn’t be absolute, but it should be harder.

And frankly, Alta, to answer your question, I’m alot more comfortable with a
committee that has David Shore on it who has looked at this subject inside and out than the IRB
at Podunk Hospital, which happens to have a mental unit, when somebody comes in with some
idea they re going to do some research and (@) David saysit’s not going to be scientifically as
good as what goes on at NIMH; and (b) that IRB, unless this has already been waived to them
because thisis a specia concern, they’re not going to know it’s a special concern and they may
approve it without the scrutiny it deserves.

So | want usto say this is something which in the regulations you are required to
do special review for this— I’'m sorry if my enthusiasm diminishes the effectiveness or
persuasiveness of my point here.

DR. CHILDRESS: | think we're pretty close and it may just require now that we
actually get wording worked out, staff to do it.

Let me take three quick comments and then see if we can move on to another
topic. | have Rhetaugh, Alta, and —

DR. DUMAS: I'll pass.
DR. CHILDRESS: You pass. Okay. | have Alta, then Eric.
PROF. CHARQO: | think Eric was actualy ahead of me. So, go ahead.

DR. CASSELL: To be very short about it, | want to just underline what Alex
said, but in my usual quiet, camway. And | want to also point out that in the discussion in the
report the history has to be mentioned so that people understand thisisn't just an arbitrary, oh,
they didn't like that kind of, that this has a history and that is part of the reason for the strictness
with which we have dealt with thistopic in general. Understanding that, then IRBs will be put on
notice, and they should be.

MS. CHARQO: | have no problem with the idea of a guidance to IRBsthat says
that as a whole washout placebo and challenge studies with this particular population tend to
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represent—tend to represent—the most extreme examples of every ethical problem that has been
associated with these areas of research to begin with. And that on that basis that every tool in the
tool kit for special protection should be considered and that the scientific merit should be given
the greatest possible scrutiny in order to make sure that we have areason to be doing this at all.

| do still have a problem with the idea of trying to carve out a subset of these
things and call them ethically problematic in away that is substantively different from all the
others, partly because of what | said before about them being on the spectrum, but also because as
soon aswe do that | think then we're going to have to negotiate very closely onisit only wash-
outs, isit wash-outs and challenge, wash-out and challenge of placebo, isit all of them, some of
them.

The more that you try to get specific about carving things out and saying you must
do these things for this particular category, the more important it is that you' ve carefully defined
the category. The more that you're smply pointing IRBs in the right direction, the more
flexibility thereis in your description of those circumstances that should be noted for them.

And so for that pragmatic reason, | would prefer something that avoids
classification but simply identifies these and says, “ We ve seen every problem imaginable in
context with these and they deserve your extra attention above and beyond the extra attention in
genera.”

DR. SHAPIRO: | think we're getting close enough here, Jim— I’'m sorry, | didn’t
mean to interrupt.

PROF. CHARO: That wasit.

DR. SHAPIRO: | think we're close enough to move on. We do need to redraft
the language along the lines that reflect some of these ideas here. As| look at the memo itself, as
opposed to language in the report, | think the report is not strong enough, this language may be
too strong. But | think we're close enough to produce a reasonable draft that reflects these
concerns.

DR. CHILDRESS: Eric was suggesting that maybe some people who are
particularly interested in this—Alta, Alex, Rhetaugh, or anyone else who's interested—might
actually want to try their hands, even tonight, and see about getting something drafted, a kind of
direction for the staff that could then be amplified. Isthat agreeable? If there's nothing else on
research design, let’s turn to the other topics. | think it was important that we spend a fair
amount of time on that one since it’s the one that has bothered us for a while and we had some
good discussion on today.

Capacity assessment instruments. We require investigators in this, IRBs — page 2
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of the memo. Investigators are required to justify their chosen manner of capacity assessment in
the protocol and that will then be reviewed by the IRB. Doesthat go far enough? Thisis
discussed inthetext at 170, at 71 and following, as well as 72.

DR. CASSELL: It seemsto me areasonable thing to do, you know how | feel,
because | think there's so often impairment. But on another side, we're trying to get further
research on the instruments to measure impairment and this helps do that and it ought to keep that
pot boiling. 1t doesn't rule out instruments, but it keeps it going.

DR. CHILDRESS: Eric?

DR. MESLIN: Just very quickly. Inthe second flow chart that was handed out to
you just moments ago, we can go through it another time, but this may be just a point to flag for
you. If you seethis, | don't know whether we need to put it on the overhead if everyone has one
in their hand, but the audience might not. All I want to point out is an issue that Jonathan raised
to all of you in an E-mail, and that is the capacity assessment activity could occur in two places.
The first place that it can occur isin determining whether or not individuals are capable with
respect to informed consent to join the tria in the first place. But the second place is that
individuals who are capable may, during the course of atrial or the course of a study, become
relatively or completely incapable, in which case the question arises, “Should some other type of
ongoing capacity assessment activity occur?’

The staff and Jonathan were sort of struggling with this. | confess that we weren't
able to solve the problem. You seeinthat very complicated flow chart the middlie two boxes,
approve the investigator’ s justification for assessing capacity, that’sthe IRB’s job. They can't
approve an instrument, as we know there aren’t instruments that have been validated. But | just
raise this as you discuss out loud that there are possibly two places at which assessment of
capacity will occur.

Jonathan, do you want to add anything?

DR. CHILDRESS: Are we satisfied the way the report goes on this with the
amplification in the flowchart?

DR. CASSELL: Well, we're sort of left with the problem of fluctuating
impairment, aren’'t we.

PROF. CAPRON: | have one question, and it’s not on the pages identified in the
memo, but on the pages beginning at page 79 in the draft. That isthe substantive issues. It seems
to me that the question that we don’t fully grapple with is whether, again, we expect IRBs or
somebody to evaluate the appropriateness of the method that is going to be used. And if so, what
guestions we would have them use, particularly, again, an IRB that may not spend alot of timein
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thisfield, in making their evaluation.

And perhaps you won't be surprised to know that 1I’m somewhat of the view that
some good questions were raised by Professor Elyn Saksin her presentation, the gist of which,
putting aside a lot of questions that arose about some of her particular arguments, is that there are
certain normative expectations that are to a certain extent implicit in and to a certain extent even
buried in instruments which an IRB may regard as “scientifically validated” and not be aware that
in the process they are, in effect, answering what | would call a fulcrum question in our flow
charts and in our whole conception, which is, the person who is found to have impaired capacity
and not be able to make the decisions for him or herself is one who in certain circumstances is
going to have the decisions made on their behalf by somebody else.

And the gist of that isthat if you're applying an instrument that equates lack of
capacity with particular responses on the instrument, you are in effect embedding in those
responses the sense that this is a person who deserves to have their decisions taken out of their
own hands. In other words, it’s not simply a protective description of the person, it’'sa
presumptive or taking over of the person by an outside, beneficent perhaps, but outside process.

Andif | wereon an IRB that hadn’t spent any time on this, | would want to be
able to read this report and see that issue flagged more clearly. That the reason that you care
about thisisthat the instrument that’s going to be used is going to have real effects on what
people can decide for themselves and what others can decide for them. And some of the
guestions that are asked may presuppose, most obviously, the question of do you know you have
this psychiatric illness, may presuppose correct answers that thisis normative for the correct
answer when the person may be equally as capable as someone else in making decisions but just
rejects that rubric as being something that’s being imposed on them from the outside.

And it’simportant that IRBs say we're still comfortable having that done, or we
don't want that part of the instrument used, or something. | would like to see us be alittle clearer
why thisis an important issue.

DR. CHILDRESS: Eric?

DR. MESLIN: Can| just ask Alex whether the paragraphs beginning on line 13,
page 69, preceding —

PROF. BACKLAR: Can you speak up louder?

DR. MESLIN: Sorry, Trish. I'mjust asking Alex and the othersto turn their
attention to page 69, in fact the lines before then which try to flesh out some of those reasons.
Are you thinking that we need to identify another section that sort of highlights for IRBs here are
the things that you really need to be thinking about, given that we can't tell them to assessa

EEI Production
66 Canal Center Plaza, Suite 200
Alexandria, VA 22314
(703) 683-0683; Fax (703) 683-4915

87



particular instrument?

PROF. CAPRON: Yes, Eric, that’sthe question. Arewe in asituation whereit's
just going to be catch as catch can, that the real thing that IRBs are going to say to peopleis
simply use some recognized instrument and they’re not going to care whether the instrument is
full of presuppositions which they’re never going to be told about and they’re in no position to do
anything about therefore. And the answer is no.

The stuff on page 69-70, as | read it, has to do with the notion of either
progressive or intermittent impairments of capacity. That’s not what I’m talking about. What
I’m talking about is the fact that the questions you ask, which we rather blandly describe as
performance—

DR. CHILDRESS: Performance capacity.

PROF. CAPRON: Page 73, line 3, any assessment tool measures capacity
indirectly through manifest performance and our performance does not always reflect our capacity
or potential. That’'s one problem, which is you can take a test and do poorly on it when you realy
know something. 1’m talking about the judgment that whether or not you answer a question a
certain way indicates that you ought to be judged incapable of making decisions for yourself, not
because it doesn’'t accurately reflect, it perfectly accurately reflects the answer you want to give
and the answer you believe to be correct. It’snot that you' re wavering or that you' re under
pressure and you're not taking the test well, it’s just that that’s an answer.

If | ask you, “In what year did Columbus discover America,” | gather that there's
an agreed upon answer to that and if you say something else, you're wrong. If | ask you whether
or not you have paranoid schizophrenia and you say, no, | don't, but if I ask you, “ Do you do the
following things,” and you wereto say, “ Yes, | do,” what's the difference? Y ou regject the label
paranoid schizophrenia. Now should that mean, as it does in the Appelbaum-MacArthur
instrument, does that mean that you are judged one count against you on your capacity.

Now if you're on an IRB and you don’t know that that’s one of the ways that
that’s calculated, you won't know that autonomy is being undermined by that instrument.

DR. MORENO: Can| just make a couple of comments?
DR. CHILDRESS: Jonathan, then Steve, then Harold.

DR. MORENO: Firgt of all, you know, Alex, that Columbus didn’t discover
America, but never mind. | have also been concerned about this question. It’s something like the
general problem that IRB members have, that they don’t necessarily have expertise in the
methodology that’s being used in the study or that’s being proposed as use in the study. And yet,
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again, it’s different because capacity, as we agree, is a different and threshold issue for
participation, particularly for this population.

| don't know how to make much headway with that issue except to note that there
are other protections here that help perhaps with your concern; namely, the additional
membership which should include at least one individual who is professionally competent to
evaluate the instrument or the process for assessing capacity. And another, which | think is not
unimportant, isthat this requires investigators to go on record and, perhaps by going on record,
to be more aware about what they’ re doing and how they’re doing it. And for athird point,
should as well, as somebody mentioned before, stimulate further research in the development of
instruments like Appelbaum-MacArthur and others.

PROF. CAPRON: Right. But do you think that the first two points you made
I’ ve missed in this report?

DR. MORENO: | hope not.

PROF. CAPRON: Can you point me to them?

DR. MORENO: To those points?

PROF. CAPRON: Yes.

DR. MORENO: Weéll, Columbusis not one of the first two. Y ou mean the
additional membership in the IRB, which —

PROF. CAPRON: And the self-scrutiny of the investigator by having —
DR. MORENO: Isnot mentioned, no. Good example —

PROF. CAPRON: Those would be stepsin the right direction.

DR. MORENO: Good. Thank you.

PROF. CAPRON: Now let me just finish the loop of my thinking. One thing
could be to say we don't redlistically expect IRBs to do anything about this. Inwhich case, rather
than simply say we hope there will be more research in this area and we ought to stimulate the
research, we might say as a recommendation, not for regulation but for NIH responsibility, that
NIH should have atask force that looks at this issue and puts forth for IRBs an evaluation of
different instruments so someone doesn’t come along and say, well, I’m using the Capron Scale
that he published in the Hastings Center Report or something about how to do assessments of
capacity when the people in the field say that’s garbage. The IRB doesn’'t know it.

DR. MORENO: We do have arecommendation to the NIH to sponsor more
research on the general question of consent. But we can more specify it along those lines.
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PROF. CAPRON: Right. If we concluded that IRBs are not going to do the
function well, is the function going to be not done by anyone, or isit going to be done by some
other body that might have enough expertise to provide a guidebook to IRBs about thisor a
three-page pamphlet, in which they would be told what the issues are.

DR. CHILDRESS: Okay. | have Steve, Harold, Larry, and Eric. And then
perhaps we should move on to the roles of other decisonmakers.

DR. SHAPIRO: | think thisissue is an important one because of the impact it has
to take away decisonmaking capacity from someone. Therefore, it is, as Jonathan or someone
said here a moment ago, a threshold issue. My own recollection of the Saks paper is that she did
raise a number of very interesting points there which are relevant and not reflected in here.

| would support going back and thinking about that carefully and seeing what we
might want to include here as a way of making people sensitive to this issue so they might at least
have a chance to think about it. | would also support some guidance to NIH on this of the type
that Alex, some of it isin the back of this report and you may want to change that some. But |
think some move in both those directions | would support.

DR. CHILDRESS: Eric hasreminded me that Elyn Saksis still revising the paper
and we'll be getting another draft.

Larry?

DR. MIIKE: | just have two contradictory statementsto make. My first is, and
it'saconstant spiel that | make, isthat we're getting to discussions where it’s the cookbook
approach. We want to give so much detail when | think we're a policy guiding Commission. And
so | get frustrated when we get into these very detailed discussions.

On the other hand, | hear Eric saying, well, that point is on page 69 online 7. And
so if there are important points, then they’re buried somewhere all around in the report. So I'm
listening to thisand | guesswhat 1'd like to see the staff do isthat those points that the
Commission raises as important be given more visibility, and maybe not in the sense of redrafting
the whole report, but those are the kinds of points that have got to be pulled and summarized in
the executive summary.

So those are my two contradictory statements.
DR. CHILDRESS: Eric, and this will be the final one.

DR. CASSELL: Wéll, dl thisraises once again, though | don’t expect usto settle
it, it raises two questions; one, of the consent monitor in certain circumstances, and the other one
is the training of investigators on obtaining consent. It always comes around, the same set of
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issues, and somehow or other we have to, | think in this report or separately, address the fact that
investigators must be specifically trained and/or that there will be monitors. That ought to
motivate them.

DR. CHILDRESS: That leads us then, if there's no objection to the next question,
but keeping in mind the —

PROF. CAPRON: | do have an objection. Eric, the problem with that isthisis
not a consent issue. Thisiswhether or not we deal with consent or we deal with permission from
alegal representative. If you go down the chart that was passed out today, and you're over here
on, even on the beneficial research —

DR. CASSELL: | understand that.

PROF. CAPRON: The subject doesn’'t have capacity. The subject’s consent isn't
even in the picture.

DR. CASSELL: | understand that. But by knowing that the monitor and the
consent part are more rigorously dealt with, it pushes the importance of finding out whether that
person have the capacity to consent, that’s why.

DR. CHILDRESS: Okay. So staff will follow the discussion and change when
they contradictory or amplify the draft. The next set of questions will focus on other
decisonmakers. Inthe draft or proposed recommendations we have legally authorized
representatives, independent physician advisors, and consent monitors. So the question being
raised here, and there are several other pages for the legally authorized representatives, 74, 77,
114, 133, 195 —

PROF. BACKLAR: Can you speak louder.

DR. CHILDRESS: Sorry, Trish. | wasjust mentioning additional pages, | won't
run through them for you, where some of these are discussed. We can talk about those pages
later. But the big question here is whether the roles of these three decisonmakers are clearly
described in the current draft, and whether commissioners agree with the proposals for each of
these, their use and their function.

Here, again, you may want to look at the flowchart or at the recommendations.
Here you might even find the simplified, the earlier flow chart useful for identifying pretty clearly.

Eric?

DR. CASSELL: | raisethe question | raised in the E-mail about what about states
in which the family is not a legal representative, does that exclude the family from this process?
Why does it have to be alegal representative rather than a family, first degree relative, or lega
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representative, and/or, so that we don’t exclude the family.

DR. MORENO: I'm not alawyer, but my understanding is that thisis not a
prescriptive term, Eric, but a descriptive term. That isthat as a matter of practice anybody who
has the authority to do thisin ajurisdiction is going to be legally authorized. Now that’s not
necessarily going to be recognized by statute, it will be part of the common law, through the case
law of that State. | don't think we have any way to avoid that.

DR. CASSELL: Wél, in New York State until just recently the mother and
father, for example, were not legally surrogates.

PROF. CAPRON: No, Eric. The dituation varies from State to State. For along
time there was simply no statutory law and actually no decisional law that recognized the common
practice, for example, of having spouses consent for each other when one of them was in surgery
and you have to get someone’'s consent, or one of them isin an accident and you have to get
someone’ s consent. Minor children, yes, it was quite explicit the parents were the natural
guardians of the children. But that practice went on.

In twenty-some States | believe now, maybe dightly more than that, there are these
family decision acts which allow a specified rank ordering of people to step in and decide in the
absence of direct directions. In some states, like New Y ork, people without explicit authorization
fromacourt, as| understand it, are not going to be alowed to make certain categories of
decisions, however.

DR. CASSELL: They couldn't make a DNR decision.

PROF. CAPRON: They could not. And in many States there are particular
restrictions on people making judgments about mental treatments or enrollment in research, and
the generally drafted surrogate decisonmaking statutes, like durable powers of attorney for health
care and so forth, explicitly exclude in most States, | believe, treatment for mental illness, or
shock therapy, or ingtitutionalization. Those are not things which you can consent to without
going to court and being appointed a committee or guardian of the other person.

So it’s going to vary all over the place. But Jonathan isright that there will be
people who are regarded as the legal representative and can sign off on alot of things who
haven’'t gone to court to be approved just because the State has allowed that as a practice and no
one has ever challenged it. It’s akettle of fish though.

PROF. BACKLAR: On the other hand, it would be quite dangerous. | would be
very concerned if a public guardian could make decisions like this.

PROF. CAPRON: Public guardian? Thisis for a person who lacks a family
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member, right?

DR. MORENO: Wetry to manage this problem in the recommendations by
including some suggestion to state legislatures, at our peril, that they devise statutes that include
specifically family members as representatives of thiskind. Obvioudy, the Federal system being
what it is, we can’'t do this for the states.

PROF. CAPRON: On page 175, what about Trish’'s concern about the public
guardian who are legally authorized to make treatment decisions. At the bottom of our chart,
should they be the legal representative who can consent, as it were, give permission if there's no
apparent dissent from the mental patient?

DR. MORENO: Good question. It’s not one we considered.

PROF. CAPRON: Among the most vulnerable people, again, are those who are
not befriended, as it were, those who have to rely on the so-called public guardian.

DR. CHILDRESS: Do you have arecommendation on this?

PROF. CAPRON: | would say that the public guardian should not be in a position
to act asthe legal representative to enroll people in the research.

PROF. BACKLAR: It varies, you see, from State to State.

DR. SHAPIRO: | just ask aquestion of information. There are, unfortunately,
increasing number of people who are legally giving up the guardianship of their children really to
make them eligible to enter state institutions and to come under State guardianship. Isthat the
group we're talking about here? If not, how does that group fit into what we're discussing?

MS. CHARO: Harold, that’s not actualy the group we're talking about, but it
does give one an idea for guidance because the same question is going to be coming up with
children. What are the residuals of decisonmakers when parents are not around? What are the
rules that govern with regard to things like public guardians for children? And it may be that
there are a set of workable rules that we could parallel, or it may be that we'll discover there are
no rules there either, but either way actually it might be valuable for this discussion to see what’s
happening in that analogous area.

DR. SHAPIRO: The population | was thinking of, although | didn’t describe it
very well, were children and/or people, primarily teenagers, who have very severe psychiatric
symptoms which require extensive treatment of very expensive kind. And just for good or ill, ina
lot of those cases parents are giving over guardianship to the State, who then takes over their
care. That's, unfortunately, common. | just don’'t know how that fitsin here. | guessyou're
saying we haven’'t worked that out yet, is that right, Jonathan?
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DR. MORENO: You'reright about that.
DR. SHAPIRO: Okay. Then that’s something we' ve got to think about.

DR. DUMAS: I'm going on to another question that | had. In this group where
there are not potential benefits, down on the right-hand column, indicating informed consent and
legal representative and physician. Can somebody tell me why the health care provider islimited
to the physician when in these settings there are other therapists?

DR. CHILDRESS: Onthefirst draft, we have in the text where we had the flow
chart, actually it says health care professional monitor. The question was why we had only
physician on this draft you cannot see because it was just handed out today when on the previous
flow chart we actually had health care professional monitor.

DR. CASSELL: I'll tell you why. It'saquestion of power politics in the research
unit. If there is a physician available, that physician will have more power vis a vis the people
running the research than the psychiatric social worker will. If thereisn’t a physician, then it
should be another caregiver. But that’sthe only reason. It wasredly to give that patient more
crunch on his or her side.

DR. DUMAS: Waéll, | don't think we ought to continue to reinforce it.
DR. SHAPIRO: | don't think you can changeit in this.

DR. DUMAS: And because there are some units now the directors of the units
may be a psychologist or a social worker or even anurse.

DR. CHILDRESS: Trish, do you want to get in?

PROF. BACKLAR: Weéll, it's very hard for me to tell exactly what you're talking
about. But if you are talking about what it sounds like, | also am concerned, and Eric, | think you
and | have talked about this. Many people have psychiatric disorders who hardly know their
physician, their prescriber. They’re much more likely to know their caseworker.

DR. DUMAS: That’'sright. Caseworker.

DR. CHILDRESS: S0, if Eric Cassell doesn't object, we'll go with health care
professional monitor?

DR. DUMAS: Yes. Evenif he objects.

DR. CASSELL: | do object. | do, because what will happen, by doing it that
way, remember that the team goes to pick this person, it isn’t the patient that picks this person,
the research team picks this person. They will pick the weakest one they can get.

EEI Production
66 Canal Center Plaza, Suite 200
Alexandria, VA 22314
(703) 683-0683; Fax (703) 683-4915

94



PROF. CAPRON: An IRB could designate the person.

DR. CASSELL: Well, then make it physician or, if not available, other health care
worker. Or primary health care worker.

DR. DUMAS: Primary health care worker I'll agree to.
DR. CASSELL: Physician or primary health care worker.
DR. DUMAS: No, not physician.

PROF. BACKLAR: You know, Eric, | think you're absolutely right. | think
you're right not only in the sense these people have more power, but also because | think all these
people should have at least some acquaintance with somebody who is prescribing their
medication. So I’'m not going to argue with you about having it there because | think it’s good. |
do think it’s going to be a problem.

DR. DUMAS: We said therapist is fine with me, but | don’t think it should be
limited to physician. They're not the only therapist.

DR. CASSELL: Itisn't limited to a physician.
DR. DUMAS: The responsible therapist would seem to me to be the case.

DR. CHILDRESS: Should we say instead of this the responsible hedlth care
provider, whoever it is.

DR. CASSELL: Wél, it may not be a health care provider. They may have no
outside health care provider.

DR. CHILDRESS: But we're requiring that on this.

DR. CASSELL: No, we'rerequiring a physician. The physician did not have to
be a health care provider.

DR. CHILDRESS: Larry istrying to get in, then Harold, then Alta

DR. MIIKE: Just alittle aside thing just getting back to the term “legal
representative.” It is confusing when in the recommendation there is a recommendation to State
legidlatures to legidlate legal representation, including family, et cetera. So we're using legal
representation both in ageneral term and in alegal term. And because legal representation—by
the way, I’m one of those legal guardiansin a state that deals with children and adults that you
talk about. And if there are questions about who you exactly want to be able to make these
decisions in the mental health area, maybe we should just find another word, “authorized
representative” or something, just so that there’s no confusion about the term “legal.”
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DR. CHILDRESS: Could severa of you, particularly those with legal background
and experience, such as Larry, and concerns about power, Eric, get together over some of these
categories and make sure we get the ones right?

DR. DUMAS: The power struggle is here, that’swhereit is.

PROF. CHARO: I'd like to talk to this because | fear that if we continue debating
this we're debating something that gets down, as Larry has said before, to alevel of specificity
that almost obscures our goa. If what we're doing is creating atool box for IRBs and we say to
the IRB that when you’ ve got certain kinds of red flags we want you to use these tools, it’s
probably sufficient to say to the IRB we want you to have an independent consent monitor.

And in the discussion, in the more elaborated form, not the short form, we would
be acknowledging probably the way this is going to happen is that the research teamis going to
propose somebody, their name is going to be mentioned to the IRB, members will have a chance
to seeif that name raises any red flags, but otherwise they’re going to passonit. But point out to
the IRBs that the purpose of this consent monitor isto give, asyou put it, crunch to the patient,
and that they should keep in mind the effect of professional hierarchies in the effectiveness of this
monitor but also the actual personal knowledge of the patient’s situation, preferences, and
patterns of behavior in the past.

And, again, it will be on an individualized basis that this whole thing gets reviewed.
But the point is that you're signaling to the IRBs that there are all these things that go into the
consideration, please take note of it. | doubt that we can come up with aword or arule here that
governs every situation equally well, nor do | think we're trying to draft regulatory language that
attemptsto do that.

DR. COX: You just said it. Writeit down.

DR. CHILDRESS: That’sright. You've already taken the discussion forward.
PROF. CHARO: But we've got all these transcribers here for $10,000 a day.
DR. CHILDRESS: Harold?

DR. SHAPIRO: | had acomment similar to the one that Alta, a suggestion that
was similar to the one Altamade. If | understood Eric’s suggestion, it seemsit was that you
wanted physicians to be in the list, that is you said “physician, or something of that nature.” So it
wasn't—and you just don't like physicians on the list?

DR. DUMAS: No, he said only if there is not a physician, then somebody else.

DR. CASSELL: Just that way, physician, or, or, or. We'retrying to solve your
whole group’s power problem that’s as passé as anything could be.
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DR. DUMAS: No. My problem s aready solved, Eric.
DR. CASSELL: Not yours. You're powerful.

DR. DUMAS: | agree with Alta. | don’t think we should be so specific. And she
said it really beautifully. And | would be glad to go along with that.

DR. CASSELL: I’'m happy with her language.

DR. DUMAS: So that takes care of it.

DR. CHILDRESS: We have consensus. I'll let Harold finish, and then Steve.
DR. SHAPIRO: I'm through.

DR. CHILDRESS: Steve? Could we try to move on to do something about risk
next.

MR. HOLTZMAN: Just an endorsement of what Altasaid. That does happen on
occasion, Alta. It goesto the further question of the form of the report. For it to be effective in
giving our IRBs that kind of guidance, what is it about the way we' ve written this thing that—if
you look at your question, it was are these rules clearly prescribed in the current draft. We've just
spent 15 minutes trying in some measure to figure out what do we say and do we agree. That
can't be very good guidance. So somehow we have to get a step back from what’s an enormous
amount of important stuff that’s in here and say how do we put it into a format where, in fact,
there will be aresponseto it.

DR. MORENO: WEe' ve aready talked about an executive summary and
introductory section that can boil the important points down. And it clear from what people have
said that needs to be done.

DR. CHILDRESS: We'll take Alex, and the perhaps we can move on to risk.

PROF. CAPRON: Alta, the only question | have about the description you gave
was you said at one point the IRB would look at the person and decide is this a good person to
play that role. | understand the that the thrust of what had been said is they’re going to have an
approval for aresearch project, there are patients at this institution, my understanding was, our
hope was this would be the health care professional who is knowledgeable about that patient and
in atherapeutic relationship with them who could maintain that therapeutic relationship and help
advise and evaluate what the researcher is bringing in. That’s going to be Dr. Jones here, Nurse
Smith here, therapist so and so. There's not going to be one person. But if we look at the
transcript, Alta, and we wrote down what you' ve said, it would have been that they were
approving a person. It seemsto me what we're talking about is a category of people which will
include many potentially different professionals, some of whom may be milksop doctors who
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won't stand up to their colleagues, and others of whom may be dynamite nurses who won't let a
doctor hurt a patient because they’re holding a club over his head. Who knowswhat. But it’s
going to be awhole variety not defined by profession. It's a category, right?

DR. DUMAS: That’swhat | thought Alta was saying.
PROF. CHARO: But for agiven person it’s a specific person.

PROF. CAPRON: But it’s not a specific person, because the research protocols,
for the most part, are going to say we want to recruit 20 patients with the following conditions,
we don’'t know which ones are going to agree to be in, and who are going to have the conditions
of this project. So which ones of the staff at this hospital or outside doctors who have seen them
before?

PROF. CHARO: | suspect that unless we get even more specific, and remember,
nothing that we suggest is going to be required absent a regulatory change, which won'’t happen
even if it did happen for ten years, so at best we're talking guidelines, right? Unless we were to
specify, | suspect there would be variable ways in which this kind of thing would be implemented,
asistrue for everything with IRBs. Some IRBs would ask that the protocol come in with a
generic descriptor like we will use the primary care physician, or we will use the doctor who runs
the ward, depending on the context. In other cases, IRBs would approve this conditional upon
having for each recruited patient notification of who it isthat’s going to be the independent
monitor, and the IRB will not alow you to begin actual work with that subject until they’ve seen
who the monitor is and they’ ve had a chance to see whether or not it raises any red flags.

It will depend on exactly which IRB you’' re working with, and they run the gamut.
Now we could decide we want to get into that level of detail.

PROF. CAPRON: Don't we have any minimal floor here, Alta?

PROF. CHARO: | wasn't saying that as achalenge. We could decide if we want
to get into that level of detail or not.

PROF. CAPRON: | understand that. Thisisabroader question—which Jim
posed to one of our afternoon witnesses—which is when we talk abut the IRB may, and the IRB
may, present guidelines aready alow IRBs to place al sorts of conditions that are way above the
federal requirements, right?

PROF. CHARO: Right.

PROF. CAPRON: They can dready insst that you have three independent
doctors. The question is do we want to say that an IRB should not allow certain categories of
research to go forward until it has ensured that a person with the following qualifications, as a
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minimum, shall be appointed to work with the potential subject in a therapeutic, protective,
whatever role that they want to describe it as. Or, are we going to say this is something IRBs can
pick out of the tool chest? Aren't we saying then, in fact, the NIH Common Rule should be
modified in this regard to say that thisis required that the IRBs ensure that such apersonisin
place.

PROF. CHARO: First, let’s remember that this particular tool, the independent
monitor, was never in our recommendations required for any category of research. It was always
an optional addition for IRBs above and beyond even what the recommendations say should be
the new regs, the theoretical new regs. It was never required. It was an additional —

DR. CHILDRESS: Which are you talking about? Are you talking about in the
past?

PROF. CHARO: Yes.

DR. CASSELL: Consent monitor is different.

PROF. CAPRON: That’s not consent monitor. Thisis physician advisor.
DR. CHILDRESS: Right. But she was speaking about consent monitor.
PROF. CAPRON: Non-beneficial research.

PROF. CHARO: Oh, excuse me. Sorry. Okay. | confused myself for a moment.
Right. Right. Right.

PROF. CAPRON: But thiswas just a generic question of which thisisan
example. Aren’'t we talking about here that one outcome, not ten years from now, but before
research should go forward isthat our report would come in, NIH would publish, take the report
and put forward modifications in the regulations in a special subpart.

PROF. CHARO: You meanin 2010?
DR. CHILDRESS: | think they're to be offered as guidance.
PROF. CHARO: Even as guidance.

PROF. CAPRON: Guidance before that. But the objective isto say that there are
minimum requirements.

DR. CHILDRESS: | would note that even in the recommendation part we've
revised thisto say “should” not merely “may.” The earlier draft had “ may,” “ The IRB may
consder....” And this one does actually change it. So it tried to strengthen that alittle bit.

PROF. CHARO: But the minimum requirements you' re talking about are the
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minimum requirements for the professional, that it should be somebody with personal knowledge
of the patient. Well, what minimal requirements are you talking about? Those?

PROF. CAPRON: The minimal requirement is that the IRB should ensure that it
exists as opposed to the IRB might have such a primary care person involved in a certain
category. 1I'm saying that the IRB should have. It’sjust what Jm just said, IRBs should have.
Then we could say conscientious IRBs will do it now, others will wait until the Federa
Government tells them they really have to do it and they can stop thumbing their nose at NBAC.

DR. SHAPIRO: Thislatter statement | think isreally quite important. The issue
of how long it would take to make any change in the Common Rule take hold is speculative, but
the evidence says avery long time. And we would aspire for changes to take place faster than
that, that some IRBs, at least many, would listen to some of our advice or other advice. NIH, of
course, could adopt its own rules any time governing itself.

DR. CHILDRESS: | think we may have said enough on al that to provide the
kind of guidance to staff, Jonathan and Eric and others, to work this out.

DR. BRITO: Redly it'smore of a clarification. When | read the flowchart, and
when Rhetaugh was making her comments, I’ m reading this word “physician” here as the person
representing the subject in the research. When | go back through the text, though, and I’'m reading
the description of independent physician advisor, I’'m not reading that as the same. Are we talking
about the same?

DR. MORENO: Same.
DR. BRITO: We are talking about the same.
DR. MORENO: Independent of the researchers.

DR. BRITO: Because that changes.... Nonbeneficial, nonbeneficial, greater
minimal risk research, right?

DR. MORENO: Right. And it could be a non-physician primary care professional.
PROF. BACKLAR: Somebody tell me the page you're on.

DR. BRITO: You have achart you can’'t see and I’m comparing it to page 174,
where it’s discussing independent physician advisors.

DR. CHILDRESS: And you don’'t have the other chart that we're talking about. It
was handed out today. Okay, can we turn to question of risks and we have, thisis chapter 4, also
discussed in various places along the way in some detall. And we have Laurie’' s proposal.
Everyone received a memorandum today in which she raised questions as she has before about
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our deletion of the category “ minor increment over minimal risk.” And she' s arguing for the three
rather than the two categories.

DR. MORENO: Can | just speak to that, Jim?1

think we addressed this last time. We are not, so that everybody’s on the same
wavelength here, we are not eliminating anything. Y ou can have as many categories above
minimal risk as you like. And you can have as many categories below minimal risk as you like.
We're only specifying in this draft the minimal, the minimum requirements if one is above that
threshold of minimal risk. IRB can impose or apply, introduce whatever other protectionsit likes.
So thisis not eliminating a category. And the category as | understand it...

DR. CHILDRESS: Of particular concernisthat we are eliminating it as a standard
for classifying research protocol.

DR. MORENO: Y ou're not.
DR. CHILDRESS: In our recommendation.

DR. MORENO: No, we're not, though. We're eliminating it as a basis for
developing incremental protections. We haven't seen a reasonable way to do that.

DR. DUMAS: | understand, and | like that.
DR. SHAPIRO: What do you like, Rhetaugh?

DR. DUMAS: | like the idea of designing protections according to minimum level
of risk, whether it’s minimum or whether it’s above it. And that, to me, eliminates alot of
confusion on the gradations in between. Anything above minimum level is what we're talking
about protecting.

DR. CHILDRESS: Other discussion?

DR. BRITO: But | can also understand Laurie's concern because depending on the
IRB, depending on how much time is spent, | could see how some research that isjust that grade
above minimal risk could be prevented—some beneficial research. So | can understand the
concern. So | think maybe if we define it the way it’s defined is fine, but maybe just a little bit
more explanation somewhere in there about that it really needsto be looked at very carefully
when there are just levels above minor or minimal risk, etc. Some gradation.

DR. DUMAS: Then you get into the distinctions with the variation among people
on what they call “just above minimal risk.”

DR. CHILDRESS: Alta, then Eric Medlin.
PROF. CHARQO: | continue to believe that smpler is better in this area. And that

EEI Production
66 Canal Center Plaza, Suite 200
Alexandria, VA 22314
(703) 683-0683; Fax (703) 683-4915

101



an additional category with separate procedures for “ minor increment over minimal risk” isan
invitation to confusion at the IRBs. However, in light of Laurie's continued concern that the
absence of this category is going to mean that there are a fair number of people who can no
longer give informed consent, who will then become ineligible for important research that isa
minor increment over minimal risk and nonbeneficial, I’d like to suggest that this report go out to
the public in away that highlights that question for reactions from the public and particularly asks
for some examples of the kind of research that would be affected and the magnitude of the
research that would be lost. But as we continue to debate this particular issue, we will know
exactly what’s at stake.

DR. MESLIN: Just very quickly. When the writing bucket, and thisis for the
benefit of the Commissioners who weren't participating in that conference call, discussed this
issue, two points were raised that | think bear repeating. The first isthat the issue is only relevant
if the “ minimal risk” bar is set at a particular place which either is overly inclusive or overly
exclusive. The worry of the writing bucket was that if the bar for minimal risk is set so high that
everyone would be in minimal-risk research and only incredibly risky research was above minimal
risk, that would clearly be inappropriate because no one would be afforded protections. If,
conversely, the bar was set so low that virtually anyone could jump over it and be thereforein a
category of greater-than-minimal risk, that too would be worrisome. So the issue was where to
set the level of minimal risk, which is ajudgment call, and | think the writing bucket agreed that
examples would be helpful.

The other point that the writing bucket discussed but doesn’t come out in the
report, except for an additional staff suggestion, was in the absence of any data or evidence that
IRBs can make the distinction, the fine distinction, between slight increment over minimal, even
greater dight increment over minimal, etc., that it would not be doing them a service to make
those distinctions. And besides, the regs permit us to have these two levels anyway with the
exception of the childrens' regs. So it was suggested that one prospective recommendation might
be to evaluate this particular recommendation in the field after we implement it.

PROF. CHARO: But Eric, one thing in B response confuses me. We are not in
control of the definition of minimal risk. It is a definition controlled by the regs.

DR. MESLIN: | understand. Well yes and no. We could .... | don’'t want to do the
Larry worry, but the definition of minimal risk in the regs is sufficiently vague for purposes of this
discussion; that we could have, the writing bucket could have that discussion and ask where the
bar would be set. Eric Cassell asked whether we should be adding a new word to the minimal risk
definition to include treatment, a particular type of treatment. So you're right, we are limited by
what the regs say, but the definition is flexible to have this point still be on the table.
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PROF. CHARO: Okay.

DR. MESLIN: And we included the regs in everyone's briefing book if you
wanted to...

DR. CHILDRESS: Alex, just a suggestion to make sure we had a debate in clear
form. Are there other thoughts on the question of risk?

DR. CASSELL: | hateto do it, but ...Trish's concern that risk is different to this
population than it is to another population is really not addressed. And yet she's correct about it.
That something may seem like minimal risk to somebody else but to somebody in this population
feel very risky. We haven't addressed that, and one way to address it was to try and just eliminate
too many categories. But in fact we have not addressed that.

DR. CHILDRESS: But we have addressed it in the text, though, right?
DR. SHAPIRO: Yes.

DR. CHILDRESS: But not in the recommendations.

DR. SHAPIRO: Yes.

DR. CHILDRESS: Harold, sorry, Harold was first, sorry.

DR. SHAPIRO: The issue of what research is going to be discouraged by this
approach as opposed to, let me just call it Laurie’s approach... The issue of what research is going
to be discouraged or what useful research we will no longer pursue because of having these two
categories rather than three, asfar as| can tell so far remains an assertion. And | would feel much
better about this if we had something more than an assertion on this matter. Otherwise, | think the
logic takes either the minimum versus not minimum. But there may be something real here, which
| don't know about, and quite willing, even likely that that’s the case. But | really don’'t want to
move that way; I’m happy with al the suggestions, wait for some feedback, but | wouldn’t want
to move that way without something beyond an assertion in this area. And perhaps get some data
onthis, | just don’'t know what’s available.

DR. CHILDRESS: Tom?

DR. MURRAY : It would seem to me that some progress was made in this
discussion of the last several minutes, but it’s not clear to me where we came out on it, and |
wondered if anybody would be willing just to state where we think we are in terms of a shared
agreement about this so we can come back to it next week in writing and have people say no,
that’s not what we agreed to. Why don't we try to nail it now?

DR. CHILDRESS: It’slate in the day, we may not have many volunteers.
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DR. SHAPIRO: The suggestion, the only actual suggestion | heard was Alta's
suggestion, that namely we keep it in this form asit goes out for comment. But we find some way
to encourage response on the issue—that we focus attention on the issue here from other
investigators, other people who know things, just what they feel on thisissue. We know how
Laurie feels, and she' s a thoughtful person, very experienced in thisarea. But let’s hear from
others. That was the suggestion that Alta made, which seemed entirely reasonable.

DR. MIIKE: Yes. If we're going to have definitional problems of what is minimal
risk, I’d have an even greater definitional problem of what is a minor increment.

DR. SHAPIRO: | completely agree with that.

MR. HOLTZMAN: | assume we all agree with that because in the beginning was
the action of the word, and what Laurie cares about here is the action here. The implication that
no box...that says there is a class of research which will not be able to be done. So theissueis
whether or not we're going to, in terms of our simple bimodal classification, now change that to a
yesor leave it asano and look at the implications. We talked about an empirical question, that
how much research should be excluded. | think the little interchange between you and Dr. Shore
and myself really went to the point of what is the interpretation under the reg of what is minimal
risk. And are we in a situation, in fact sociologically, where people are being broader in their
interpretation of what is risk than they used to be. And so therefore the class of research that
would be excluded under this proposal isin fact getting broader. If anything, | think those are the
issuesthat are at stake. And | don't think we have the consensus on whether even going with the
bimodal scheme should be a yes or ano.

DR. BRITO: We've previousdly had quite a discussion on defining minimal risk
from experts and from within ourselves, etc. And no one's been able to come up with a
conclusion. At first | thought Alta's idea was a great idea putting this out for the public, but I'm
not sure we're going to end up coming to a conclusion with that either. The way the Federal
regulations are written, they’' re written vaguely in this area and there must be a reason for that.
And | think it’s because past commissions haven't been able to define minimal risk. And | think
there'salot of variation of what is—we' ve talked about this before—what is minimal risk to one
may not be minimal risk to others, whether it’s the investigator or the subjects in the research.
What | was suggesting earlier is, and | don’'t know if | made myself clear, isthat | think in the
body of the text we discuss what Laurie' s concerns are. And she gives one clear example of the
PET scans etc. in her letter about what is just above minimal risk. But in our recommendations,
we make it just the two categories where we make it very clear it is up to the IRB to determine
what is greater than minimal risk, because that is in the end what we're entrusting the IRBs to do
to determine that. I’m not sure, | think we're going to get such a varied response from putting this
out.
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DR. SHAPIRO: Well inthe way | think about this, Arturo, it’s hard to define
“minimal risk.”
DR. BRITO: Right.

DR. SHAPIRO: It doesn't get easier by defining “ minor increment over minimal
risk.” It doesn't change anything. It just gives you some leeway to figure out what minimal is.
That’s al it does, it’s just another way of defining minimal.

DR. BRITO: But shouldn’t we leave it up to the IRB to define what is above?

DR. SHAPIRO: Well, my only point is you don’'t need two categories to leave it
up to them. If you're going to leave it up to them, you can leave it up to them in one category.
Either it's minimal or it’s not. And that’s just how | think about it. I’m not an experienced
investigator in this area and maybe there's something quite bad about that.

DR. CHILDRESS: Larry and Diane.

DR. MIIKE: | think the answer is whatever we' ve been trying to do as a decisiond
pathways. The more decision points you give them, the more comfortable they would feel in
erring on the side of caution because you still don’t block it just by saying it’s greater than
minimal risk. Y ou just have more safeguards built into the process.

PROF. SCOTT-JONES: Another problem that occurs when you have minimal risk
and then minor increase over minimal risk is that minimal risk is defined in terms of an ordinary,
everyday person. And then minor increase over minimal risk is defined in terms of the individual
research participant, and then the logic is used to justify higher level of risk to that individual
participant than you would to an everyday person who doesn’'t have the problems of that potential
participant. And it is then used to justify even greater risk to the individual participant, and | think
that’ s a problem with using the two categories and defining them very, very differently from one
another.

DR. CHILDRESS: That discussion ison 92 in the text.
PROF. SCOTT-JONES: Right, on 92 and 93.
DR. CHILDRESS: Okay, | have Bette and then David.

MS. KRAMER: It's late in the day, but it seemsto me that maybe where the
problem liesisin trying to define specific procedures as minimal risk or greater minimal risk, when
in fact it depends on the context. So would it be possible to incorporate in the report that to
capture that notion, citing for instance, Laurie’'s concern that this certain population not be
automatically excluded by the use of a procedure that might in some context be considered
greater than minimal risk; but then for people of another context, could possibly render great
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knowledge. | don't know if that just confuses it more.

DR. COX: That was going to be my point. I mean we have something here, we
have a distinction we want to make as an example. We don't make a whole new class. Make the
class, which we're talking about and put in the distinctions, saying that by doing this we don’t
want to screw up and turn thisinto a complicated deal. | think here’ s one example of something
you don’t want to shut down. So you could just use this as an example and you don’t have to
make awhole new class about it. So | do agree with Bette.

DR. CHILDRESS: Alex, Jonathan, and Rhetaugh.

PROF. CAPRON: | have two points. Oneis | agree with the notion of staying with
the minimal risk definition and then flagging for public response examples of research that would
become problematic. Not forbidden, but potentialy delayed and made more difficult under our
charter. The problem | have isin reading the present sections on page 90 to page 100 based, |
can't figure out what we're saying, because we mix two...to follow up on Diane’s point, we mix
two different issues. One is the question which was addressed by the national commission and
then dropped in the language of the regulations. And we heard from Gary Ellis awhile ago, very
interesting discussion of that history and how OPRR looks at it now, which | don’t think actually
merges that clearly. | think we can go back to the transcript and get that position more clearly
stated. Which is whether or not the bar is set by reference to thingsin the lives of people who
have the diseases under study or the general population. That overlaid onto that is the observation
that any particular procedure may be of higher or lower risk, particularly in terms of psychological
reaction, for people who are in this special population than for people in the general population.
As Bette said, that would be relevant if we were saying PET scanning or venous punctures or
spinal taps are or are not on one side of the line. Y ou have to say wait a second, something that’s
okay for you is not okay for someone else in this other category. So, but that’s not really what
thisis about. Thisis about how you define that reference group, and then you may come back to
the reference group and say, now when we evaluated a particular procedure, let’s keep this other
insight in mind that the IRB should ask investigators and ask non-investigators or experts on the
population, are they going to react differently? I's there some reason why thisis lower risk for
them because they're so familiar with it, or higher risk because they’ re more disturbed by this?
And thisdiscussion, | don’t know where we come out. If you look at the top of page 100, it
sounds as though we' re getting to our point. “For persons with mental disorders that may affect
decisonmaking capacity, the risks that are minimal for general population may pose specia
psychological burdens, even with regard to interventions the person may be familiar with,” and so
forth, and we just ... it sort of petersout. | expected usto finally tell us that we expect people to
use the general population standard or the specific population standard. | would like to know
where we come out on that. Because otherwise our whole notion that we' re setting a bar and
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saying if you're over that bar, particular requirements click in doesn’t mean anything.
DR. CHILDRESS: Okay, | have Jonathan, Rhetaugh, Diane, Alta, and Eric.

DR. SHAPIRO: Just after that long list is announced, we have about ten minutes,
okay, before we have to turnto Tom. We'll take a half hour more tomorrow to try and ...

DR. MORENO: Briefly, we do have a box on the graph for exactly the
contextualization of risks that you guys are talking about. And it is supposed to fall in this box
that reads | RBs assess the investigator’ s determination of risk in light of the specific subject
population, does thisrisk involve greater than minimal risk. And it’s addressed in the
recommendationsin 171-172. But | agree with Alex that we need to indicate exactly where we
come down on this earlier in the text, in the dicta portion and not only in the recommendations.

DR. DUMAS: Am | next? The concern that | have is not that we are eliminating
anybody from the possibility of participating in the research. What we are doing is only classifying
those people who need additional protections. And | would rather err on the side of more
protections than fewer.

DR. CHILDRESS: Alta?

PROF. CHARQO: | share Rhetaugh's presumptive directions. | know that’s exactly
where this source of disagreement iswith Laurie. Perhaps for the agenda for tomorrow, | think
it's possible that we would be well served if in conjunction with this report we were to try and
produce a document as short as the Belmont Report and as influential for the ages, which focuses
alittle bit less on some of these details and little bit more on the thrust of why these details are
being fought over. Such as, the coalescence of factors that leads to specia vulnerability, the
presumption in favor of excess protection at the risk of losing certain areas of research rather than
in favor of research at the risk of exploitation, and why that particular presumption is being
chosen. And examples of these tools with afocus on their purpose as much as their operation,
including the retention of aminimal risk category that’s defined by reference to the Federal regs,
which do in fact talk about a general population that is an average of healthy and ill, which is one
of the reasons why it is so difficult to understand because it includes both in its own existing
interpretations. But that very deliberately does not try to redefine minimal risk by definition with
this subject population. The only purpose for doing that, of course, would be to expand the
number of people who can be researched upon without consent, without giving their own consent.
And that’s not our thrust. But if we were to try to produce something really short that highlighted
the underlying goals, that might be a very important part, amost important part, of al of this
exercise. Just one last thing in defense of staff, one of the reasons why this has gotten to be a
hundred and so odd pagesisthat every minor thing that any of us ever mentioned as being of
interest has now been incorporated. So we are collectively responsible for how difficult it isto
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find the salient points.

DR. CHILDRESS: In some ways, it seemsto me, you may be proposing a special
executive summary, that is, adocument that really says why thisis very important, not quite an
executive summary.

PROF. CHARQO: It’s not exactly an executive summary.
DR. CHILDRESS: But it’s something that will play that kind of role. Diane?

DR. SCOTT-JONES: | just wanted to say that now that Jonathan has pointed out
what the flowchart says, it does put thisin a different light. But | would really strongly urge what
Alex has said, that we do need to clean up the language in the text, or it is very, very confusing.
And then also, | read really carefully what Laurie has said, and | know that she said that many
times before, and | think that somehow we ought to acknowledge her position. If we agree ... if
the rest of the Commission decides differently than Laurie' s position, | think we really should
acknowledge her strongly-held views.

DR. CHILDRESS: Anyone has aright to file a dissent if we end up ever finishing a
report. It would be possible to have a dissent. Chair, we're at 5:15.

DR. SHAPIRO: Okay, thank you.

PROF. CAPRON: | just urge that if we're comfortable with the current Federal
position which as | said, Alta, | believe Gary told us very nicely to just go back to the transcript,
then we ought to have that in place of the discussion page 90 to 100 and just say, “ Minimal risk
means the present thing,” and then maybe a footnote explaining the Canadian trial and the this and
the that and all the different groups that have talked about it. And then come to this question
which is the assessment of the risks of this research are compared against that metric.

PROF. CHARO: Right. And then emphasize again that IRBs are always welcome
to say that although the research is generally considered minimal risk, to this research population
it’s not and we are choosing to treat it as nonminimal. That is always within their purview.

PROF. CAPRON: Exactly, but that’s the standard.

DR. SHAPIRO: Okay. Jm has a comment. | want to make a comment, and Tom
will be back and give usinstructions.

DR. CHILDRESS: I notice that we have a few items left over for tomorrow.
Harold said we could have about 30 minutes tomorrow. | think some of these won't take us very
long. | would note in addition to the report here that Laurie also raised a question about our
requirement of necessity to look at that as well. And then Trish has raised issues and a question
about whether we have adequately dealt here with the question of conflict of interest. We sort of
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mentioned it several timesin passing, and it’simplicit in some of the recommendations we make
that what we're trying to do isreally avoid conflict of interests, but we need to be more specific
about that.

DR. SHAPIRO: Thank you. I’'m going to turn to Tom in just a minute. With
respect to the comment not that Jm made but the discussion that ended with Alex’s comment,
that is are we satisfied or do we get to be satisfied with the Federal regulation, which as Alta
described as some kind of average, that may be a good to start. That bothered me alittle bit when
| went through this, frankly, and | tried to come to a formulation in my own mind which said
something like the following, and | don’'t have this well articulated yet, but just give you the
notion maybe we can talk about it tomorrow or another time: that we did allow ourselves to look
specially at this population, but never and whatever we adopted would never exceed the Federal
regulations, that is, you can only go away from the Federal regulations and that isto be more
protective. And | was trying to formulate that effectively and | never really quite succeeded, but
maybe somebody here might think about how we could formulate that and if it’s a good idea
altogether. So that eliminated the possibility that you would exploit this population by defining
something which allowed greater leeway. But you would allow yourself to move in the other
direction. That may or may not be a useful thing to think about, we can come back to that. There
are two other tools which | came away with after reading this report, thinking that might be very
useful in this area which we don’t seem to ever discuss, asfar as| can see others don't discussiit
either. And | just want to mention them here. I’ ve already mentioned it to Jim earlier today, and |
mentioned it not to cause any discussion now—we don’'t have time—but to see if any of you
might think about this and we could review it another time whether they're useful or not. The two
tools | have in mind are audit and disclosure. In al these areas where we're struggling, whether
IRBs are overworked or not overworked or whether we can define aregulation or not define a
regulation, whether we want all IRBs to have the same rule or and so on, alot of those, it seems
to me, could be at least resolved in some respect either by a disclosure document where the IRB
just indicated what it does and published it and people could look at it, and that’s a certain
amount of accountability. And/or whether audit of IRB procedures is something that’s
appropriate for usto consider. Not to audit every IRB every year, but whether IRBs on some
basis might be subject to audit just to see how things are going. Because time and time and again
we've come up with the issue that we're not quite sure just how the IRBs are doing and what
they’re doing. And it seems to me that those are two tools which may or may not be appropriate.
I’ ve not thought about it carefully enough, but they aren’t used and are very widely used in other
contexts for exactly this purpose. And so that’s something | would just ask the Commissioners to
think about as to whether that is even any concelvable way that those tools might be useful and
simplified. The purpose would be to simplify yet sustain the effectiveness of what we're
proposing. If it complicatesit, I’m not so sure we want to think about it very long. So that’s just
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something to think about, but let me now try to adjourn the meeting by turning to Tom to give us
some instructions and then it’s tomorrow morning, what time do we convene? Eight o’ clock
tomorrow morning. Tom?

PROF. BACKLAR: Are you going to start with this in the morning?

DR. SHAPIRO: Yes, we're going to start with this.

DR. MURRAY : [Administrative details].

PROF. BACKLAR: If Jim has any time to call me this evening, he’s welcome.
DR. CHILDRESS: I'll cal you.

[End of discussions of Day 1)
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